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Prologue 

This Abstracts Book contains the summaries of 839 ori- 
ginal works accepted by the Scientific Committee of the 
17th European Congress of Pathology and the XIX Spa- 
nish Congress of Pathology. These works have been se- 
lected from the 1084 abstracts initially submitted. 

Even though the Abstracts were selected following 
strict criteria of quality, the number remaining is the lar- 
gest ever presented at a European Congress of Patho- 
logy. This fact shows the increasing role of the Congress 
of the European Society of Pathology as an international 
forum for scientific activities, as well as the synergism 
developed by the simultaneous organization of the Euro- 
pean Congress with the Congress of the National Society 
of the host country, in this case the Spanish Society of 
Pathology. 

For organizational reasons, most abstracts were cat- 
egorized as posters, and only 106 scheduled as oral pre- 

sentations. Therefore, we would like to emphasize the si- 
milar scientific value of both types of presentations. The 
Presidential Papers were selected only among those ab- 
stracts whose authors had chosen platform presentation. 

We would like to thank all the authors for their 
scientific contribution and active participation in this 
joint Congress. Their attendance helps to enhance the 
role of pathology in European medicine. 

Finally, we would like to record our appreciation of 
Springer-Verlag for its support in making the publication 
of this special issue of Virchows Archiv possible. 

Prof. Dr. G. K16ppel 
President of the European Society of Pathology 

Prof. Dr. A. Cardesa 
President of the Spanish Society of Pathology 
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MIXED MEDULLARY-FOI.I,ICUI.AR THYROID CARCINOMA: 
MOI.ECUI.AR EVII)ENCE FOR A DUAL ORIGIN OF TUMOR 
COM PeN EN'IS 
Volante, M*, Papotli, M.*, Roth, J.**, Saremaslani, P.**, Speel, EJ.**, 
Lloyd, R V.***, Heitz, P.U.**, Bussolati, G.*, Komminoth, P** 
*Dept. of Biomedical Science and Oncology, University of Turin, Italy; 
**Dept. of Pathology, University of Zurich, Switzerland; ***Dept. of 
Pathology, Mayo Clinic Foundation, Rochester, MN, USA 
Aims:  To clarify the histogenetical origin and possible molecular 
mechanisms of  thyroid mixed medullary-follicular (MMFC) 
development To this purpose the two histological components were 
separated and tested with different molecuIar markers to ascertain 
whether they are derived from the same cell clone or whether they arise 
independently 
Methods: l.aser-based microdissection was used to study separately the 
follicular and medullary component of 12 cases of MMFC, diagnosed 
according to the WHO classification Both primary turnouts and mixed 
lymph node metastases have been analyzed for mutations of the RET and 
gsot gene by means of non-isotopic PCR-SSCP and HDE mutation 
analysis and direct sequencing, for allelic losses at 9 different loci in 6 
chromosomes using a PCR-based approach and for the clonai 
cmnposition of the four female patients by the HUMan Androgen 
Receptor Assay 
Results: The two components consistently exhibited a different pattern 
of mutation and allelic losses as well as clonal composition in 7 turnouts, 
which were suitable for clonal analysis or had detectable molecular 
aberrations at the genes or loci investigated. Furthermore, the tbllicular 
structures in most cases showed a oligo/polyclonal pattern exhibiting 
more fiequently hyperplastie than neoplastic histological features. 
Conclusions: Our data provide strong evidence that the two components 
in MMF(' arc not derived fiom a common stem cell and that at least a 
subset of cases are n~edullary carcinomas containing hyperplastic 
t~)llicles 
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THE LEPTIN RECEPTOR (OB-Rb) IN THE HUMAN BRAIN. 
M. E. Couce 2, .I.E. Purist 2, B. Burguera J, .I. Long 2, S. Zhang 2, and Ricardo 

V. Lloyd 2. 1Endocrine Research Unit and 2Department of  Pathology. Mayo 
Clinic Rochester MN, 55905.USA 
Aims The specific aim of this study was to further investigate the role 
that the brain may be playing in the pathogenesis of  obesity in humans. We 
studied the expression of OB-R mRNA (both, common and long isoforms) 
in the brains of  obese (n=5), lean (n=5) and diabetic subjects (n=4), by 
means of in situ hybridization, Northern blot and RT-PCR analysis. We 
used two alternative probes; one that recognizes all known splice variants 
and a second that just recognizes the long form. Several brain regions were 
evaluated. 
Results In situ hybridization studies revealed that both, common and 
OB-Rb mRNAs are widely distributed in the human brain. The specific 
hybridization signal was detected in the cytoplasm of  the coil body, 
dendrites and proximal axonal regions of neurons from the hypothalamie 
nuclei, Purkinje cells and dentate nuclei of the cerebellum, inferior olivary 
and cranial nerves nuclei, amygdala and neurons from both the nee and 
entorrhinal cortex.. No significant differences were identified neither among 
regions nor among the three groups studied. These results, match those 
previously obtained by us where the distribution of  the OB-R protein in the 
human brain was first described. Northern blots and RT-PCR indicate that 
the OB-Rb is expressed at a relatively high level in the hypothalamus and 
cerebellum, with lower expression in the ehoroid plexus. Control 
experiments including the omission of reverse transcriptase allow to 
exclude genomic DNA amplification from mRNA. 
Conclusion The original hypothesis that the OB-Rb was only present in 
the hypothalamus needs to be reconsider. This OB-Rb isoform seems to be 
widely expressed in the human brain. Obesity and hyperleptinemia seems 
not to be associated with an down-regulation of  the OB-Rb in the human 
brain. 
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A LARGE Oq DELETION IS A COMMON CYTOGENETIC 
ALTERATION IN FIBROADENOMAS, PRE-MALIGNANT 
LESIONS AND CARCINOMAS OF THE BREAST 
Sessa_F~ ~ La Rosa S., 1 Beroasconi B., ~ Tibiletti M.G., ~ Cerutti R., 1 
Dionigi A., ~ Broggi B., ) Colombo L., 2 Capella C. ~ 
1Dpt. of Clinical arid Biolo~eat Scienoes, University of Insubria,Varese, Italy; 
~Centro di Scnologia, University oflmubria, Varese, Italy. 
Aim: In order to assess if some breast proliferative lesions are genetically 
connected with invasive carcinoma we cytogenetically characterized 80 
breast lesions including hyperplastic lesions and benign and malignant 
tumors Three classes of breast lesions, namely benign tumors (including 
fibroadenomas) (BBT), putative pre-malignant lesions (including cases of 
atypical hyperplasia) (PPL) and invasive carcinomas (CA), were 
compared both at cytogenetic and molecular level. Methods: Each 
breast sample was studied using both conventional and molecular 
eytogenetic approach (FISH). Chromosome analysis was performed on 
direct preparations using conventional banding technique. FISH was 
carried out using simultaneously alpha-satellite and YACs as probes. The 
YACs clones mapped in 6q26-27, 6q25, 6q24, 6q21, and 6q13 regions. 
Results: A genetic relationship between the three classes of breast 
lesions was clearly demonstrated by the sharing of several anomalies, 
among which 6q deletions outnumbered all other alterations detected. 
Indeed, deletions of the long arm of  chromosome 6, most likely occuring 
in epithelial cells, were present in 83% of BBT, 64% of PPL and 77% of 
analyzable CA. Noteworthy 6q deletions were identified in 26 out of 31 
fibroadenomas showing a high proliferative activity of epithelial cells, 
identified by Ki67 immunobistochemical staining. Furthermore the 
interval comprised between 6q24-qter appeared to be the common region 
of deletion in all three classes of  breast lesions, whereas the minimal 
common region of deletion was 6q27-qter. Couehsions: The data 
collected in this study raise an interesting point concerning the temporal 
aspects of breast tumorigenesis which implies the occurrence of 6q 
alterations as one of the earliest events in the patbogenetie process 
leading to carcinoma. 
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MOLECULAR CYTOGENETIC COMPARISON OF APOCRINE 
METAPLASIA AND APOCRINE DUCTAL CARCINOMA IN SITU OF 
THE BREAST 
Jones, C*., Foschini, MP***., Wells, D**., Eusebi, V***., Lakhani, SR*. 
Depts of Histopathology* and Human Genetics**, UCI, Medical School, 
London, UK and Dept of Pathology***, Universita Di Bologna, Italy. 
Aims: To compare the genetic alterations in benign apocrine hyperplasia 
with apoerine duetal carcinoma in situ (DC1S) of the breast using 
comparative genomic hybridisation (CGH). 
Methods: Nine cases of  apocrine hyperplasia and nine cases of  apocrine 
DCIS were studied. The lesions were mierodissected from paraffin- 
embedded sections by Laser Capture Mierodissection Generate DNA was 
amplified using degenerate oligonucleotide primed (DOP)-PCR 
Differentially-labelled 'lesional' and normal DNA was cohybridisod to 
normal metaphase spreads and captured using a cooled CCD camera. 
DNA copy number changes were detected using Vysis software. 
Results: Both types of  proliferations exhibited copy number changes. The 
average number of alterations in apocrine hyperplasia was 4.5 compared 
to 109 in apoerine DCIS In order of decreasing frequency, the most 
common alterations in apocrine hyperplasia were gains of 2q, 13q, and l p 
and losses of lp, 17q, 22q, 2p, 10q and 16q. Apocrine DCIS showed gains 
of2q, lp, lq, 3q, 4q, 5q, 6q, 7q, 9p, 13q and losses of lp, 17q, 22q, 12q, 
16q, 2p, 9q, 2q, 3p, 6p, 8q, I lq, 12p and 13q. 
Conclusion: Apocrine hyperplasia is considered to be a benign lesion 
without a subsequent risk of  invasive carcinoma. Our data shows that it is 
a clonal disorder exhibiting gains and losses at a number of chromosomal 
arms. The genetic changes show considerable overlap with those identified 
in apocrine DCIS, fbr example losses at I p, 16q and 17q. These alterations 
are also commonly seen in non-apocfine DOS and invasive breast cancer. 
A number of novel alterations, e.g. gains at 2q, have also been identified. 
The data are consistent with apocrine hyperp[asia as a putative non- 
obligate precursor ofapocrine DCIS 
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Transitiou from adenoma to carcinoma iu eoloreetal tumonrs is 
marked hy loss of chromosome 8p, gate of 13q nod loss of 18q 
Metier. G.A*, Hermsen, M.A.J.A.*, Willliams, RA.**, Weiss, M.M.*, 
Postma, C.*, Meuwissen, S.GM***,  Giaretti, W.****, Bank, LEA.* 
Dpts. Pathot.* and Gastroenterol.***, Free Univ. Hosp., Amsterdam. The 
Netherlands, Dept. Pathot. St. Vincent's Hosp., Melbourne, Australia**, 
and l,ab. Biophys.-Cytometry, Nat. lnst.Cancer Res., Geneva, Italy**** 

Knowledge of genmnic changes accompanying progression from eolorectal 
adenoma to carcinoma within mdividmd tumours is limited The aim of the 
present study was to compare ehron)osome aberrations in pre-invasive 
(adenoma) and invasive (carcinoma) components within individual coloreetal 
tumours 
Pairs ofadenoma and carcinoma tissue were micro-dissected from 10 to 20 
consecutive 10 micrometer sections of 25 coloreclal turnouts containing both 
components. With CGH analysis, chromosomal aberrations in adenomas 
appeared to be more randomly distributed in adenomas compared to 
carcinomas. In order to eliminate the influence of random genetic changes in 
the evaltmtion of chromosomal abnormalities, we focussed at those 
chromosomal aberrations that were previously shown to be frequently present 
in carcinomas: gain of 8{ 1, 13q, 20q, and loss of 8p, 17p and 18q (J. Clin 
Pathol. 1998;51:901-909). 
Among these events, loss of 17p was nearly always retained and smnetimes 
acquired in the carcinoma (56% in adenoma, 76% in carcinoma), while loss of 
8p (20% to 36%), gain of 13q (32% to 48%), and loss of 18q (36% to 52%) 
increased remarkably from adenoma to carcinoma. In this series, gain of8q 
and 20q remained more or less constant at 28% in the lumours analysed. 
K-ras mutation analysis (so far completed in 10 pairs) showed 7 pairs as 
wildtype in both cmnponents, one pair wildtype in the adenoma and mutated 
in the carcinoma, one pair mutated in the adenoma and wildtype in the 
carcinoma, and one case mutated in both components. 
In conclusion, 8p loss, 13q gain and 18q loss marked the transition ofadenoma 
to carcinoma in this series ofcelorectal tomours, while in most cases 17p loss 
was already present in the adenoma stage of these tumours. Conclusions on 
the role of k-ras mutation in the transition from adenoma to carcinoma await 
completion of the data. 
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TELOMERASE ACTIVITY IN PULMONARY NEUROENDOCRINE 
TUMOURS. CORRELATION WffH HISTOI,OGICAL SUBTYPE. 
G6mez-Romfin J J; Fontalba Romero A*; Siinchez Castro I,*; tternfindcz 
Nieto E; Fernttndez-Luna Jl,*; VaI-Bernal JF 
Dpt. Anatomical Pathology and *S. Immunology "Marques de Valdecilla" 
University Hospital. Institute Nacional de la Salud. Medical Faculty. 
University ofCantabria Santander, Spain. 
Aims: To measure telomerase activity in a prospective study in 13 cases of 
neuroendoerine pulmonary neoplasms, and to correlate it with their 
different malignant potential. 
Methods: Tissue .samples from 13 neuroendocrine pulmonary neoplasms 
and non neoplastic lung were shock frozen in liquid nitrogen and stored at 
-80~ They corresponded to Typical carcinoid (TC), four cases; Atypical 
carcinoid (AC), three cases; Large cell neuroendoerine carcinoma 
(LCNEC), four ca~s, and Small cell carcinoma (SCI,C), two cases. We 
performed TRAP-ELISA assay (Boehringer-Manheim) with an H&E 
stained control frozen section to guaranty the presence of normal or 
neoplastic tissue. We measured telomerase activity also in 52 non 
neoplastic lung samples obtained from surgical proceedings. 
_R_~LqIIa: The mean tek)merase activity in non neoplastic lung controls was 
182,44 (95% confidence interval -.CI- 125-239,88). The mean activity in the 
neoplastic samples was 1244,23 (95% CI 683,31-1805,14). TCs showed a 
mean telomemse activity of 104,5 (q5%CI 22.7-186,2). The rest of 
neoplasms showed a mean telomemse activity of 1750,78 (95%C1 1363,5- 
2138,1 ). There were no differences between ACs, LCNECs and SCLCs 
( 1742,33; 1823,5 and 1618 respectively). The differences between TCs and 
ACs, LCNECs and SCLCs were significative in ANOVA test (p<0,01) 
Conclusions: TC cells have no significant lelomerase activity. AC, LCNEC 
and SCI.C cells have very high levels of telomerase activity. TCs are 
composed by mortal cells, but AC, LCNEC and SCLC cells are immortal. 
A morphological control could be necessary in Tclomerase Activity assay. 
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Simultaneous p27 gwl and Cyclin D3 over-expression in a subset of 
aggressive B-cell lymphomas is a consequence of p27 KIp1 
sequestration by Cyclin D3. 
Camacho. FL*, Sanchez-Beato, M. **, Martinez-Montero, LC*, Shez, 
AI.*, Villuendas, R. **, Sanchez-Verde, L*, Garcia, J.F*, Piris, MA.* 
Department of  Pathology* and Department of  Genetics**, Hospital 
"Virgen de la Salud', ToledoSpain. 
Aims: Cell cycle progression is regulated by the combined action of 
cyclins, cyclin-dependent kinases (CDKs), and CDK-inhibitors (CDKI), 
which arc negative cell-cycle regulatm's p27 g'lPI i:; a CDKI involved in G! 
arrest, whose down-regulation is essential for transitk)n to S-phase of cell 
cycle in proliferating cells. In contrast with this observation, an anomalous 
high g Pi . . . . .  p27 expressmn has been prewously shown n cases of D ffuse 
Large B-cell Lymphoma (DLBCL) with high proliferation index and 
adverse clinical outcome, suggesting that the abnormally accumulated 
p27 kI)'l protein was functionally inactive. Our aim was to evaluate p27 t'"'l 
and Cyclin D3 expression in a group of aggressive B-cell lymphoma and 
to look for possible association. 
Methods: We have analysed p27 Kn'l and Cyclin D3 expression in a group 
of aggressive B-cell lymphoma including 54 cases of DLBCI, and 20 
Burkitt lymphoma, using immunohistochemical techniques, laser contbcal 
microscopy analysis and coimmunoprecipitation. Twenty samples of 
reactive lymphoid tissue were analysed as normal patterns of expression of 
these proteins. 
Results: A group of cases of DLBCL and Burkitt lymphoma was 
characterised by simultaneous high p27 gtH and ('yclin D3 expression. 
Laser confoeal studies showed that in these cases, both proteins were 
colocalized Studies in the Raji cell line (Burkitt-derived) showed 
coimmunoprecipitation of both Cyclin D3 and p27 rael 
Conclusions: These results show the existence of  complexes Cyclin I)3- 
p27 gII'l in a subset of aggressive B-cell lymphoma, where p27 gH') seems to 
lack the inhibitory activity. This interaction could lead to an abnormal 
nuclear accumulation, thus rendering both proteins detectable by 
immunohistochemical techniques. 
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SIGNIFICANCE OF APOPTOTIC AND PROLIFERATION 
MARKERS IN THE BIOLOGICAL BEHAVIOUR AND 

RECURRENCE OF MENINGIOMAS 
Konstm~tinidou, A, Bouropottlou, V*., Patsouris. E., Pavlopoulos, P., Davaris, P. 
Department of Pathology, National University of Athens,*Department of  
Pathology, KAT General Hospital, Athens, Greece. 
Aims: We aimed to investigate the significance of  apoptotic and 
proliferation markers in the elucidation of  biological behaviour and the 
predict/on of recurrence in meningiomas. 
Methods: A series of 52 intracranial, totally excised meningiomas were 
immunohistochemically analysed for the expression of  br aud p53 
proteins, in parallel with the assessment of  the proliferating cell nuclear 
antigen labelling index (PCNA LI) and the mitotic index (M1) All 
clinicopathological variables entered a statistical analysis; Kaplan-Meier's 
disease-free survival curves were drawn; predictors for recurrence were 
tested by using the Cox-Mante{ test. 
Results: bel-2 was expressed in 26,8% and p53 in 32,6% of  the turnouts, 
with low levels of  immunoreactive eel{s. The bcl-2-positive/p53 negative 
subgroup showed a significant association with a bemign histological 
pattern. Expression of  bel-2 appeared to have no influence on the rate of  
recurrence; p53 expression was shown to be the only factor with marginal 
prognostic significance for recurrence (p--0,10). There was no interaction 
between bcl-2 and p53 expression. The PCNA LI was correlated to the 
MI and to the grade of matibmancy. Proliferation indices appeared to have 
no relation with the recurrence rate of totally resected turnouts. 
Meningiomas which expressed the bel-2 protein presented a high 
proportion of  proliferating cells in S phase, tn contrast, all the turnouts 
which recurred had a minimal S fract/on o f  proliferating nuclei. 
Conclusions: These findings improve our understanding of  interrelations 
between cell proliferation, bcl-2 and p53 expression and biological 
behaviour in meningiomas, but fail to constitute a clear set of criteria for 
the prediction of  meningioma recurrence. 
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DYSREGULATED EXPRK'qSION AND MUTATION OF b-CATENIN IN HIGH 
GRADE THYROID CARCINOMA. 
Oarcia-Rostan G. Rimm DI., Herrero A, Camangiu ML, Tallini G. 
Departments of Pathology Yale University (USA) and Oviedo University (Spain). 

Aims: h-Catenin (b-cat) is an ubiquitously expressed protein which has a crucial role 
in both E-cadherin-mediated cell-cell adhcsion and also as a downstream signaling 
molecule in the wnt/wg pathway. Stabilization of b-cat followed by nuclear 
tmnslocation and subsequent Tcf/LEF mediated transcriptional activation is emerging as 
an important step in oncogenesis. Stabilization and nuclear translocation of b-cat may 
occur through mutations in the CTNNBI coding region of exon-3 which contains the 
Scrine/Threonine phosphorylation sites for ubiquitination and degradation of the 
protein. To assess whether the wnl/wg pathway is important in thyroid tumor 
progression, subcellular localization of b-cat and mutations at cxon-3 were investigated 
on 28 patients with Poorly Differentiated Carcinoma (PDC) and 3I patients with 
Undifferentiated (Anaplastic) Carcinoma (UC). 
Methods: Immanostaining tot b-cat was carried out with antigen retrieval, using 
Cy3-conjugated secondary antibodies. Mutational analysis was performed by PCR- 
SSCP and DNA sequencing of mobility shifts. 
Results: Downregulation of b-cat and discontinuous membranous pattern was seen in 
all patients with PDC. Immunoreactivity was markedly decreased in 14/28 (50%) 
PDCs, with half of *hcse cases (7/14) (25%)exhibiting in addition fix:al nuclear 
staining. Sequencing of mobility shills observed in PDC demonstrated somatic 
mutations in 3128 ( I 1%) of cases. Immunofluoreseent staining of UCs showed 
di~ontinmms antibody binding to lhe cell membrane in 6/31 (20%) of the tumors 
while nuclear localization was seen in 14431 (45%) cases. Twelve of thirty-one (39%) 
UCs featured total lack of b-cat expression. Nucleotide sequencing of mobility shifts 
revealed somatic mutations in 19/31 (61%) UCs and Serine/Fhreonine phosphorylation 
target residues were mutated in 15/19 (79%) of the UCs with somatic mutations. The 
remaining 4 UCs were mutated at codons 22,32,36,43,44,49,58 adjacent to or within a 
few residues of the Serine/Thrr phosphorylation sites. Mutations at codons 
22,32,36,43,44,49,58 may therefore similarly affect ubiquitination and degradation of 
b-cat. Nuclear staining was detected in 10/19 (53%) UCs with mutated b-cat while 3/3 I 
(II)%) UCs showed nuclear staining but no b-cat mulations. 
Conclusions: b-eat is downrcgulated in high grade (PDC and UC) thyroid 
carcinomas indicating that this pathway is important for thyroid tumor progression. 
Mutations of the CTNNB1 coding region of b-cat are very common in UC and the 
majority of*hem seem to aarivate transcription uince they are assooiated with nuclear 
translneatlon of b-cat. The frequent dysregulation of b-cat in UC is likely to contribute 
to the highly aggressive behavior of this tumor type. 
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ANALYSIS OF THE 27-KILODALTONS HEAT SHOCK 
PROTEIN EXPRESSION IN HUMAN OESOPHAGEAL 
SQUAMOUS CELL CARCINOMA. 
l.ambot M-A., Peny M-O., Fayt I., I laot J., No/fl J-C. 
Department of  Pathology, Erasme University Hospital, Brussels, 
Belgium. 
Background and aims: Various stress conditions such as heat, 
chemical and mechanical stresses are known to play a major role in 
oesophageal squamous cell carcinoma development, Our goal was to 
evaluate whether changes in stress-induced 27-kilodaltons-beat-shock- 
protein (HSP27) expression could be demonstrated during oesophageal 
careinogenesis~ 
Material and methods: HSP27 expression was studied using 
immunohistochemistry on formalin-fixed paraffin-embedded tissue 
sections from twenty-one oesophageal squamous cell carcinoma 
occurring in smokers and/or alcohol abusers patients, Oesophagus from 
healthy patients (controls) (5), chemical (8) and infectious oesophagitis 
(6) were also included in the study. 
Results: In normal oesophagus, the protein is present only in the upper 
epithelial layers. In contrast in chemical or intbctious oesophagitis its 
expression is strong and occurs in all the epithelial layers including the 
basal one. In non tumoral oesophageal mucosa from smoking and/or 
drinking patients adjacent to invasive component, the distribution of  the 
protein is patchy and irregular, In neoplasic area, HSP27 expression 
increases drastically form dysplasic lesions to invasive carcinoma, being 
highest in the less differentiated areas. 
Conclusions: In human oesophagus, HSP27 expression is induced by 
various stresses but alcohol and tobacco generate focal perturbations in 
the stress response. The tumour immunoreactivity for this protein 
increases with the anaplasia of the  turnout, as it has already been 
demonstrated in some other tumours where it is considered to play a role 
in the drug resistance. 
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CKT-POSITIVE OROPHARYNGEAL SQUAMOUS CELL 
CARCINOMAS AND CYSTIC METASTASES. 
S. Regauer, S. M~nwcilcr, A. Beham. 
Dept. of Pathology, University of Graz, Austria 
Background:  Oropharyngeal SCC often present with cystic LN 
metas ,tases (Regaucr et aL Br. J. Cancer, 1999, 79:1437). The majority 
represents cystic, ally degenerated SCC. A small percentage, however, 
contains clear fluid. We presently ~arch lot an explanation of the genesis 
of these fluid-filled cystic metas "tases. 
Methods:  We cv',duated the association t,f 80 primary oropharyngeal SCC 
with minor submucosal ~alivaw ~d:mtt~ on H&E stained scc:ti;m:~. '?.';" 
! urther analyzed lmmunohistvchemically Ihc CK-profile of 40 primary SCC 
and their metastases. Speci~ emphasis was placed on the expression o f  
CK7, which is cxprcsscd by salivary glands. CK7 is considered a marker 
for glandular differentiation and is expressed in some mucosal SCC, such 
as uterinc cervical cancer, and large cell carcinomas of lung. 
Resul t s :  Primary oropharyngeal SCC were mostly non-kcratinizing with 
strong expression of "simple" CK8 and 19, and "stratification"-related 
CKI4. "Simple" CK7 was strongly expressed in serous acini, .,~crr 
and excretory ducts of the :,~alivary glands, but was negative in 33140 
primary SCC. The CK7-positive SCC wcre charactcri~x~d by large 
polygon',fl cells remiscent of s',divary gland duct epithelium, demonstrated 
abortive glandular differentiation and appeared to arisc from excretory 
salivary gland duels. Other ducts surrounding these SCC showed 
prominent intradoctal epithelial hyperplasia and squamous me'taplasia. 
Cystic LN metastases contained either necrotic debris or macrophage-rich 
fluid and clear tluid. All cystic melaslases were strongly CK8 and 19 
positive, bat only 7 fluid-filled cystic LN me'lastases ('along with their 
correslxmding primary SCC) expressed CK7. Solid me'tas'ta.~es were 
negative for CK7, while CK8 was uniformly and CKI4 hx:atly expressed. 
Conc lus ion :  A minority of primary oropharyngeal SCC are CK7- 
txx~itive, characterized by an intimate association with salivary glands and a 
large cell morphology. The~  CK7-positive large-cell SCC arise from 
excretory salivary gland ducts and produce CK7-positive fluid-filled cystic 
metastases. All this suggests that a subtype of oropharyngeal SCC is of 
salivary gland duct (glandular) ongin with a distinct morphology, and that 
pluripotent .'salivary gland cells capable of fluid secretion and/or Ix,ssibly 
fluid production participate in the genesis of these SCC. 
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SPINDLE CELL SQUAMOUS CARCINOMA OF THE 
OESOPHAGUS : MORPHOLOGIC ANALYSIS OF 17 CASES 

B TERRIS, A COUVELARD, G MOLAS, C 
DEGOTT, J'F FLEJOU Dpt. of  Pathology, Beaujon Hospital, Clichy, 
France 
Aims: To analyse morphological and immunohistochemical eharacteristic~ 
of  17 o a ~  of spindle cell squamous carcinoma of  the oesophagus 
Methods: 17 c a ~  of  spindle cell squamous carcinoma of  the oesophagus 
surgically res~ted at Beaujon hospital(1979-1998) were analysed. 
Immtmohistochemical stains for cytoker~i~ vimentin, smooth muscle 
agtin, desmin, p53 protein, E,.eadherin and 13 oat~-tin were performed. 
Resu l t :  The turnout" was polypoid in I3 eats~ and u l ce~ed  and 
infiltrative in 4 eases. In 11 cases the txnnour was superficial. 
l-Ii~ologieaflly two types of  tumour cells were pre,~nt, i.e. differentiated 
gtuamous ceUs and spindle cells. The squamous calls were present both at 
the base of the polyp and in the adjacent mucosa and in the polypoid mass 
intermingled with the spindle cells. On immtmohistochemistry, the 
squamous cells were positive for oytokeratin, and the spindle cells showed 
variable expression of  vimentin and smooth muscle actin. None of  the 
tumours was desmin positive. The p53 protein was o v e r e x p ~  in I0 
cases, in both types of turnout cells s b o w ~  strong nuclear positivity. In 
most tumours, E-cadherin was expressed in the squamous cells and absent 
in the spindle cells. In contrast, 13 catenin was expressed in both cell types, 
strongly in the ~luarnous cells and w~kty  in the spindle odls. 
Conclusion : Spindle cell squamous carcinoma of  the o~ophagus usually 
presents as a large polypoid turnout, showing superficial invasion of the 
oesophageal wall. The similar pattern of p53 protein expression in the two 
turnout edls types, suggests their common origin. TI~ l ~ t e m  of  
expression of E-r and [3 catenin success that the loss of E- 
cedherin is not only associated to the acquisition ofin~'e~ed invasiveness 
of  the tumour cells as p r~ous ly  shown in most carcinomas, but may also 
be associated to the acquisition of  spindle cell morphology. 
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ABERRANT SPASMOLYTIC PEPTIDE (TFF2) -  
EXPRESSING CELL LINEAGE (SPEM), PSEUDOPYLORIC 
METAPLASIA AND THE RESPONSE TO GASTRIC 
MUCOSAL DAMAGE 
Raymond Wong*, Sergio Garcia*, Richard Poulsom*, James 
Goldenringt, blicholas WrightS: and members of the BSG Pathologists 
Group 
Histopathology Unit, Imperial Cancer Research Fund*, London, Medical 
College, Georgia'f, USA and Department of Histopathology, Imperial 
College School of Medicine:l:, London 
Recent studies have demonstrated a possible association between H pylori 
and gastric cancer. The presence of an aberrant cell lineage expressing the 
trefoil peptide hSP/TFF2 in the fundie mucosa of mice infected with H fells 
as well as patients with H pylori fundic gastritis has been claimed 
(Gastroenterology 1997; 112: A163, 19971, and a recent study 
(Gastroenterology 1998; 114: A673) has suggested a strong association 
between this lineage, called SPEM, and gastric carcinoma, providing the 
bridge between H pylori infection and carcinoma. Pseudopyloric 
metaplasia in the stomach is a rather vague entity variously described as 
encroachment of the pyloric mucosa into the fundus or as the conversion of 
acid-secreting fundic gland tubules to those of pyloric type. Because of the 
possible association between pseudopyl0ric metaplasia and the aberrant 
SPEM lineage we explored the secretory phenotype of pseudopyloric 
metaplasia. We obtained a series of 27 lesions in the fundus of the human 
stomach from archival material including peptic ulcers, carcinomas and 
stromal tumours, all of which showed apparent pyloric-type glands entirely 
surrounded by acid-secreting mueosa. The most reliable marker of the 
process was its abundant expression of hSP/TFF2 and of the chromosome 
I 1 mucin gene MUC6. Occztsional cells expressed pS2/TFFI and PSTI 
was also positive in this lineage. Thus, in several aspects, the secretory 
phenotype of pseudopyloric metaplasia in the fundus resembles that of the 
mucous neck cell; analysis of fundic glands immediately adjacent to areas of 
pseudopyloric metaplasia indeed show a marked increase in the content of 
mucous neck cells. We conclude that pseudopyloric metaplasia occurs in 
fundic glands as a result of hyperplasia of mucous neck cells, cells which 
have a wide secretory repertoire of peptides which have an important role in 
mucosal defence. 
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SPORADIC AND FAMILIAL ADENOMATOUS POLYPOSIS- 
ASSOCIATED FUNDIC GLAND POLYPS: AN 
IMMIJNOHISTOCHEMICAL STUDY WITH ONCOFETAL AND 
MIBI ANTIGENS 
Declich P*, Tavani E*, Ambrosiani L*, Gozzini C ̂ , Grassini R*, Bellone 
S*, Prada A ̂ , Bortoli A ̂  
Services of *Pathology, and ^ Gastroenterology, Rho Hospital, Italy. 
Aims- Fundic gland polyps (FGPs) are small sessile (2-5 ms)  usually 
multiple polyps arising in the gastric, acid-secreting mucosa of disputed 
histogenesis. They had been described, with identical histology, in a 
sporadic form, prevalently in middle aged females, or associated with 
lhmilial adenomatosis colt (FAP)-Gardner's syndrome and their genetic 
variants (syndromic FGPs). 
Methods- We performed an immunohistochemical study on 2 syndromic 
and 22 sporadic FGPs, using monoclonal antibodies (MoAbs) against Ck 7 
and 20, EMA, chromogranin A, oncofetal and proliferation antigens, aimed 
to show any possible difference in the polyps immunophenotype. 
Results: Ck 20 diffusely stained controls, sporadic and syndromic FGPs; 
EMA was strongly postive on parietal cells. Chromogranin-positive cells in 
FGPs were alike controls, except for a ease of nodular hyperplasia. Ck 7, as 
expected, was negative in controls, whereas the 2 syndromic FGPs and 20 
on 22 sporadic FGPs showed a diffuse nee-expression, lip antiseum gave 
negative results on all 24 FGPs. Sporadic and syndromic FGPs showed a 
neoexpression of  CEA, syhal-Tn, Ca19.9 and CASO mucin associated 
oncofetal epitopes. MIB l-labelling index of surface and deep compartments 
of syndromic FGPs was enhanced, with high statistical significance, either 
in comparison to controls or sporadic FGPs. 
Conclusions: Sporadic and syndromic FGPs showed a neoexpression of 
CK7, CEA, and mucin epitopes. As CK7 and matin epitopes are normally 
expressed by fetal stomach, FGPs showed an "immature" 
immunophenotype. No differences between syndromic and sporadic polyps 
were seen, apart a statistically significant enhanced MIB l-labelling index 
expression by syndromic FGPs when compared to Sporadic polyps and 
controls. 
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('IANI(!OPATHOLOGICAL PROFILE AND P-53, EBV, ( 'EA, MIBI 
EXPRESSION, IN ADVANCED GASTRIC CARCINOMA 
PATIENTS WITtl I,ONG-TERM SURVIVAL: 
Sawan, B., Caudry, M., Escarmant, P ,  Merlin, J P[ I., dc Mascarel, A 
l)epartement de Patholugie+ CHIJ de Bordeaux, France. 
Aims: patients with advanced gastric carcinoma often have an unl~vorable 
outcome. The proposed classifications of gastric carcinoma, the immuno~ 
histochemical and molecular genetic markers has lead to conflicting data+ 
The TNM staging system provides useful infonnation in determining 
clinical outcome. Recently, a new Grading (Goscki) was proposed, and the 
number of i nw)lvcd lymph nodes (Ruder & all was proved to be related to 
the prognosis independent of their anatomic localization 
Methnds: wc have reviewed the clinicopathological prol'ilcs of 17 patients 
with advanced ga,,~tric cancer, who survived more than 5 years. Alcian blue 
stain was used to detect mucin pa~ductinn. Antibody against LMPI as well 
as In Sltu tJybridization were done in order to detect EBV. Antibodies 
against ACE+ p53, Ki67 were also studied. 
Results: the 17 patients, 9 men and 8 women, aged from 31 to 72, were 
operated of subtotal or total gastrectomy ~ lymph node dissection was 
limited in 12 cases. Tumor size varies from I,5cm to 12ca (mean: 5,9). 
Scrosa was involved in 12 cases, Muscularis propria in 3, and Adipose 
tissue m 2 The number of lymph node metastasis was 0, I, 2, 3, 4, 5 and 6 
in 2, 7, 2, 0, 2, 3 and I case, respectively. Recurrence and death occurred 
in 2 cases 6 years after the diagnosis (liver metastasis); one died I0 years 
later (bone metastasis), and 14 are still alive 9 to 20 years, free of  disease. 
Mucin secretion was detected in 14 cases, P53 was strongly positive in 
14/17 eases K i67 was highly elevated in 10 cases ACE was positive in 15 
cases. {,MPI and EBER were positive in only I case 
Uonclu~ions: the TNM staging is still the most important guide to 
prognosis m patients with gastric carcinoma. The number of lymph node 
metastasis can be an independent risk factor. P53 ix~sitivity suggests an 
advanced progression of neoplasm rather than a poor prngnosis. ACE, 
Goseki grading and Mibl do not predict the survival nf patients. 
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SAMPLING STRATEGIES FOR ENTEROCHROMAFFIN-  
LIKE (ECL) CELL CHANGES IN ZOLIANGER-ELLISON 
SYNDROME 
Bordi. C.*, Azzoni, C.*, Fcrraro, G.*, Corleto, V. D.**, Gibril, F.***, 
DeIle Fave, G.**, Lubensky, I.A.***, Venzon, D.J.***, Jensen, R.T.*** 
University of Parma* and Rome**, Italy, NIH***, Bethesda, USA 
Aims: To ascertain the optimum number of gastric biopsies that should be 
taken and the potential regiona~ variations that may influence the sampling 
tot evaluation of qualitative ECL ceil changes in patienls at risk of 
developing ECL cell gastric carcinoids. 
Methods: A total of 1176 endoscopic biopsies were taken from 8 diftbrent 
sites (4 of the lesser (LC) and 4 of the greater curvature (GC)I of the body 
mucosa in 149 consecutive patients with the Zollinger-Ellison syndrome 
(ZES). ECL changes were assessed in Chromogranin-A stained sections 
using the Solcia's classification. The significance of the expression of 
human chorionic gonadotropin-tx (hCG-a) was also assessed. 
Results: There was an excellent correlation (r>0.93-0.99, p<0.01) between 
biopsies fi'om different sites within the GC or the LC. In contrast, a nolrnal 
ECL cell pattern, found in 12.4 % of 1101 evaluable specimens, was more 
frequent in LC than in GC biopsies (p<0.008). Diffuse (DH), linear (LIt) 
and micronodular (MH) ECL cell hyperplasia were tbund in 61.2%, 18.5% 
and 7,8% of biopsies, respectively, with the LH pattern significantly more 
frequent in GC (p<0.04). Dysplastic ECL cell changes were found in 37 
biopsies (3.4%) from 17 patients and endoscopically unremarkable carcinoid 
tumors were diagnomd in 13 biopsies (1.2%) fl'om 9 patients, both equaUy 
divided between the LC and the GC. ]'he chance of the dysplastic and 
calrinoid lesions of being diagnosed was found to be strictly ~clated to the 
number of biopsies examined. Marked ECL cell expression of hCG-c~ was 
more frequent in GC than in LC biopsies (p<0.03), being mostly associated 
with LH and MH. hCG-ct was more expressed in patients with ECL cell 
dysptastic changes or carcinoid independently of the ECL cell pattern. 
Conclusions: Sampling of a limited number of biopsies in the GC ntucosu. 
appears to be adequate tot ECL ceil monitoring in patients with no risk of 
carcinoid development or for evalualion of hCG-ct expression. In conlrast, 
extensive sampling of both the LC and GC regions is required if early 
diagnosis of dyspl:tstic and/or neoplastic ECt, cell lesions is looked for in 
patients at risk. Extensive hCG-~x expression may indicate :m increased risk 
of ECL cell dysplasia or carcinoid. 
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ALTERED EXPRESSION OF THE E-CADHERIN/CATENIN 
COMPLEX IN MALT LYMPHOMAS OF THE STOMACH 
K. Hertveldt, P. Demetter, N. Goemacre and C. Cuvelier 
Dept. of Pathology, Unive~ity Hospital Gent, Belgium 
Aims : MALT-lymphomas predominantly occur in the G-I tract and are 
typically characterized by the presence of lympho-epithelial lesions 
(LELs). LELs arc defined as infiltration of neoplastic lymphocytes with 
concommitant destruction of glandular epithelium. As normal E- 
cadherin/catenin expression is essential for the formation of stable 
vpithoil,d br162 adit~,~iU,, w~ wd,,t~d ~u ,JvuaLq;a,~ the cApl~aalu~| ui 
the E-cadherin/catenin complex in these destructed glands. 
Methods : 12 biopsies of histologically and immunohistochemically 
proven MALT-lymphomas of the stomach were stained with 
monoclonal antibodies against E-cadherin, [3- and 7- catenin, and a 
polyclonal antibody against c~-catcnin. 
Results : In all cases the expression of E-cadherin was highest at the 
surface of the mucosa and gradually decreased towards the base of the 
glands. Although the staining for y- catenin was rather weak, a similar 
expression pattern was found for the studied catenins. 
In LELs a downregulation of membrane bound expression of all the 
constituents of the E-cadhcrin/catenin complex was observed whereas a 
cytoplasmic staining became more apparent. 
Di~ussion : MALT-lymphomas, unlike other types of lymphomas, are 
typically associated with the presence of LELs. Downregulated 
membrane bound expression of the E-cadherin/catenin complex and an 
accompanied increase of cytoplasmic staining may be due to an 
internalisation of the complex thereby facilitating the migration of 
neoplastic lymphocytes into the lumina of the glands. However, 
mechanisms evolving these changes in expression remain to bc 
elucidated. 
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GENETIC ALTERATIONS OF MALIGNANT GIST BY CGH 
Soia J J, Panizo A, Zudah'r I*, Calasanz M J*, Perdo-Mindun FJ 
Dpt of  Pathology and Genetics*. University of  Navarra, Pamplona, Spain 
Aims: Gastrointestinal stromal tumors (GIST) are uncommon neoplasms 
for which current criteria for the diagnosis of malignancy (location, size 
and mitotic index) do not always reliably predict patient outcome. 
Comparative genomic hybridization (CGH) provides an opportunity to 
screen the whole genome for chromosomal aberrations which may be 
associated with poor clinical outcome. 
Methods: DNA was obtained from fresh frozen tissue of  17 tumors from 
13 patients. From three patients tissue from primary and metastasic tumor 
was available, one sample was from liver metastases, three from peritoneal 
recurrence and the other eight from pdmery tumors. One microgram each 
of  tumor and of  reference DNA were labeled by nick mmslation and 
hybridization and detection were performed as previously described. 
Deviations from normal were interpreted as gains or losses. An event was 
defined as gain or loss of  (part o0 a chromosomal arm. 
Clinicopathological data (size, location, mitotic index etc.) were recorded 
from the pathological chart and/or review of the microscopic slides. 
Results: Seven tumors were located in small bowel, two in stomach and 
one in rectum. All the metastatic tumors were liver metastases. All the 
primary tumors were considered malignant based on conventional criteria. 
Eight cases showed chromosomal aberrations ranged from I to I 0 events 
(mean 4,3). There were most fr~uent losses than gains, with ehr 14 (6 
cases), lp (4 cases) and 15 (3 cases) being the most frequent losses. 
Chromosome 5 (5 cases) were the most frequent gain. From the metastatic 
or recurrence tumours, all cases had alterations, ranged from 4 to 10 
events (mean 5,8). All these cases showed loss ofchr lp and 4 of 7 gain of 
(part of) chr 5. All the three cases from which primary and metastatic 
tumor were available showed gain ofchr 5 and loss ofchr Ip. 
Conclusions: GIST are tumors that could be genetically characterized by 
loss ofchr  14 and 15. Additional loss ofchr  lp and gain ofchr  5 could 
define tumors with high tendency to recur or metastatize. 
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THE DIAGNOSTIC VALUE OF IMMUNOHISTOCHEMISTRY 
IN GASTROINTESTINAL STROMAL TUMORS (GIST). 
Sedns6z E, Oztttrk S, Keldik T, Ensari A, Kuzu I. 
Department of  Pathology, Fa~dty of  Medicine, University of Ankara, 
Ankara, Turkey. 
Introduction: GISTs ere subolassifled by using immunohistochemistry 
(IHC) as; smooth muscle tumors (SMT), neural tumors (NT), tumors 
showing dual differentiation and dedifferentiated tumors according to the 
r e ~ t  classification. 
Aim: The aim of  the present study is to determine the immune profiles 
and probable biological behaviour of  30 cases of  GISTs. 
Methods: Cases diagnosed as GIST in the Department of  Pathology, 
University of  Ankara Medical School were examined by both light 
microscopy (LM) and IHC. Tumors were diagnosed as benign, borderline 
and malisnant with respect to tumor size and number of  mitoses per 50 
HPF. A panel o f  antibodies including Dcsmin, SM Aotin, S-100 prote~ 
and CD34 were used by means of  Streptavidin-Biotin preoxidase 
technique. 
Results: According to fight microscopical examination 18 cases showed 
evidences of  smooth muscle differentiation whereas 5 cases demonstrated 
neural differentiation, three cases lacked features for either. Among the 
remaining cases 2 were diagnosed as lipoma, 2 as inflammatory fibroid 
polyp, thus were r from immunohistochcmical analysis. When the 
results of  both fight microscopical and immunohistochemical analysis 
were considered together, 4 tumors with SM differentiation showed 
CD34 r as wen as SM markers. Also 2 tumors in which LM 
failed to identify the differentiation pattern, IHC showed SM prome in 
one and neural in the other. One SMT and I NT(light microscopical 
diagnosis) showed negative immunmicroscopy ex~pt  CD34 positivity 
.while one tumor with SM differentiation at LM showed neural by IHC. 
Conclusion: The results of  the present study showed that IHC is helpful 
in determining the differentiation pattern and also that CD34 positivity 
and/or neural differctiation seem to oorrslate with features of  malignancy 
observed at LM. 
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SURGICAL RESECTION MARGINS IN COLORECTAL CARCINOMA: ARE 
THEY NECESSARY? 
Sheahan, D.G., Minhas, F. 
Department of Pathology, University of Pittsburgh Medica] 
Center-Shadyside, Pittsburgh, USA 
Aims: Histological evaluation of surgical margins is 
currently a routine component of the pathological evaluation 
of colorectal carcinoma resection specimens. The real value 
of this exercise has not been c r i t i ca l l y  evaluated. This 
study was undertaken to provide information on the 
frequency with which the surgical maroins of colorectal 
carcinoma resections when grossly negative showed marginal 
involvement histologically. 
Methods: Colorectal surgical resection specimens from the 
f i les of the pathology department of the University of 
Pittsburgh Medical Center Hospitals, Presbyterian and 
Shadyside for the eleven-year period 1988 to 1998 inclusive 
were reviewed. Those with identified adenocarcinoma 
constituted the material for this study. 
Results: 875 cases were pathologically confirmed as co]o- 
rectal carcinoma of which 11 (1.2%) showed histological 
evidence of colonic and/or perirectal margin involvement. 
Of these 7(0.8%) cases showed positive colonic margins: 2 
involving proximal, 4 involving distal and I involving 
proximal, distal,  and perirectal margins. The remaining 4 
cases showed tumor involving the circumferential perirectal 
margin only. All 11 cases involved the rectosigmoid region 
and were classified as either Dukes C or D. Seven cases 
showed angiolymphatic and/or perineural invasion. 
Conclusion: These results provide evidence that surgical 
margins of colorectal carcinoma resection specimens are 
rarely involved by tumor on histological section in the 
absence of gross marginal involvement and show no relation- 
ship to the size or location of tumor within the specimen. 
Positive margins occurred predominantly in advanced stage 
rectosigmoid lesions with angiolymphatic and/or perineural 
invasion. These observations question the just i f icat ion of 
routine histological evaluation of resection margins in 
colorectal carcinoma when there is no gross tumor involve- 
ment of the margins. 
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DISORGANIZATION OF INTESTINAL CELL APICAL 
STRUCTURE IN COLON CANCER IS NOT RELATED TO 

E-CADHERIN FUNCTION 
Arroyo B_, Lloreta J, Marh3oso ML, Munn6 A, Fabre M, Fetter MD, 
Bsixeras N, Garcia de Herreros A, Real FX, Serrano S. Hospital del Mar, 
U. Pompeu Fabra, U. Autbnoma de Barcelona, Barcelona, Spain. 
Background: E-cadherin through its associstion with [3-catenin, a-catenin, 
p-t20, and actin regulates cell adhesion. Normal function requires the 
presence of this protein in the membrane and its association with 
intracellular actin. The aim of  this study is to investigate the relationship 
between structural changes at the apical domain of cells in tissue samples of 
colon cancer and the pattern of  E-cadberin distribution. 
Methods: Samples of colorectal adenocarcinomas (n=30) were fixed in 
glutaraldehyde and osmium tetroxide and embedded in epoxy resin. 
Sections from neoplastic glands were selected for EM Presence and dave. 
lopment of cell jtmctions and microvilli and quantity and distribution of 
actin were recorded. In addition paired samples of the same areas were 
frozen for immunohistochemical assays with anti-E-cadherin HECD- I Ab 
(Zymed, San Francisco, CA, USA) after Triton pre-treatment, using 
streptavidin-biotin-alkatine phosphatase and Fast Red ss ehromogen. 
Intensity and percentage of positive cells were combined as an index. 
Results: Cases of group I had a well developed microvilli, group I11 a dis- 
organized apical structure, and Group II an intermediate phenotype. E- 
cadherin showed a membrane ( Ix) pattern. 

EMvsE-cad n E-caciM" E-eadC EcadMx 
I 6 1 0 5 
II 14 4 1 9 
II1 10 3 l 6 

Conclusions: Apical domain structure is not related to E-cadherin distribu- 
tion. Furthermore, the structural differences in the apical r~ne of neoplas- 
tic glands do not appear to be associated with changes in E-cad expression. 
SUPPORTED BY GRANT 97/1216 FROM THE FONDO DE 
INVEST1GACION SANITARIA, MADE BY THE SPANISH GOVERNMENT. 
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PROGNOSTIC VALUE OF NEOVASCULARIZATION IN 
COLORECTAL CARCINOMA 
Sanz Ortega J*, Oalindo Oallcgn M**, Fcm/mdcz Aceftero MJ*** and 
Aljanm A*** 
Departments of Surgical Pathology (I) Hospital Clinico de Madrid*, Surgery 
Hospital General of Segovia** and Surgical Pathology Hospital of M6stoles 
(Madrid)*** 
Objective: To determine the prognostic influence of engiogenesis in 
coloroctal carcinoma and to stablish its relation with several usual 
histological, clinical and immanohistochcmical prognostic factors. We also 
review the literature on this matter. 
Methods: We selected 126 consecutive patients with classic r 
adenoeareinoma (Dukes A, B and C) in whom a curative surgery was 
performed, and that did not receive any fur~er cheraotherapy or 
radiotherapy. We collected the usual histological and clinical prognostic 
factors. As a vascular marker, we chose CD34, detecting it with 
immunohistocbomistry with the avidine biotine-anlibiotine technique, The 
vasvular counts were performed by two independent investigators following 
Gasparini's criteria. To test the prognostic influence of these faotors in our 
patients, we used the disease free survival (DFS) and the overall survival 
(OS) and compared the Kaplan-Melar carves with Brealow's test. 
Results: The turnouts were 11.9 % stage A, 48.4 % stase B and 39.7 % stage 
C. The histologic grade was well differentiated in 47.6 %, moderately 
differentiated in 45.2 % and undifferentiated in 7.2 %. We found vaseular 
invasion in 25.4 % of the cases and parineural invasion in 10.3 %. Nudenr 
immunoreectivity for p53 was not found in 32.5 % of the cases, the 
remaining cases being positive. Those patients with vascular counts over 77 
vessels/200 x field showed an statistically significant worse prognosis, both 
for DFS (p = 0.0143) and for OS (p = 0.0395). The anivariate analysis only 
showed a significant assooiation between histological grade end angiogenesis 
Conclusions: As in othar turnouts, the nenvaseularizafion is an indicator of 
bad prognosis in enloreeafl eaminoma, although this prognostic effem shown 
in the univariate analysis is lost in the multivariate analysis (it is not 
independent from the stage). This prognostic influence appears both for DFS 
and OS and shows no significant interactions with other classical 
prognosticators. 
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PATHOLOGICAL ASSESSMENT OF ENDOSCOP1CALLY 
REMOVED MALIGNANT COLORECTAL POLYPS 
Messerini L., Palomba A., Nesi G., Zampi (3. 
Institute of Anatomic Pathology, University of Florence, Italy 

Aims: To evaluate the significance of histological parameters in 
predicting adverse outcome after endoscopic polypeetomy for 
colorectal adenomas with invasive cancer. 
Methods: We reviewed the specimen slides of 178 adenomas with 
invasive cancer fulfilling the following criteria: 1) carcinomas 
invading through the muscularis mucosae into the submucosa; 2) 
polypectomies considered to be complete by the endoscopist; 3) 
patients undergoing large bowel resection after polypectomy. 
Patients with familial adenomatous polyposis, inflammatory bowel 
disease, previous or synchronous colorectal cancer were excluded 
from the study. 
In each case the following parameters were evaluated: I) distance 
of cancer ceils from polyp resection margin (negative > 2 mm., 
positive < 2 mm.), 2) presence or absence of lymphatic or venous 
invasion, 3) histological grade of the cancer (I, II, or III). 
Adverse outcome was defined as the finding of residual cancer or 
lymph node metastases in large bowel resection specimens. 
Results: None of the 70 cases with favourable histology had an 
adverse outcome. When unfavourable histology was present, an 
adverse outcome was observed in 20 of 108 cases (18.5%): 11 with 
lymph node metastases alone, 3 with lymph node metastases and 
residual cancer, and 6 with residual cancer alone. 
Conclusions: Our data provide evidence that eolorectal adenomas 
with invasive cancer and favourable histology require no further 
therapy following colonoscopic removal. 
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EXPRESSION OF TRANSCRIPTION FACTOR AP-2 IN 
COLORECTAL ADENOMAS AND ADENOCARCINOMAS 
RonD0ncn , K.*, Kellokoski, J.*'**'*'*, Pirincn, IL*, Moisio, IL*, 
Eskelinen, M.**'*, Alhava, E.****, Kosma, V-M.* 
Departments of  Pathology and Forensic Medicine', Oral and 

�9 * *  * * *  * * * *  

Maxillofacial U m t ,  Oncology , Surgery , University of  
Kuopio and Kuopio University Hospital, Kuopio, Finland. 
Aims: To investigate the role of transcription factor AP-2 in 
coloreotal adenomas and adenoeardnomas. 
Methods: The expressions of  AP-2a, AP-213 and AP-27 were 
analyzed in 30 human colomotal carcinomas and 13 adenomas by 
immunohistochemistry (IHC) and the mRNA status of AP-2a was 
determined by in situ hybridisation (ISH). The expression patterns 
of AP-2 were oorrdated with elinicopathologicai variables. 
Results: In adenomas AP-2 expression was not related to degree 
of dysplasia. AP-2c~ expression was reduced (<10%) in advanced 
Dukes stages (p=0.02). In high grade turnouts both AP-2cc and 
AP-27 were diminished (p=0.04 and p~0.01, respeotively). By 
ISH an increased AP-2a level was found in high grade carcinomas 
(p=O.04). 
Conclusions: Our results show that the low expressions of AP-2ct 
and AP-27 are inversely correlated with tumour malignancy. The 
ISH data suggest that the loss of AP-2a expression may be due to 
post-transcriptional regulation. 
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MSH2- AND MLHI-MUTATIONS IN HEREDITARY 
NONPOLYPOSIS COLORECTAL CANCER: 
CORRELATION OF MORPHOLOGY, IMMUNOHISTO- 
CHEMISTRY, AND GENETIC ANALYSIS 

Miracle Mathiak*, M. Jungck**, H.-P. Fischer* 
Institute of  Pathology* and Institute of Human Genetics**, 
University of Bonn, Germany 

Hereditary nonpolyposis colorectai cancer (HNPCC) results from an 
autosomal dominantly inherited mutation in mismatch repair genes. 
The diagnosis is mainly based on clinical criteria (Amsterdam-, 
Kopenhagen-, and Bethesda-Criteria). Since the discovery of the 
most relevant germline mutations (MSH2 and MLH1) accounting 
for this syndrome, in approximately 70% of all cases the diagnosis 
can be confirmed via sequencing. Recently, antibodies for 
immunohistochemical detection of the mismatch repair gone 
products were made available. 
52 primary coloreetal adenocarcinomas were selected for 
morphologie and immunohistochemical analysis. Of these, 20 
microsatellite stable carcinomas served as control. All the other 32 
carcinomas were microsateltite unstable including 22 carcinomas 
where the underlying germline mutation had been sequenced (14 
MLH! and 8 MSH2 mutations). 
The histomorphological analysis already allowed a possible 
distinction of sporadic carcinoma and HNPCC. Additonally, loss of 
hMSH2 or hMLH1 immunostalning could be demonstrated in 86 % 
of the genetically proven HNPCC in contrast to internal control 
tissue and to all microsatellite stable carcinomas. 
Hence. the combination of morphology, immunohistochemistry and 
clinical data (such as patient's age) can serve as a valid screening 
method in the diagnosis &these hereditary carcinomas. 
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SMALL ROUND CELL TUMOUR OF THE PAROTID GLAND 

Hellauist HB*, Monge O**, Liavaag PG***, Olofsson J*** 

Depts of Pathology*, Oncology** and Otorhinolaryngology, Head and 
Neck Surgery***, Haukeland University Hospital, Bergen, Norway 

The category of small round cell tumours comprises eg. small cell 
carcinoma, small cell neuroendoerine carcinoma, PNET, Merkel cell 
carcinoma, etc. In the head & neck region small round cell tumours are 
usually found in the larynx, the nose, and on rare occasions in the 
salivary glands. We here describe a tumour that presented as a non- 
ulcerated mass in the left parotid region and upper neck in a 70 years old 
man. Two years previously a skin basal cell caminoma of the ipsilaterai 
pinna had been excised. A Tin-cut biopsy from the mass in the neck 
showed a small cell carcinoma with certain basaloid features. A total 
parotideetomy and radical neck dissection were performed. The tumour 
measured 5x5x4 cm and consisted of small, undifferentiated cells with 
scanty cytoplasm and uniformly dense nuclear chromatin. The turnout 
merged with normal parotid glandular tissue, and mimicked in certain 
areas a primary salivary gland small cell carcinoma. 
Immunohistochemistry revealed a strong posifivity for synaptophysin, 
chromogranin A and NSE. Cytokeratins were positive, and eytokemtin 
20 and cytokemtin 34BE12 showed a single punctete zone of 
cytoplasmic immunoreactivity, being a rather characteristic feature of 
Merkel cell carcinoma. The previously excised basal cell carcinoma was 
thus reviewed, and showed an immunomacfivity identical to that of the 
parotid turnout, and a morphology compatible with a Merkel cell 
carcinoma, 

The lesion was thus interpreted as a regionally recurrent Merkel 
cell carcinoma with direct invasion into the parotid gland, rather than a 
primary small cell carcinoma of the parotid. The origin of Merkel ceil 
carcinoma, or cutaneous small cell undifferentiated carcinoma, or 
neuroendocrine carcinoma, is controversial. The Merkel cells are 
present within the basal layer of the epidermis, in the oral mucosa, and 
in the bulge area of the hair follicles. The Merkel cells are regarded as 
epithelial neuroendocrine cells and may possess a neurosecretory 
function. 
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ADENOID CYSTIC CARCINOMA OF SALIVARY GLANDS: 
A COMPARISON OF GENETIC ALTERATIONS IN TUMOR 
TISSUE OF DIFFERENT HISTOLOGIC GROWTH PATTERNS 

Ingrid Stallmach L, Paul Komminoth ~, Romeo Ricci ~, Stephan Schmid 2, 
Philipp Heitz t and Madeleine Pfaltz ~ 

tDepartment of Pathology and ~Clinie for ENT Head and Neck Surgery, 
University Hospital, Zfirieh, Switzerland. 

Aims: The prognosis of salivary gland adenoid cystic carcinoma (ACC) 
depends on the clinical stage and the histologic grade. Although in gen- 
eral ACCs with a cribriform growth pattern have a better prognosis than 
those with solid growth, no generally accepted histological grading crite- 
ria are available yet. The aim of the study was to separately analyze and 
compare the frequency and localization of loss of hetcrozygosity (LOH) 
in major salivary gland ACCs of different histologie growth patterns. 

Methods: 23 tumor samples including primary tumors and metastases of 
5 patients with ACCs were analyzed. Areas with cribriform and solid 
growth patterns were separated by microdisseetion. Six microsatellite 
markers at chromosome 6q, 2 markers at chromosome 19q and one 
marker at chromosome 20q were used for PCR-based analysis. 
Results: LOH was most frequently observed at D6S310 (10/12 informa- 
tive samples), which is located on 6q. This aberration is present in pri- 
mary tumors and metastatic tissue with both cribriform (4/5) and solid 
(6/7) growth pattern. The overall LOH rate for all the other mierosatellite 
markers was 28% and for these markers LOH was much more frequent in 
solid than in cdbriform tumor tissue (44% vs. 6%; p<0.01). There was no 
increase in LOH rates in metastases versus primary tumors. 
Conclusions: These findings indicate that LOH at D6S310 is an early 
event in the tumorigenesis of ACC and that this locus may harbor a tu- 
mor-suppressor gene involved in the development of these tumors. The 
data also show that tumor dedifferentiation from cribriform to a solid 
growth pattern goes along with an accumulation of LOH at multiple other 
locations. 
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CRIBRIFORM ADENOCARCINOMA OF THE TONGUE. 
Skalova. A ,  Michel, M. ~ Simpson, RHW.**, Raslan, WF.'*', Leivo, 

Departments of Pathology, Medical Faculty of Charles University, 
Plzefi, Czech Republic', Postgraduate Medical School, University of 
Exeter, England", ARAMCO Medical Services, Dhahran, Saudi 

. * * *  

Arabia , and University ofHelsinki, Helsinki, Finland .... 

Introductloa: We describe eight eases e f  *- distinctiv~ type of  
adanocarcinoma of the tongue, for which we propose the name 
cribriform adenocareinoma of the tongue (CAT). The tumours were 
morphologically distinctive, bearing similarity both to polymorphous 
low grade adenocarcinoma of minor salivary glands by growth 
patterns, and to papillary carcinoma of thyroid by cytological features. 
Methods: Immunohistochemically, the tumours expressed cytokeratin 
and S-100 protein. Actin was patchily positive, staining for 
thyroglobulin was negative. Ultrastmcturally, the cells had clefted 
nuclei, and the cytoplasm contained a few mitochondfia, lysosomes, 
Golgi apparatus, and bundles of microfilaments. Many tumour cells 
displayed well formed microvilli on their apical surface, thus the cells 
revealed features of both myoepithelial and secretory differentiation. 
Results: All the turnouts were unencapsulated and were divided by 
fibrous septa into lobules. Major parts of each lesion were composed 
of areas with solid, microcystic, and cribriform growth patterns. The 
most striking cytological feature was that tumour nuclei were pale- 
staining with a "ground glass" quality, and they oRen appear to 
overlap one another. Mitoses were very sparse. 
Conclusions: All eight patients had at the time of presentation 
metastases in the regional neck lymph nodes, but all are alive two to 
five years after the excision and irradiation. 
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POSSIBLE ROLE OF VASCULAR ENDOTI 1ELIAL GROWTH 
FACTOR (VEGF) IN DISEASE PROGRESSION OF TI IE ORAL 
MUCOSA 
Chisholm, D.M., Carlile, J., Schor A.M. 
Oral Diseases Group, The Dental School, University of Dundee, Dundee, 
DDI 4HR, Scotland. 
Aims: Previous studies indicate that tumourigenesis is accompanied by 
angiogenesis. The aims of this study were to determine the possible 
contribution of the angiogenic factor VEGF to disease progression and 
angiogenesis in the oral mucosa. 
Methods: Sections of normal oral mucosa (n=121, dysplastic lesions 
(n =10) and square,us cell carcinoma (n = 15) were stained with a specific 
antibody to VEGF (R & D). The expression of VEGF in the epithelium 
was graded according to three indices: (i) percentage of area stained, (ii) 
intensity of staining, and (iii) product of  area and intensity (final score). 
Blood vessels were visualised by staining with antibody to vWF (Dako) 
and quantified by the sterological method of point counting (vascularity). 
Statistical analyses were done by non-parametric tests. 
Results: VEGF was localised in the epithelium of all normal and 
dysplastie tissues and 80 % of the tumours. Its expression decreased 
significantly with the severity of the lesion. For example: indices (i) and 
(iii) were, respectively, 84 and 164 in the normal mac*so, 74 and 139 in 
dysplasias and 40 and 52 in tumours. In contrast, vascularity increased 
significantly (p<0.0(ll) with disease progression. VEGF was also present 
in blood vessels; the percentage of  total (vWF-positive) blood vessels that 
expressed VEGF was significantly lower in turnouts (34%) than in normal 
(83%) and dysplastic (60%) tissues. 
Conclusions: The expression of  VEGF in oral tissues is inversely 
associated with severity of the lesion and vascularity. Our results suggest 
that tumourigenesis in the oral mucosa is accompanied by angiogenesis, 
and this is initiated and regulated by I-b.ctors other than VEGF. 

THE SIGNIFICANCE OF PATTEI~LN OF MANDIBULAR 
INVASION, CYCLIN-DI AND KI-67 STAINING IN ORAL 
SQUAMOUS CELL CARCINOMA 
W0rJg R*, Glynn R* Vavares M*, ](.eel SB** 
I)ept of Laryngology* and Pathology**, Harvard Medical School,usA 
Aims: To determine if the histologic pattern of mandibular invasion 
by oral square,us cell carcinoma and the staining pattern of  cyclin 
D1 and Ki-67 are predictive of outcome. 
Methods: Pts with oral square*us cell carcinoma treated at Mass, 
[!~: and Eal Ini~rmary bc;':,c~i~ !99(I a".d !006 v.~:re ~ .  i~-~..c-J ":., 
determine the histologic pttn of bone invasion using previously 
published criteria; Erosive pttn: broad pushing front, sharp interface 
between tumor and bone, osteoclastic bone resorption, fihrosis along 
tumor front, absence of bone islands within tumor. Infiltrative pttn: 
nests and cords of tumor along an irregular front, haversian system 
penetration, residual bone islands within the tumor. Immune stains 
for cell cycle markers cyelin D1 and Ki-67 were pertbrmed on 
paraffin embedded tissue. F/U was from pt charts. 
Results: 68 patients were included, 43M:25F, aged 38-86 (mean 
62)yrs. Tumor size range 0.4-7.0 (mean 3.3) cm. I 0 tumors were 
well difl~rentiated, 39 moderately dill, 19 poorly diff. 41 tumors 
showed an erosive pattern, 23 infiltrative pattern, and 4 mixed. 59 
underwent immune staining; % of tumor + for cyclin D1 : 0-5%-33, 
6-25% 11,26-50%=7; 51-75%=3; 76-100%-8. From 1-286 (ave 
95) cells of 300 were + tbr Ki-67. Multivariate analysis revealed the 
pattern of invasion and the tumor grade are prognostieally significant 
(p=.0045, .0391 ). 3 yr disease free survival for the erosive pattern- 
73%, infiltrative = 30%. Cyclin-DI and Ki-67 staining did not 
correlate with outcome or the pattern of invasion. 
Conclusion: Patients with the erosive pattern of mandibular 
invasion by oral square*us cell carcinoma have a significantly better 
prognosis than those with the infiltrative pattern, therelbre the 
pattern of invasion should be commented on in the pathology report. 
Cell cycle markers cyclin D1 and Ki-67 do not predict prognosis. 
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CELL PROLIFERATION AND APOPTOSIS 1N SQUAMOUS 
CARCINOMAS OF THE MOUTH AND OROP1-.IARYNX 
Andrews, N*, Walker C.**, Jones, A.*, ~ l i w d l  ~ *  
* University of Liverpool, Liverpool, and **J. K. Douglas Cancer 
Research Laboratories, Clatterbridge, U.K 
Aims: This study examines the expression of molecular markers of  cell 
proliferation and apoptosis in oral and or,pharyngeal squamous 
carcinomas, two sites with different responses to radiotherapy. 
Methods: Paraffin-embedded, formalin fixed tissue sections from 
resection specimens of 35 cases of square,us carcinoma of the mouth (24 
males, age 49-76y), and 39 cas~ of  carcinoma of the or,pharynx (24 
males, age 34-77y) were examined by immunohistochemical labelling for 
the Ki-67 antigen, for p53, mdm-2, p21, box and bcl-2 proteins, and by in 
situ DNA end-labelling for apoptosis. 
Results: Cell proliferation was significantly higher in or,pharyngeal 
carcinomas (or,pharynx, mean 37~ cells labelled; mouth mean 160 cells 
labelled), and the apoptotir index was significantly lower in 
o r ,  pharyngeal carcinomas (or,pharynx 8%, mouth 12%). There was no 
significant difference in the proportion of cases showing p53 labelling 
(mouth 60*/0, or,pharynx 64%). Mdm-2 expression was seen in 4 oral 
and 9 or,pharyngeal carcinomas, p21 expression was present in 68% oral 
carcinomas compared with 94% of  or ,  pharyngeal carcinomas, p53 
expression was not related to expression of either p21 or mdm-2. 
Expression of  bel-2 was present in most cells of most or,pharyngeal 
carcinomas but was more variable in oral carcinomas. Box expression 
was closely related to squamous differentiation. 
Conclusions: Apoptosis is more frequent and MIB-I expression is less 
frequent in carcinomas of the mouth than in those of the or,pharynx. This 
is ass,elated with abnormalities of  expression of several proteins involved 
in apoptosis, p21 expression appears to be induced independently of  p53 
expression. Further work is required to elucidate how these differences 
are related to different responses to treatment. 

P-53 AND P-GLYCOPROTEIN (MDR I-gene-related 
EXPRESSION IN PRIMARY OROPIIARYNGEAL S C C .  
S. Mannwciler, A. Beham and S. Rcgauer. Dcvartmcnt of Pathology, 
University of Graz, Austria 
Background:  Presently, we lack reliable prognostic markers predicting 
the clinical course, such as recurrence rate and survival, of patients with 
oropharyngcal squamous cell carcinoma (SCC). Furthermore, treatment 
mcx.talities arc not standardized and include surgery, radiation and 
chemotherapy, Our goal was to identify further possible prognostic 
marker,: - t~lher lhan LN-status and tumor ~ta~e - which c':m hn a,:~,',~:~c'd by 
routine methods in formalin-fixed, paraffin-embedded material. W'e 
focused on expression of p53, a tumor supressor gone, and p- 
glycoprotein, a MDR-I gene product, which is considered a prognostic 
factor lbr chemntherapy failure and asst~iatcd I:xx~r surviv'al in Icukemias. 
Method: We an',dy~,~--d the expression of p53 and p-glycoprotein by 
immunohist~x:hemistry on archival formalin-fixed, paraffin-emheddcd 
material of SCC. Staining was divided into [x~sitivc and negative, and 
survival was calculated for the still ',alive patient group (A) and the deceased 
patient group (D). 
Results:  Staining results of the SCC were as lk~tlows: 

Survival in months ~parated 
Any B~sitive Staining into deceased (D) and sUIl alive (A) 

20 16 MDR 25 D 22 D 
. _ ,  37 A 45 A 
MDR 20 38 MDR 24 D 31 D 

28 A 42 A 

Conclusion:  Our preliminary data indicate that p53 negativity is 
ass~x:iated with longer mean survival among the still living patients. 
Among the patients who died of disca~, the p53 and MDR negative SCC 
group demonstrated the best mean survival. In the p53 negative group, 
MDR pc~sitivity was a~sr with lower mean survival (22 me) than 
MDR negativity (31 me) in the deceased patient group. 
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BASALOID SOUAMOUS CELL CARCINOMA OF HEAD AND NECK : 
CLINICOPATHOLOGIC AND iMMUNOHISTOCHEMICAI,  STUDY OF t0 CASES 
C~irashi O.*, Vande WalIe ll.*, AI Ghuzlan A,*, Bo:-~l J.*. ncndjaballah F,*. Julieron M.** Dpts 
of Pathology * and Head and Neck Surgery **, Institut Gustave-Roussy, VILLEJUIF, FRANCE. 

Basaloid squamous cell carcinoma (BSCC) is a rare variant of squamous 
cell carcinoma (SCC) of head and neck, with distinct histologic tbatures 
and biological behavior. It is otten misdiagnosed in this localization, 
despite its characteristic bimorphic pattern, consisting of differentiated 
SCC in the overlying epithelium in brutal transition with an infiltrative 
basaloid indifferentiated carcinoma. The aim of this study is to allow best 
knowledge of  this tumor in terms of diagnosis, prognosis and treatment. 
lmmunohistochemistry (IHC) was performed on 10 cases with keratins 
(KLI, Cam 5.2, AEI/AE3, CK19), EMA, ACE, vimentine, a smooth- 
actin (1A4), NSE, chromogranin and synaptophysin. 
M/F sex ratio was 9:1. All men were smokers and alcohol drinkers. The 
mean age was 54.2 years (range 40-70 years). The site of  the tumor was 
buccal mucosa (4 cases), hypopharynx (4 cases) and larynx (2 cases). At 
presentation, 8 patients had high-stage (T3 and T4) ; 8 had metastatic 
cervical lymph nodes ; none had distant metas~sis. Two patients had 
additional malignancy. Treatment consisted of  surgery tbllowed by 
radiotherapy in 6 cases, one of which with neo-adjuvant chemotherapy ; 
and of chemotherapy tbllowed by radiotherapy in 4 cases. The mean of 
follow-up was 14 months (range 3-36 months). Four patients died (2 of 
them with hcmatogenous metastases). Six are alive : 5 without disease 
and 1 with cutaneous metastases. Epithelial markers were positive. Neuro- 
endocrine markers, PS100 and 1 A4 were negative. 
IHC can be useful in small biopsies of ulcerated lesions, for 
distinguishing BSCC from adenoid cystic carcinoma and small cell 
indifferentiated carcinoma, whose prognosis and therapy stringly differ. 
Poor prognosis of  BSCC seems to be almost due to its fi'equent high-stage 
presentation. Its propensity to hematogenous metastasis justifies its 
recognization as a distinctive entity among SCC. The combination of 
chemotherapy-surgery-radiotherapy seems to be advisable. 
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EXPRESSION OF TENASCIN AND FIBRONECTIN IN 
EPITHELIAL HYPERPLASTIC LESIONS AND SQUAMOUS 
CARCINOMA OF THE LARYNX 
Zidar, N.*, Kambi~, V.**, Gale, N.* 
Institute of Pathology, Medical Faculty*, and Slovenian Academy of 
Sciences and Arts**, Ljubljana, Slovenia. 
Aims: Tenascin (T) and fibronectin (FN) are glycoprotein components of 
extracellular matrix and are presumably involved in cancer progression. 
The aim of our study was to analyze the expression of T and FN in 
epithelial hyperplastic lesions (El IL) mid squaluous r (SC) of the 
larynx and to reveal their possible diagnostic significance. 
Methods: Samples of surgical specimens of 20 laryngectomies containing 
transition from normal and/or hyperplastic epithelium to SC, and 5 
autopsy samples of normal laryngeal mucosa were included. EIIL were 
classified according to the criteria of the I,jubljana classification 
(Histopathology 34: 226-34, 1999). lmmunohistochemistry was 
performed with antibodies against T and FN. 
Results: T and FN were either absent or stained weakly along the 
basement membrane in normal epithelium and in simple and abnormal 
hyperplasias. In atypical hyperplasia and carcinoma in situ, T and FN 
were slightly increased in the stroma beneath the epithelium. In 18/20 
cases of SC, T and FN were markedly increased in the tumor stroma, 
whereas in 8/20 cases staining tended to be more intense at the invasive 
front. In 2/20 cases, we found areas of atrophic fibroproliferative 
sialadenitis deeply in the stroma which were also positive. 
Conclusions: Both T and FN gradually increase with the severity of EIIL 
and are markedly increased in the stroma of the invasive SC. More intense 
staining at the invasive front is consistent with the presumed role of T and 
FN in cancer progression. We conclude that T and FN immunostaining 
provides useful information on epithelial-stromal interaction in EHI. and 
SC of  the larynx and could be therefore regarded as a useful adjunct to 
traditional histology. 
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REDUCTION OF TIG'kNSFORMING GROWI'H FACTOR-I?. TYPE 11 
RECEPTOR (TGF-[ ~, RII) EXPRESSION IN LARYNGEAL 
CARCINOGENESIS 
Franchi, A., Gallo, O.*, Paglierani, M., Santucci, M. 
Institute of Anatomic Pathology, and Institute of Otolaryngology, 1 lead & 
Neck Surgery*, University of Florence Medical School, Florence, Italy 
Aims: Expression of TGF-[~ RII is required lbr the growth inhibitory 
effect of TGF-[~ on epithelial cells. Abnormal expression and genetic 
alterations of this receptor result in a resistance to TGF-[~ mediated 
growth suppression and have been implicated in the development of 
carcinomas fi~m several sites. To assess the potential role of the loss of 
TGF-[3 RII expression in laryngeal carcinogenesis, we undertook a 
retrospective immunohistochemical study using a series of biopsy 
specimens from patients with precancerous conditions of the laryngeal 
mucosa. 
Methods: Fillecn consecutive patients with precancerous laryngeal 
lesions who experienced a malignant progression of  the disease during the 
tbllow-up period (median 6.9 years) and a control group of 30 patients 
with hyperplastie/dysplastic laryngeal lesions, risk Ihctor exposure and 
therapy comparable to those of the study population and who had no 
progression of the disease, were selected. The immunohistochemical 
study was performed on furmalin-fixed, paraffin embedded sections using 
a rabbit polyclonal antibody against TGF-13 RII (Santacruz 
Biotechnology, Santa Cruz, CA). 
Results: A complete loss or a marked decrease (<20% of cells) of TGF-[3 
RII immunoreactivity in the squamous epithelium was observed in 11 of 
the 15 premalignant lesions that progressed to squamous cell carcinoma. 
Conversely, only 5 of the 30 laryngeal lesions of the control group 
showed a loss of expression of the receptor to a similar dcgrec, and this 
difference was statistically significant (p<0.001, two tailed Fisher exact 

test). 
Conclusions: These data indicate that a reduction of TGI:-~ RII 
expression may play an important role in the progression of laryngeal 
precancerous lesions to squamous cell carcinoma. 
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DIRECTIONAL ANGIOGENESIS IN SQUAMOUS CELL 
CARCINOMA OF THE LARYNX. 
Laitakari,L. and Stenb~k, F. 
Department of Pathology, University ofOulu, Oulu, Finland. 
The role of angiogenesis in the analysis of development and 
progression of cancer of several organs, notably the breast and 
prostate, has been shown in several studies. The results have, 
however, been disputed. The aim of the present study was to assess 
the participation of the vascular system in neoplasia of the larynx. 
In the present study vessel location and amount was analyzed in 60 
specimans of squamous cell carcinoma of the larynx using 
computer-based molphometry of FVIII and larninin stained 
specimens. The total amount of positive staining of vascular 
structures as well as size, structure and direction of vessels in 
relation to the basement membrane was determined using a CAS200 
system and software developed for the purpose. 
The results showed dysplasia to be associated with increased 
vasculadty seen as increased total optical density of FVIII staining. 
In well-differentiated squamous cell carcinomas (grade I) directional 
angiogenesis was observed by comparing vessel length in relation to 
the basement membrane. In these specimens vessels were directed in 
the direction of invading neoplasms. In moderately differentiated 
neoplasms (grade 2) vessels were prominent, associated with tumor 
islets. In less differentiated neoplasms (grade 3), irregular tumor 
sheets and cords were intermixed with irregular vascular structures. 
The results show the usefulness of computer-based morphomvtry 
end the role of angiogenesis in tumor development. Increased vessel 
formation was an early event, directional angioganesis occurred in 
invading neoplasms, in undifferentiated lesions a dose association 
with tumor formation was seen. The clinical significance of  
directional angiogenesis is not yet settled. 
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METASTASES IN SMALL LYMPH NODES IN HEAD AND NECK 
CANCER: DOES IT MATTER IF WE MISS THEM?. 
Toner M.*, Timon C.I.**. 
Depts of Oral Pathology*, Dublin Dental Hospital and School, and 
Otolary'ngology/'Head and Neck Surgery**, Trinity College, Dublin. 

Aims:The finding of small positive lymph nodes in head and reek 
cancer resections is not uncommon. Small positive nodes (less than 
lena max.) which often appear clinically and grossly negative, may be 
overlooked at dissection, particularly in the absanae ofa aonsensus on 
how many nodes constitutes an adequate yield. We set out to examine 
what proportion of positive nodes were small, and if their identiftcation 
was of aliniaal significance. 
Methods: Neck dissections for head and neck aancer were dissected 
while fresh, and the numbers and size of all nodes was documented. 
Results: Of 129 neck dissections (92 patients), 64 (34 patients) were 
tumour free. 30 cases included paratranheal nodes. The mean yield for 
radiaal/modified radical necks was 33 (range I0-62), and for selective 
necks 15 (range 3-27). Paratraeheal node yield was 9.8 (range 2-16). Of 
a total of 206 positive nodes, 61 (44. I%) were 0.5-I ern and 30 (14.5%) 
were less than 0.5 am. The finding of a small positive node influenced 
either treatment or staging in 10 patients 00.8%) where the node was 
0.5-1era and 3 patients (3.2%) where the node was <0.5era. 
Conclusions: Small lymph nodes which may appear innocent grossly 
constitute a substantial proportion of positive nodes in head and neck 
cancer, and failure to identify them may result in inappropriate 
management.Methods to maximise node retrieval should be explored in 
head and neck canner. 
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P53 GENE STATUS PREDICTS CLINICAL RESPONSE 
OF HEAD AND NECK SQUAMOUS-CELL CARCINOMAS 
TO INDUCTION CHEMOTHERAPY. 
St~hane Temam, Jean Lacau-St-Guily, Pierre Fouret. 
Service d'Anatomie Pathologique et Service d'Oto-rhino- 
laryngologie et de Chirurgie de la Face et du Con, Hbpital 
Tenon, 75970 Paris Cedex 20 
Aims:  To determine whether p53 gone status predicts tumor 
responses to platin- and fluorouraeil-based induction 
chemotherapy in Ionoregionally advanced squamons-edl 
carcinomas of the head and neck. 
Methods.* Tumor responses of 105 patients were measured at 
the pdmary site. All coding parts of p58 gene were directly 
sequenced. P58 expression in tumor coils was determined by 
immunohistochemistry. Odd ratios were adjusted by stepwise 
logistic-regression analysis and Kaplan-Meier life-tables were 
compared by log-rank test. 
Results :  I:'53 mutations, p53 expression and tumor stage 
were sufficient to explain the variation in responses to 
chemotherapy in multivariate models. P53 mutation was the 
only variable to significantly predict objective response (odds 
ratio 0.23, 95 percent confidence interval 0.10-0.57; P=O.002) 
and was the strongest predictor of major response (odds ratio 
0.29, 95 percent confidence interval O. 11-0.74; P-~L006). 
Spedfie mutations (contact mutations) accounted for much of 
the reduction in the risk of major response associated with 
overall mutations, and were significantly associated with a 
shorter overall survival than noncontaet mutations. P53 
expression (odds ratio 0.39, 95 percent confidence interval 
0.16-0.98), tumor stage (adjusted odds ratio 0.31, 95 percent 
confidence interval 0.10-0.96) also predicted major response. 
P53 expression was weakly predictive of major response in the 
subgroup with wild-type p53. 
Conc lus ion:  P53 gone mutations are strongly associated with 
a poor risk of responses to chemotherapy. Contact mutations 
are associated with the lowest risk of major response and a 
worse pro~osis .  

175 

0-039 

MOLECULAR CttANGES IN SQUAMOUS CARCINOMA OF 
THE HEAD AND NECK IN SLOVENIAN PATIENTS 
Volav,~ck, M., Poto~,nik, U., Caserman, S., Kambi~, V., Ravnik-Glava6, 
M., Glava6, D., Gale, N. 
Institute of Pathology, Medical Faculty, Ljubljana, Slovenia. 
Aims: The major mechanisms involved in generate instability during 
tumor progression are loss el" heterozygosity (LOH) and microsatellitc 
instability (MSI). Molecular genetic analysis of  67 squamous head and 
neck carcinoma (SCllN) was performed in order to determine the role and 
the nature of the most frequent genetic changes in the development of  this 
cancer. 
Methods: DNA was isolated from tumor and adjacent normal tissue using 
standard procedure. Non isotopic MSI and LOH analysis was performed 
with 8 mierosatellite markers on chromosomes 1, 2, 5, 11, and 17, 
including BAT26, the most intbrmative marker in assessment of high MSI 
colorectal tumors. All tumors have been tested on the presence of 
mutations in p53 gene and MSI positive tumors have been tested on the 
presence of mutations in hMLHI and hMSH2 mismatch repair protein 
genes. PCR - non-isotopic conibrmation analysis was used for mutation 
analysis. 
Results: 7/67 (10,5%) tumors showed MS1 at at least one locus tested and 
only two tumors exhibited MSI at multiple loci. BAT 26 was altered only 
in one tumor. In the hMLHI and hMSH2 genes only benign 
polymorphisms have been detected. Most frequently observed region 
analysed involved in LOH was 17p chromosome arm (35%). p53 
mutations were detected in 15% o1 tumors. 
Conclusions: The used microsatellite markers showed relatively low 
incidence of MSI in SCHN suggesting another pathway of carcinogenesis 
compared to hereditary non polyposis colorectal cancer (HNPCC) with 
high inlbrmativity of the same markers. The finding of only benign 
polymorphisms in hHLMI and hHSH2 genes suggests a different 
mechanism of MSI in SCIIN comparing to HNPCC where mutations are 
very frequently found. 
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DISTRIBUTION OF ENDOTHELIAL MARKERS IN NASa- 
PHARYNGEAL ANG1OFIBROMAS (NA) 
Beham,A.*, Regaucr, S.*, Stammbarger,H.**, Baham-Schmid,C.* 
Institute of Pathology* and Dpt. of E.N.T.**, University of Graz Medical 
School, Graz, Austria 
Aims: NA are typically composed of innumerable blood vassals set in a 
fibrous stroma, q'ha vessels differ considerably in size and architecture, 
which may result in a different phenotype and biology of the andothelium. 
Therefore, we initiated a stud), on the distribution of classical endothelial 
w.c.rker~ in NA 
Methods: Pamffin-ambcddcd material of 32 cases of NA (25 primary tu- 
mors and 7 recurrences) was studied immunohistochcmically by the 
ABC-method using antibodies to CD31, CD34, FVIII-RAg and 
thrombomodulin. The incubations were performed on strictly consecutive 
sections, thus being able to judge the immunoreaetions of nearly identical 
vessel-segments. 
Results', With antibodies to CD31, FVIII-Rag and thrombomodulin the 
andothalium of all vessels, irrespective of their size and architecture, was 
evenly stained. However, with antibodies to CD34 the endothclium of 
smaller vessels (capillary- and sinusoidal-typa) was decorated more 
iatansly than endothelial cells of larger vassals. Pericytas, vascular smooth 
muscle calls and stromal fibreblasts displayed no immunoreaetion with 
any of the antibodies applied 
Conclusions: Despite the irregularity in size and archimcture of the tumor 
vassals in NA, their andothelium shows qualitatively a typical immuno- 
phenotypa of endothelial calls. However, the striking difference in 
staining for CD34 with emphasis on smaller vessels indicates its active 
mla in tumor-angiogenesis. The staining pattam in conjunction with the 
irregularity of vascular architecture, especially with regard to the 
vascular smooth muscle layers, is highly suggestive of NA's represen- 
ting vasoprolifarativu malfommfions. 
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IIOW TO EVALUATE I,YMPIIOID INFILTRATES IN BONE 
MARROW BIOPSIES? 
Maes~ B.*, Peelers, B.**, Verhoet, G.***, De Wolf-l'eeters, C.* 
Departments of Pathology*, Biochemistry** and I lacmatology***. 
11niversity Hospitals o1" Leuven, Belgium. 
Aim: Morphologic criteria including phenotyping, to distinguish reactive 
from neoplastic lymphoeytosis in trephines, have been defined but are nol 
always reliable. PCR analysis of the CDR-3 region of the lglt gene can aid 
il, this respect t~;, d~,iiiOllMlatnlg mouoclonality and is uovv IicquctJti.~ used 
for the detection and follow-up of B-cell lymphoma (NIIL). The aim of 
our study was to compare morphologic findings with data obtained by 
(?DR-3 I)CR, using consensus FRW3 and J11 primers, starting li'om 
trephines of patients with and without proven B-cell NHL. 
Methods: Based on morphology and phenotyping, 89 consecutive 
trephines with lymphoid infiltrates were diagnosed as positive (33), 
negative (17) and suggestive (39) tbr bone marrow involvement by B-cell 
NHL. CDR-3 PCR analysis was perlbrmed on all samples. 
Results: Presence ofa  clonal B-cell prolit?mtion was found in 45 biopsies, 
including 21 samples considered to be positive, 17 to be suggestive and 7 
to be negative by morphology. In lhe remaining 44 trephines no clonul 
proliferation was detected although 12 of these trephines were considered 
to be positive by morphology. This group of  44 PCR negative trephines 
comprises 17 cases with a clonal proliferation demonstrable with the same 
P(JR technique in the original diagnostic tissue excluding the possibility of 
non-binding of the primers as cause of a false negative result. 
Conclusion: These results indicate that CDR3 PCR may be of greater 
sensitivity and specificity than morphology but that negative PCR findings 
do occur as a result o1" poor DNA preservation. In addition, these results 
emphasize the need to combine morphology with PCR analysis as 
complementary investigations in the evaluation of lymphoid infiltrates in 
the trephine. 
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EFFECTS OF CHEMOTHERAPY AND INTERFERON ON BONE 
MARROW PATHOLOGY IN PHt'-CML 
Thiclc, J.*, Kvasnicka, H.M.*, Schmitt-Graeff, A,**, Schact~r. I I.E.**, 
Fischer, R.*. 
Institutes of Pathology, Universities o fCologne* and Freiburg**, Germany 

Aims: A retrospective clinicopathologieal study was performed on 
sequential bone marrow biopsies (intervals 8 to 17 months) in 128 patients 
with Ph ~ '-CMI, to elucidate therapy-specific ettlzcts. 
Method: According to applied regimens 28 patients received basulfan 
(B LI). 38 hydroxyarea (HU), 39 interteron-a2b (IFN-c0 as single agents and 
23 patients a combination oflFN and HU. Using monoclonal antibodies lbr 
the identi Iication oferythroid precursors (Ret40f), megakaryocytcs (CD61 ), 
maerophages (CD68, BSA-I) and a rcticulin stain, specimens were evaluated 
by morphometry. To compute dynamics of histopathology implicating 
alterations in time, relevant indices have been established. 
Results: Clinical criteria ibr complete hematological response were easily 
determinable by the regeneration of crythropoiesis. Megakaryopoiesis 
including its precursors showed a signilicant increase in the IFN-u and B1J- 
treated groups opposed to patients receiving HU. Although increase in liber 
density was detectable in the IFN-ct and the BIJ group as well, the 
progression index proved to be twice as high after IFN-u therapy. In 
contrast, a considerable number of patients displayed a regression of 
myelofibrosis following l IU treatment. The resident macroplmge population 
revealed a slight (BU group) to marked (IFN-a group) proliferation. 
Conclusions: The close association of the mcgakaryocytc lineage with 
myelofibrosis is in line with experimental lindings suggesting a functional 
impact. IFN-u exerts a fibrogenctic and HU a fibrolytic capacity. Growth 
and activation of macrophages lbllowing IFN-rt administration may be 
compatible with a stimulation ot" their cytocidal and phagocytic properties 
(scavenger macrophages). 
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THROMBOPOIESIS IN CHRONIC MYELOID LEUKAEMIA 
AND THE POSSIBLE INFLUENCES OF BIA2 AND IDA2 
BCR/ABL PROTEIN STRUCTURE 
Perego, R,A.w Costantini, _MC ~ Comaechini, G.*, Gargantini, 1,.*, 
Bianchi, C. '~, Pungolino, E.', Urbano, M. ~, Rovida, E/ ,  Reecbimuzzo, 
P.~ Gonzales, E. ~ Morra, E* 
'~ Institute of General Pathology University of  Milano. Departments o1" 
*llaematology and "Pathology, Niguarda-Ca' (}randa Hospital, Milano, 

Institute Adv. Biomed.Thechnologies, CN,R., Segrate (M1), ITALY. 
Aims: To investigate possible relations between the structure of b2a2 
and b3a2 type of  BCR/ABL fused protein and thrombopoiesis in 
patients with Chronic Myeloid Leukaemia in chronic phase (CMI,-CP). 
Methods: Seventyfour (74) consecutive unselected patients with CML 
in CP were studied at presentation_ Haematological, morphological, 
eytogenetic and molecular data at time of diagnosis were obtained. RT- 
PCR on leukaemie transcripts and semi-automated morphometrie 
analysis of  megakaryocytes (MK) were performed. The secondary 
structure-prediction of  b2a2 and b3a2 type BCR./ABL protein has been 
obtained with several methods. 
Results: Thirtyone (31) out of 74 patients had b2a2 and 43 b3a2. 
transcript; platelet count was significantly higher ( P< 0.001) in b3a2- 
than in b2a2-patients ; size and density of  MK in the bone marrow as 
well as the other haematologieal parameters studied did not show any 
significant difference; the secondary structure was almost identical for 
the two tran~ripts, as presence or absence of the 25 aminoacids-b3 exon 
did not influence the overall molecular structure. 
Conclusions: It is well known BCR/ABL protein could influence the 
process of platelet tbrmation by interacting with eytoskeleton, integrins 
and extracellular matrix molecules. We suggest differences between the 
two types of BCR/ABL transcripts should be responsible of different 
efficiency in the ptatelet production process and, consequently, of the 
time course of platelet formation Nevertheless, the type of  rearranged 
protein is not suttleient alone to explain the increment of 
thrombopoiesis. 
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A MULTICENTER STUDY ON THE ASSOCIATION OF 
MORPHOLOGICAL AND CLINICAL FINDINGS IN 530 PATIENTS 
WITH PIV*-CML PREDICTING SURVIVAL 
Kvasnicka, ll.M.*, 'l'hiele, J.*, Schmitt-Graeff, A.**, Schaelizr. I I.E.**, 
Fischer, R.*. 
Institutes of Pathology, Universities of  Cologne* and Freiburg**, Germany 

Aims: Clinical lindings and bone marrow I~atares in Ph"-CMI, arc 
characterized by a striking heterogeneity which should be appreciated by 
proper means. Prognostic classification is generally based on risk models 
consisting of clinical and hematological parameters, in this context, the 
prognostic property ofhistologieal parameters is discussed controversially. 
Methods: A multicenter, immunohistoehemieal and morphometric study 
was pcrtbrmed on pretreatmcnt bone marrow specimens in 530 patients with 
chronic phase Ph~*-CML to compare histological l~atures with clinical 
lindings and to calculate corresponding variables predicting survival. 
Results: In about 26% of patients early (reticulin) to advanced (collagen) 
fibrosis was detectable. Significant correlations were calculated between 
reticulin stain-measared fiber density and the number of megakaryocytes 
including their precursors. There was an association oferythroid precursors 
with the number of mature (resident) macrophages including their activated 
subpopulation. Other relationships were observable between reduction in the 
amount of erythroid precursors or increase in fibers with clinical ligatures 
like anemia, peripheral myelo- and crythroblasts or spleen size. Indicators 
ofmyeloid metaplasia like occurrence oferythroblasts and/or splenomegaly 
as well as anemia were the most important clinical parameters lbr prognosis. 
Inclusion of morphological features like degree of bone marrow fibrosis and 
erythroid precursors in risk classification resulted in a substantial 
improvement of prognostic elticiency compared to relevant clinical scores. 
Conclusions: A number of clinical and morphological variables arc in 
keeping with more advanced stages of  CMI, which indicate a transition to 
myeloid metaplasia and thus exert a significant impact on survival. 
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AgNOR PATTERN IS AN INDEPENDENT PROGNOSTC 
PARAMETER FOR THE EVOLUTION OF CHRONIC 
LYMPHOCYTIC LEUKEMIA 
Metze, K.*, Lobe, A.M**, Lorand-Metze, I.** 
Departments of Pathology* and Internal Medicine**, Faculty of 
Medicine, State University of Campinas, Brazil 
Aims: to compare the AgNOR pattern of peripheral blood 
lymphoeytes with other prognostic factors regarding the duration of 
the stabk~ phase in chronic lymphocytic leukemia (CLL). 
Methods: age, peripheral blood counts, total tumour mass score 
(TTM) and the AgNOR pattern (cells with one cluster, cells with 
compact nucleoli) in circulating lymphoeytes were assessed in 57 
newly diagnosed patients with CLL and compared with the period 
between diagnosis and the time where patients fullfilled the criteria for 
start of  chemotherapy (stable phase) 
Results: Cox regression showed that TTM and the percentage of 
lymphoeytes containing one AgNOR cluster (circulating proliferative 
fraction) were the only independent factors predicting the duration of  
the stab~ phase. This model, which showed to be stable after the 
bootstrap resampling procedure permitted to create a prognostic score, 
summing up both parameters. 
Conclusions: the study of the AgNOR pattern in circulating 
lymphogytes provides additional and independent information 
regarding the duration of the stable phase in CLL. 
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THE ROLE OF BCL-2 AND FAS/APO-I EXPRESSION IN THE 
APOPTOTIC PATHWAY OF NON-HODGKIN'S LYMPHOMA 
Edison Catalano~ M, D.~ Stephanie Calafati 
Department of Pathology. Cooper Health System, Camden, NJ, USA 
Aims: To evaluate the possible role of Bcl-2 and Fas/APO-I in tumor 
progression ofnon-Hodgkin's Ivmphoma 
Methods: A total ofg0 cases from 80 patients with nodal and extranodal 
non-Hodgkln's lymphoma were selected from archival tissue samples. 
Immunohistochemical techniques were utilized against antibodies to Bcl-2 
oncoprotein (DAKO clone 124) and Fas/APO-I (Oncogene Research). 
Results: Bcl-2 expression was observed in 82% of small cell lymphomas 
(SCL), 81% of large cell lymphomas (LCI,), 72% of small/large cell 
lymphomas (SLCL), 80% immunoblastic (IB) and 100% of lymphoblastic 
lymphomas (LBL). Burkitt's lymphoma did not express Bcl-2. All of the 
tbllieular lymphomas expressed Bcl-2 
Fas/APO-I was observed in 75% SCL, 56% LCL, 43% SLCL, 40% IB, 40% 
LB and 75% Burkitt's lymphomas, Fas/APO-I was detected in 43% ofdit'thse 
lymphomas, 93% of follicular lymphomas and 89% of follicular/diffuse pattern 
lymphomas. 
Conclusion: Our study indicates that Fas/APO-1 was expressed in 75% of 
low grade B cell lymphomas and to a lesser proportion in large cell 
lymphomas 43% and immunoblastic and lymphoblastic lymphomas 40%. 
Epression of Bel-2 was observed in a larger percentage of the small cell and 
large cell lymphomas showing expression in 82% and 81%, respectively and 
in the high grade lymphomas, such as immunoblastic 80% and lymphoblastic 
100% 
The co-expression of Bcl-2 and Fas/APO-I was observed in 100% of 
follicular lymphomas 42% of diffuse lymphomas and 77% of follicular/diffuse 
lymphomas. The loss ofexpression of Bcl-2 and the upregulation of Fas/APO- 
l may suggest a more ~aggressive behavior in non-Hodgkin's lymphomas. The 
co-expression of these proteins may interact in the apoptotie process in a way 
to protect cell mediated programmed cell death 
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HETEROGENEITY OF BONE MARROW LYMPHOID NODULES 
IN MYELOYSPLAST1C SYNDROMES 
Magalh~es, SMM.*,  Vassallo, J.**, Lorand-Metze, I.** 
Federal University of Center*, State University of Campinas**, Brazil. 
Aims: lymphoid aggregates are found in bone marrow (BM) biopsies 
of up to 20% of the patients with myelodysplastic syndromes (MDS). 
Its significance is unknown. We characterize the composition of  these 
aggregates using immunohistochemical techniques. 
Methods: diagnostic BM biopsy sections of  patients with MDS seen at 
our Institutions and showing lymphoid nodules in HE were 
immuno~tained for CD20. CD45RO, CD3 and bel-2 using standard 
techniques. The distributions of the stained cells was analysed. 
Results: tn t4 cases studied, aggregates showed 3 patterns with CD20: 
diffuse strong staining (4 cases), pednodal positive cells (3 cases), and 
dispersed cells throughout the nodule (7 eases). In 2 patients, CD20 
positive cells were found also dispersed outside the aggregates. 
CIM5RO showed scattered positive cells in 6 cases, and CD3 had this 
pattern in only 3 cases. Cells showing expression ofbcl-2 were seen in 
only one case, that also had a strong diffuse positivity for CD20. 
Although a small number of cases was analysed, no correlation was 
found between the pattern of the lymphoid aggregates and FAB type, 
or peripheral blood counts. 
Conclusions: the composition of lymphoid aggregates in BM of MDS 
is heterogeneous and contains mostly B cells. 
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APOPTOS1S REGULATION IN LYMPHOMA ('ELLS 
Pontes, P.', Martins, L '*. Sundstrom, C."',Wiklund, H " ' ,  Sa.mbade, C.' 
Pathology, Medical School and IPATIMUP*. Porto, Portugal, Signal 
Transduction Lab., Imperial Cancer Research Fund*',London,UK., and 
Dep of Genetics and Pathology, " ' ,  Uppsala University, Sweden. 
Aims: To correlate the 1~.1-2 family expression profile, the p53 status and 
the Fas/Fas-L pathway with features of drug-induced apoptosis in Burkitt 
vs follicular lymphoma cell lines. 
Methods: &'l-2 family gene expression (hcl-2, bar, &'l-,~, and &'I-XS, had 
and reel-l) was studied by northern and/or western blotting techniques, 
p53 status was evaluated by immunocytochemistry and/or DNA 
sequencing, Fas and Fas-L expression was analysed by flow cytometry and 
western blot. Drug (hydroxiurea and etoposide) effects were confirmed by 
call cycle analysis and apoptosis was addressed by TUNEL and western 
blot analysis of PARP fragmentation. Caspase activation was followed 
using an affinity-labelling method, 
Results: In addition to the known low vs high bcl-2 levels in, respectively, 
Burkitt vs follicular lymphoma cells, the different cell lines expressed 
similar levels of &'l-X/,, hax, and mcl-l; both at mRNA and protein level, 
differences in tk'I-XS were observed and no had expression was detected. 
All cell lines were similarly sensitive to apoptosis under serum deprivation 
but behaved differently under drug treatment, concerning both level and 
time course of apoptosis; those dift~rences did not correlate with the 
expression pattern of 1~'1=2 family genes. Fas expression was very low in 
untreated cells and no significant changes occurred under drug treatment, 
either in p53- wt or mutated cells. No caspase 8 activation was detected 
but caspases 3 and 6 were activated by both drugs studied. 
Conclusions: 1 ) "physiologic" levels of Bcl-2 per se, or even an extended 
pro- vs anti-apoptotic ratio do not predict the actual threshold to 
apoptosis; 2) in contrast with other models, etoposide results in caspase 3- 
dependent apoptosis without a significant role of the recently described 
p53-mediated autocrine Fas/Fas-L pathway, 
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INTRAVASCULAR LYMPHOMATOSIS IS A CLONAL 
LYMPHOMA THAT DOES NOT ASSOCIATE WITH EPSTEIN- 
BARR VIRUS IN IMMUNOCOMPETENT PATIENTS. MOLECULAR 
REARRANGEMENT AND IN SITU HYBRYDIZATION ON 
PARAFFIN EMBEDDED MATERIAL. 
Ideate MA, (*), Lozano M.D. (*), G~cia-Bragado F. (&), Arrinda J.M 
(#), Lacomis D. (V), Pardo-Mindltn F.J. (*). 
Dpts. of Pathology. Clinics Universitaria. University of Navarra. (*) and 
Hospital Virgen deJ Camino (&). PampIona. Spain; Hospitat de 
Hondarribia (#). lrun. Spain; and Dpt. of Pathology (Neuropathology). 
University of Pittsburgh Medical Center (uS). Pittsburgh. USA. 
Aims: Intravascular lymphomatosis (IL) is a very rare B non-Hodgkin 
lymphoma specially affecting brain and skin. AnatomocIinicat 
characteristics remain to be elucidated. Association between IL and 
Epstein-Burr virus (EBV) infection has been described. There are no 
reports on clonality in a series of IL. The aim of the study was to test 
clonality and EBV status in an IL affected immunocompetem series. 
Methods: Retrospective analysis with chart review of five patiems was 
done This included 4 complete autopsies and 2 diagnostic biopsies, one 
of which was a skeletal muscle biopsy and the other was a skin biopsy. 
lmmunophenotypic characterization of tumoral cells and latent membrane 
protein (LMP-I) were carried out by immunohistochemistry. 
Immunoglobulin gone rearrangement by polymcrase chain reaction (PCR) 
and fluorescain-labelled antisense EBV (EBER-RNA) by /n-situ 
hybridization were performed from selected paraffin-embedded tissue. 
Results: The mean age was 71 years (6%80). Vasculitis-like neurological 
disturbances, progressive dyspnea, recurrent inflammatory pannieulitis 
and talangiectasia were the usual symptomatology. Two anatomoclinieal 
forms, acute and chronic, were observed in these patients. All lymphomas 
were of B-cell type. Mono or oliclonality was observed in all cases LMP- 
1 protein and EBV genome were not identified in any case. 
Conclusions: Two anatomoclinical forms of IL, acute and chronic, were 
observed. IL seems to be a clonal neoplasia that is not associated with 
EBV in a series ofnor~-immunccomprom~sed patients. 
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GENETIC ALTERATIONS DISRUPTING THE NUCLEAR 
LOCALIZATION OF THE RETINOBLASTOMA RELATED 
GENE RB2/pl30 IDENTIFY DIFFERENT PATHOGENETIC 
MECHANISMS IN AND AMONG BURKITF'S LYMPHOMAS 
Leoncini L, Cinti C, Ferrari F, Lazzi S, Bellan C, Nyongo A, Giordano 
A,Tosi P. 
Institute of Anatomical Pathology, University of Siena, Italy 
Burkitt's Lymphoma (BL) occurs as an Epstein-Burr virus (EBV) 
associsted highly aggressive B-cell lymphoms wflh high ~ncidence among 
children in the malaria belt of equatorial Africa (endemic BL,eBL) and 
sporadically in other geographical areas where it can also occur among 
adults (sporadic BL, sBL). [n the REAL classification of lymphoid 
neoplasm, eBL and sBL am collectively reported as BL because of their 
isomorphism, although differences are acknowledged between endemic 
and sporadic forms in terms of EBV incidence, type of tmnsloeation 
involving the c-myc proto-oncogone and cell kinetic characteristics. 
Furthermore, in the past years with the spread of the AIDS epidemic, BL 
has frequently been reported as a common neoplasm occurring in HIV 
infected patients. In addition to the c-myc gone rearrangement, several 
other chromosomal translocations involving putative oncogones occur in 
association with BL. i)53 mutations have been found in 30-40 percent of 
BL samples, while the majority of  these tymphomas with wild-type p53 
might have lesions on other genes, e.g., of the growth suppressor type. 
Genetic altm'ations disrupting the nuclear localization of the 
retinoblastoma related gone RB2/pI30 have recently been documented in 
BL cell lines and primary tumors. Therefore, we have tested our BL cases, 
AIDS.related or not, for the expression and genomic organization of the 
RB2/p130 gon~ Given the importance of RB2/pI30 gone in controlling 
cell growth, mutations of this gone may result in different cell kinetic 
characteristics. Our results suggest that BL is composed of a mixture of 
molecular types with distinct genetic and phenotypic patterns, probably 
resulting in different pathogonetic mechanisms. It seems conceivable that 
different genetic lesions may be able to cooperate with c-myc deregulation 
in the ]ymphomagonesis of BL. 
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TGFI3 SIGNALING IN HUMAN LYMPHOID CELLS 
Sebesty6n, A., T6tth, A., Mihalik, R., Boesi, J., Paku, S., Kopper, L. 
Ist Institute of Pathology and Experimental Cancer Research, 
Semmelweis University of Medicine, Budapest, Hungary 
Aims: TGFI3 is usually an anti-proliferative regulator in lymphoid 
cells and this action is frexluenfly lost after transformation. Aim of this 
study is to identify TGFI3 activity in human malignant lymphoid cells. 
Methods: lymphoms ce)ls of human origin (e.g. HTS8, Raft, BL4~); 
immunocytocbemistry; flow cytometry; RTPCR 
Resultl: Response of the lymphoma cell lines to TGFI3 was different: 
TGFI3 induced cell cycle arrest in Raji cells, apoptosis in HTS8 cells 
and both in BL41 cells. The percentage of  apoptotie HT58 cells 
increased with time (about 60% at 72 hr), and combination with anti-B 
had a stimulatory effect (although anti-B itself caused no apoptosis). 
Neither TGFI3 nor the combination with anti-p induced p53 or FasR 
expression. Using Z-VAD it was shown that at least part of TGFI3 
activity is caspase-dependent. 
Conclusions: Lymphoma cells respond differently to TGFI3. HT58 
cells produce but not respond to endogenous TGFI3, but exogenous 
activated form induced apoptasis in a percentage of  cells using a 
caspase directed pathway. 
This work was supported by OTKA/T26391, ETT/559/96 (K.L.), 
OTKA/F22043 (S.A.) 
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Cell cycle -regulatory proteins in malignant lymphomas. 
Additional prognostic m a r k e r s ?  
I,orenz~ ]~oneini.* Stefano Lazzi ~ Cristiana Bellan ~ Filomena 
Ferrari ~ Stefano Pileri #, Antonio Giordano, f Piero Tosi ~ Giovanna 
Angels Onida*, Giovannino Massarelli* 
*Institute of Anatomical Patholog~ University of Sassari, Italy~ 
of Anatomical Pathology Unr~ersity of Siena ltaly,#lnstitute of 
Hematology, UniversiOz of Bologna, Italy, f Jefferson Medical College, 
Philadelphia, USA. 
The cell cycle is a highly organized and complex process , which 
ensures that there is a complete and accurate replication of  the cell 
before division. There has been rapid progoss in our understanding of 
the biochemical and molecular details of cell cycle control. Still, the 
benefits for clinical medicine have so far been moderate, perhaps 
disappointingly so, given the extensive progress in basic research. More 
recently antibodies have been produced against cell cycle related 
proteins which are present during specific phases of the cell cycle. 
Indeed, pathologists have an important role in bettering our 
understanding of thase proteins and they may be in a position to utilize 
this information for clinical practice. In this study, we revaluated 
proliferative features of  98 Iymphoma cases in view Of our increasing 
knowledge of cell cycle control The combined use of proliferation 
associated variables (mitotic index and percentages of Ki-67+, p34§ 
cyelinA+, and eyclinB+ cells) and their entry into a multivariate duster 
analysis, separated the entire cohort into 3 groups with distinct 
proliferative characteristics without overlaps. Furth~'more cyclin A+ 
and eyclin B+ cells could distinguish a subgroup of highly aggressive 
malignant lymphomas with a particular favoumble clinical outcome 
after chemotherapy. Ye), low immunohistoebemical levels of  the 
retinoblastoma related pRb2(pl30) protein, detected in 83 untreated 
patients with malignant lymphomas, shows an inverse correlation with a 
large fraction of cells expressing high levels o fp l07  and proliferation 
associated proteins, Down regulation of pRb2(pl30) in our vases of 
maliguant lymphomas also resulted in a better response to therapy. 
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HIGH FREQUENCY OF A 30-bp DELETION IN THE EPSTEIN- 
BARR VIRUS LATENT MEMBRANE PROTEIN-1 GENE AND 
TYPE B EBV IN MEXICAN H O D G K I N ' S  DISEASE AND 
REACrlVE LYMPHOID TISSUE 
Dirnhofer. S.*. Angeles**, A., Ortiz-Hidalgo, C.***, Reyes, E.***, 
Gredler, E.*, Krugmann, L*, Fend, F.*, Quintanilla-Martinez, L*. 
*Departmentof Pathology, University of  A-6020 Innsbruck, Austria 
and **institute de la Nutrlcion and ***Hospital ABC, Mexico City, 
Mexico 
Aims :  Depending on geographic location and patient age Hodgkin's 
(HD) disease is associated with Epstein-Barrvims (EBV) in 20-100%. 
HD from developing countries shows a higher rate of  EBV-positivity, 
but little is known about EBV subtype distribution and the prevalence of 
the 30 bp deletion of the LMP- 1 gone which initially was reported to be 
associated with more aggressive disease. 
Methods :  We investigated the presence of EBV in a series of mexican 
HD (n=57) and reactive lymphoid tissues (n=20) with special emphasis 
on the prevalence of the 30-bp deletion and the type of EBV. EBER in 
situ hybridization, LMP-1 protein immunhistoehemistry and polymemse 
chain reaction (PCR) specific for the LMP-1 deletion and the EBV 
subtype was applied for EBV analysis. 
Results: EBV was detected in H-RS in 35157 (61%) mexican HD. 
Surprisingly, the LMP-1 gone deletion was found in 28/35 (80%) EBV- 
positive HD and in 73% of the reactive lymph nodes. 10/26 HD cases 
were infected by type B EBV (38%) as compared to t0/19 (53%) in the 
reactive lymphoid tissue. All the 20 cases associated with type B, 
whether  neoplastic or reactive, displayed the LMP-1 t e l  gone 
configuration. 
Con�9 EBV-positive HD in Mexico shows ave ty  high incidence 
of both the LMP-I deletion as well as type B EBV as compared to 
reports from other regions. The similar frequency of these genotypes in 
reactive lesions, however, indicates that this reflects their prevalence in 
the Mexican population rather than a tumor-specific phenomen. 
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NEW MONOCLONAL ANTIBODIES REACTIVE AGAINST HODGKIN'S CELL 
LINE KMH2. 
Baner~ee, D., Karim, R. 
Dept. of Laboratory Medicine and Pathobiology, University 
of Toronto, Princess Margaret Hospital/0ntario Cancer 
Institute, Toronto, Canada. 
Aims: To develop and characterize new murlne monoelonal 
antibodies against a Hodgkin's disease cell line KMH2. To 
determine whether these antibodies reeognlze antigens other 
than CD30. 
Methode~ Four new monoclonal antibodies of lEG type (R9.14, 
R23.I, R24.1 and R26.9) were developed against cloned KMH2 
cells by standard hybridoma techniques, The purified 
antibodies were tested against Hodgkin's disease (liD) cell 
lines, anaplaetic large cell lymphoma (ALCL) cell lines, 
several leukaemia and lymphoma lines and PHA-actlvated 
T cells. 
Results: All 4 antibodies label Hodgkln's cell lines KMH2, 
L428 and anaplastlc large cell lymphema cell lines DEL and 
JB. R9.14 also labels U937 cells, whleh are CD30 negative. 
None of the antibodies label other CD30 negative cell 
lines. All four label Reed-Sternberg (RS) cells in frozen 
sections of Hodgkin's disease biopsies. Only R24.| and 
R26.8 label RS cells in formalln-flxad tissue. None of the 
antibodies label PHA-aetivated T cells even during the peak 
CD30 expression of PHA-activated blasts. 
Concluslons: The four new antibodies recognize cell surface 
antigens, which are probably dlstlnet from CD30. Two of the 
antibodies rscognize formalln-reslstant epitopes. The 
antigens they recognize are not expressed by activated T 
cells, unlike CD30. Despite the distinction from CD30, the 
antigens recognized by the four antibodies show limited 
distribution in ND, ALCL and acute monocytic leukaemia cell 
llna U937. 
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Pathological and clinical characteristics of 76 tlodgkin's disease (HD) 
patients nds|ncluded in a lymphoma protocol (I,NH87) 

D Caz~s-Hatem, M Andre, N Mousier, M Divine, F Burger, Y Kemeis, J Bri~re. B 
QucsueI, Ph Gaulard, J Diebold. Groupe d'Etude des Lymphomes de I'Adulte (GELA). 
Hrtel Dieu, Paris, France 

The REAL classification defines clear criteria to distinguish NHt. and HD aml 
identifies a pnwisionual entity placed on the I~der between the two di.w.ases, the 
anap"lastte 'large-ceU lymphoma-hodgkm-like (AIi~L-HL). However, the reality of the 
ALCL-HL entity is now debated. Between 1987 and 1993, 76 out of 2855 lymphomas 
mclud,t in the LNH87 protocol as NIZL or ALCL-HL, had diagnosis rectified to HI) 
after revisions m~d complete immunohistochemistry (,applied on p a r ' a l ~ n - r  
mcttons wltn t.t)Sll, CDI3, CD211, CD3, CI.)a,5, Cl..,w,.~, 'IItM, ~t~Hg, LMP, Eivi,~, 
ALKI antibodies). The purpose of our study was (i1 to ,analyze the various histological 
pitfalls encountered, and (ii) to follow the surviv',d of these 76 pauents ai"lecmd with HD 
and treated initially with NHL regimen.s, 

Amoug the 76 lympbomas, 46 were easily r t ~  as HD after one revision 
(Group A). The diagnoses of the 17 ALCL-HL (Group B) and the 13 T-cell NHL (Group 
C: AILD: 5, lymphoepithelioid: 4, others types: 4) were re~Xified to lad 'alter a second 
revision and completu immunohistochemistry. None was ALKI positive. These 76 HI.) 
were cla.~sified according to Lukes classification and BNLI grading as follow : 

Grous 

Type l 
Type 2. iaterfollicular 
Type 2, grade I 
Type 2. grade II 
Type 3 
Type 4 
Uachtssified 

A I) (2 

2 0 0 
6 0 4 
13 0 2 
15 15 1 
5 0 5 
0 f3 0 
5 2 t 

The main clinical characteristics were : mediml age : 37 (range : 16-83), stage 1 : 
7%, 1[ : 49%, IT/ : 9%, and IV : 35%, B symptoms : 52% .~,*d bulky mediastinum : 
21%. According to EORTC index for stage [ ,'rod It, 35% were tavorable ,and 65% 
unfavorable. For advanced stages, the International Prognostic Score was <-2 : 21%, 3 : 
30%, 4 : 49% and _>5 : 9%. Filly-five percent of the patients completed the full NHL 
treatment according to the LNH87 protocol : the 5-years DFS was 53% ,'rod the 5-years 
OS was 76%. 

Mains pitfalls fixumd on difficulties to differentiata HD (type 2 interfollieular ~r~I 
type 3) from T-cell NHL on one hanO, and HD (type 2 grade 2) from ALCL.HL on the 
other h~md. At.CL-HL subtype was overdiagnosed, because of m~clear and subjective 
c~tcna, 
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GRADING OF INVASIVE BREAST CANCER IN FROZEN 
TISSUE SAMPLES 
Kronavist. P., Steiner, S., Collan, Y. 
Department of  Pathology, University o f Turku, Turku, Finland. 
Aims: Due to recent developments in diagnostics of  breast cancer 
tumors are today detected earlier and smaller in size. Therefore, there 
may not be enough material left for formalin-fixation atter pemperative 
diagnosis on frozen sections. Frozen section diagnosis is generally 
considered very reliable but more detailed interpretation of  frozen 
sections may not be sufficiently reliable and reproducible. We set out to 
evaluate the morphological changes caused by freezing during tissue 
processing in histological malignancy grading of  invasive breast cancer. 
Methods: We studied frozen and non-frozen formalin fixed paraffin 
embedded samples of  18 eases of invasive breast cancer. Features 
associated with breast cancer grading, i.e. nuclear area, mitotic activity, 
and tubular differentiation, were assessed by quantitative 
morphometrical methods. 
Results: Frozen samples had consistently a smaller mean nuclear 
profile area (NPA) than non-frozen samples (mean difference 32.I8 %). 
The frozen nuclei were also less symmetrical and uniform in shape than 
the non-frozen nuclei. Moreover, frozen samples had consistently 
higher mitotic indices than non-frozen samples (mean difference in 
standardized mitotic index (SMI) 65.74 %). Tubular differentiation as 
expressed in fraction of  fields with tubular differentiation (FTD) 
increased by 16.04 % in association with freezing, 
Conclusions: Feature values from frozen samples can be corrected to 
correspond to those of  non-frozen samples by multiplying with the 
following factors: 1.475 (NPA), 0.603 (SMI), and 0.862 (FTD). Our 
results suggest that special caution should be taken when subjective or 
morpbometric grading is practiced on frozen tissue samples. 
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DUCTAL CARCINOMA IN SITU (DCIS) - RESIDUAL TUMOR IN 
BREAST CONSERVING THERAPY 
D_D__eeke__~r T., Obenaus, R.*, KettritzAL**, Ruhnke, M., Schmidt, D., Vorpahl, 
K., Pesehek t l.-G, Moraek, G.*, Schneider, W., 
DPd l. of Pathology, Dpt. of  Gynecology* and Dpt. of  Diagnostic 

iology**, Berlin-Bueh Medical Centre, Berlin, Germany. 
Aims: The complete excision ofthe DCIS as breast censers, ins therapy 
(BCI') should cure this non-invasive non-metastazing lesion definitely. 
Nevertheless local recurrences do appear. 92% of  them result from residual 
DCIS in the breast. We examined tlae influence of  a standardized pathologi- 
cal examination with regard to extension, status of  the margins and grade of  
differentiation of  DCIS on the choice oftrentment. 
Methods: 1096 women were operated becau,se of  unilateral breast carci- 
noms from January 1993 till Deeemher 1997 in the Berlin-Bueh Medical 
Centre. 217 (19.7%) of  the carcinomas were DCIS. Whereas 12 of  these 
patients primaril~ were treated by mastectomy (ME), in the remaining 205 
patients an excismn was performed to attempt BCT.The specimens were 
examined pathologically according to the ,,Berlin-Buch practice protocol" 
developed in 1992. 'Lhtsed on the standardised sampling with consideration 
of the duetal orientation we estimated the diameter of  the DCIS by combi- 
nation of direct measatrinlg and reconstruction. 
Results: Free rescetinn hnes (RI,) including margins of more than 10 mm 
were found in 60 of  the 205 patients with an optmon of  BC'I'. Because of  
involved margh~ in the remaining 145 eases re-operations were necessary. 
The following DCIS sizes were delcrmined from the.prhnary exeisional 
specimens and re-excisional specimens (RE), respcetwely: A.) < 11 ram: 26 
cases (21,7%) B. ) 11-25 ram: 32 cases (15,6%) C. ) 26-40 mm: 11 eases 
(5.4%); D. ) > 40 ram: 136 eases (66.3%). REs were necessary only in DCIS 
with diameters over 16 ram. In 9 cases of the groups B and C free RI,s 
(including a 10 mm margin) could be reached by RE. In all 136 patients of 
the group D this could not be reeelaed. Therefore ME was recommended to 
them. In the ME specimens of  all these cases an involvement of at least one 
additional quadrant and/or the central gland has been proved. There was no 
significant statistical relationship between the grade of  differentiation and the 
size of DCIS. Finally 136 (66,3%)women out of  the primary BCT group of 
205 patients were advised to undergo masteetomy. On the other hand 69 
(33,7%) of  the 217 patients with DCIS were treated by definitive Bcr .  
Conclusions: Involved margins do indicate residual DCIS in the breast and 
so they imlaly an indication for RE. The extension ofa  DCIS area over 
40ram in d'mmeter means a high risk of involvement of more than one qua- 
dram of  the breast and represents a contmindication lbr B c r .  Prerequmsite 
for such therapeutic decision making is the standardized examination of  the 
exeisional specimens by the pathologist ms a member of  the breast t ea~  
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~ TRADUCTAL CARCINOMA AND INVASIVE CARCINOMA 
ITH EXTENSIVE INTRADIJC'fAL COMPONENT OF THE 

~ REAST. .~ 
iardina C., Lepore G:, l'ennella A,  Serio G., Dalena A.M., Lettini T., 

l~iceo RI 
llnstitute.of Pathological Anatomy, University of Bari and DI(IAMMA ~ 
Research Center, Bail ITALY. 
Aims: Nuclear pleomorphism is a fundamental feature for evaluating the 
aggressiveness grade of  intraductal carcinoma (1DC) of  the breast. In this 
Study we pertbrmed a comparison between nuclei of pure IDC and 
infiltrating carcinoma with extensive in situ component (ISC) in order to 
anderstaad if these are different entities or the same entity observed at 
di ft~rent time of  its evolution, 
Materials: 10 cases of  pure IDC and 10 of invasivc carcinoma with ISC 
were selected. The case selection was independent of a grade 
l~reelassification. For each tumor we studied 30 nuclei in the first group 
and 30 nuclei of  ISC and 30 nuclei of invasive component (IC) in the 
second group. A total of 900 nuclei was submitted to SAM (Shape 
Analytical Morphomctry) procedure, with allows to express numerically 
not only dimentions, (area, ~rimeter, diameter) but also nuclear contour 
irregularities and nuclear shape distorsions, Statistical comparisons were 
carried out between nuclei of: (I) IDC and ISC and (2) 1C of infiltrating 
carcinoma, and (3) helwcen ISC and IC of this last. 
Results: Mean values of  area, perimeter and diameter of nuclei were 
Statistically higher (p<0.001) in pure IDC than in ISC and in IC of 
infiltrating carcinoma. Parameters related to nuclear contour irregularities 
and to shape asymmetry showed statistically higher values (p<0,001) in 
nuclei of infiltrating carcinoma, both in ISC and in IC. No significant 
differences between nuclei of  ISC and IC of  infiltrating carcinoma were 
observed. The same results were observed when the comparisun was 
restricted to a subset of eases considered "poorly differentiated" according 
t~) llolland classification (4 cases among IDC and 5 eases among 
infiltrating carcinomas) 
Conclusion: these results show the existence of  morphologic differences 
between IDC and ISC of infiltrating carcinoma which can he expression of 
their ditTcrent biological behaviour 
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HYALURONAN IN PERITUMOURAL STROMA AND 
MALIGNANT CELLS ASSOCIATES WITH BRFAST CANCER 
SPREADING AND PREDICTS SURVIVAL 
Kosrna. V-M.*. Auvinert, P.**, Parkkinen, J.*, Tanuni, M.***, Agren, 
U.***, Johansson, R.**, Hirvikoski, P.*, IL~dinan, M.****, Tmaral, 
R.*** 
Departments of Pathology and Forensic Medicine*, Onoology**, 
Anatomy***, Surgery****, University of  Kuopio and Kuopio University 
Hospital, Kuopio, Finland. 
Aims: The purpose of  the study was to evaluate the expression of  
hyalurouan (HA) in breast cancer specimens. 
Methods: The Io~dization and signal intensities of  HA in peritumoural 
strvma and carcinoma cells were analyzed in 143 ~ b e d d e d  
tumour samples of  human breast carcinoma using a biotinylated affinity 
probe containing the HA binding domain of  cartilage aggrecan and link 
protein. 
Results: In the immediate peritumoural stroma, the HA signal was 
moderately or strongly increased in 3 9 e  and 56% of  the cases, 
respectively. Normal ductal epithelium showed no HA, while in 57% of  
the tumours at least some of  the carcinoma cells were HA positive. The 
intensity of  stromal HA signal and the presence of  cell-associated HA 
were both significantly correlated with poor differentiation of  the 
tumours, axillary lymph node positivity and short overall survival of the 
patients. In Cox's multivariate analysis both the intensity of  the stromal 
HA signal alone and that combined with the HA positivity in tumour cells 
were independent prognostic factors for overall survival. The latter 
achieved the same predictive power as tumour size, nodal status and age, 
and was dearly higher than other commonly used indicators e.g. the 
presence of  estrogen and progesterone receptors. 
Conclusions: The aceumulation of  HA in malignant cells and adjacent 
stroma was strongly associated with the invasive potential of  tumours and 
poor outcome of patients, predicting that HA is directly involved in the 
spreading &breast cancer. 
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LOSS OF PTEN EXPRESSION IN DUCTAL CARCINOMAS OF 
THE BREAST 
~L-~, W3.4e~, L-P. ', SOQg ~ ~, Ziebu[d U. ~. Thakom K. t, Dlh~ P.LM. 1 Xomminoth P. 2, L~ J.A. s 
Molli$1m L.M, ' ,  Muacr O. ~ Eras C. 
D~a-Fm'i~ Canc~ Institute, Hmward Mofli~fl School, Bostol~ USA and Human C ~  ~ program, 
Ohio S ~ e  Uniwrliry Compmhmsive Carm~ Ccm~. Columbus. USA~; Dep. of Pathology. University of 

a 4 ZUrich. S w i ~ h m d  ; Dep. of l~bu lo~  sad Pm~timr/r Quze~'s Univ~ 'y .  King.on. Camu~ MIT, 
Boron, USA~; Dep. of Pathol0gy, Brigham tad Women's HospitM, Hlmaud Medi~i School. BOa.On. USA* 

Aims: Germline mutations of  the recently identified tumor suppressor 
gene PTEN (10q23.3) are found in Cowden syndrome which is 
associated with an increased risk for breast cancer. Loss ofhetero- 
zygosity (LOH) of the PTEN region is frequent m sporadic endometrial 
cancer, glioblastoma and breast cancer. Unlike in cndometrial carcinoma 
and glioblastoma, only a minute fraction of breast carcinomas have 
intragenie mutations in the re-rosining PTEN allele. The aim of the study 
was to examine ifPTEN expression is altered in sporadic breast 
carcinomas and if there is a correlation with LOH on 10q23.3. 
Methods: LOH analysis ofpolymorphio markem flanking and inside 
PTEN of  33 sporadic ductal breast carcinomas was performed. Intragenic 
mutations have been excluded by SSCP and direct sequencing. PTEN 
expression of these tumors was examined by irnmunohistochemistry. 
Results: I I tumors (33%) had complete or partial loss of one PTEN 
allele, 22 (66%) were hetcmzygous. Immunohistochemistry showed that 
5 tumors had no PTEN protein detectable, 6 had a dvvrensed immune- 
reactivity while 22 showed strong expression of  PTEN. All the 5 tumors 
without detectable PTEN protein had LOH of  one PTEN allele, 83% 
(5/6) tumors with reduced PTEN staining had LOH of  PTEN while only 
5% (1/22) tumors with strong PTEN expression had LOH of  one allele. 
Conclusions: Loss or reduction of  expresaion of  the tumor suppressor 
PTEN is a relatively frequent event (33%) in sporadic ductal breast 
cancer. LOH seems to be an important mechanism of  PTEN-inaetivation. 
However further rnechanlsms as hypermethylation of  the remaining 
PTEN allele or it's promoter, decreased protein synthesis, increased 
protein turn-over or other must be responsible for the observed eomplete 
loss of PTEN expression. 
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Underexpression of p27 protein is as.~ociate with more 
aggressive phenotype in mammary carcinoma treated with 
adyuvant  chemotherapy. 
I~.Fresno. M. Martin, M. Hen'eros, J.M. Roddguez* 
Servieio de Anatomia Patol6gica I y Ginecologia (*) 
Hospital Central de Asturlas. Universidad de Oviedo 

AIMS: P27 is a ( 'DK inhibitor protein of  cell ciele which loss o f  
expression has been related with worst clinical outcome in breast 
carcinoma, specially in lymph node negative patients. 
Our aim is to study this protein in a group of  patients with high 

rc'currence risk treated with chemotherapy before and after surgery. 
METHODS: One hundred patients were evaluated. Thirty tbur pattens 
were treated with neoadyuvant quimiotherapy ( before surgery) and the 
rest with coadyuvant therapy (after surgery), We use a monaclonal 
anlibody to p27 (Dako, clon SXx53g8) and n biotin- avldin complex 
immunohistochemistry technique, lmmunohistoehemical results were 
compared with classical clinical and mofphologic parameters and with 
overall and disease flee survival (median follow-up: 72 months) 
RESULTS: 23 tumors (23%) showed strong p27 expressi6n ( 100% of  
positive cells) and 26 (26%) moderate expression. In these patients, p27 
cxpressi6n (strong and moderate) was correlated with RE positivity 
(p<0.001).  Althoug we observed a higher expression in low histologic 
grade (p=0.6) and smaller tumor there was no statistical significance. 
Only strong expression of  p27 was related with better overall survival. 
CONCLUSIONS: t Jnderexpression of  p27 protein was observed in more 
aggressive phenotype ofehemotbemy treated breast carcinoma and may 
have potenelal use as a new predictive factor in the management of  breast 
cancer, 
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E X P R E S S I O N  P A T T E R N  O F  AP-1 ( A C T I V A T I N G  
P R O T E I N - I )  P R O T E I N S  IN BRE AS T  C A N C E R :  
CORRELATION OF FOSB AND FRA.1 E X P R E S S I O N  
WITH HORMONE RECPTOR STATUS A N D  
D I F F E R E N T I A T I O N  
Ana-Maria Bamberger*, Carola Methner*, Carsten St,~tler*, 
Heinneh M. Schulte**. Thomas I_6ning* and Karin Milde-Langosch* 
Dept. of Gynecopathology, Institute of Pathology*, Univ. "Hospital 
E.ppendoff and IHF**, Institute for Hormone and-Fertility Research, 
Umversity of Hamburg, Hamburg, Germany 
Aims: In the present study, we investigated the expression of 
members of the AP-1 family of transcription factors (e-Jun, JunB, 
JunD and c-Fos, FosB, Fral and Fra2) in breast tumors (n=53). 
Methods:  Western blot analysis using antibodies specific for each of 
the AP-1 family members was employed. The tumors were also 
characterized with regard to grading, staging, histology, steroid 
receptor expression status and e-ErbB2/neu expression. For 
comparison, normal breast tissue samples and human breast cancer cell 
lines (T47D and MDA-MB231) and the transformed human breast 
epithelial cell line HBLI00 have also been analyzed. 
Resul ts :  For c-lun, JunB, c-Fos and Fra2, a relatively uniform 
expression pattern without significant differences between the tumors 
was observed, JunD protein amounts varied strongly in the minor 
specimens. FosB expression levels also varied strongly in the tumors 
showing weak/absent expression in 47% of the tumors, while 45% 
exhibited strong/very strong levels of expression, While none of the 
other AP-I family members showed significant correlations with 
elinico-pathologieal tumor parameters and receptor status, expression of 
FosB was found to significantly correlate with positive steroid hormone 
receptor status (in the tumors and the eeU lines) and a more 
differentiated tumor phenotyl~. Expression of two Fra-l-specific bands 
of molecular weight 33 and 36.5 kDa showed a significant negative 
correlation with FosB expression, as well as with estrogen receptor 
status arid differentiation. 
Conc lus ions :  We conclude that strong differences in the expression 
pattern of AP-I family members are present in breast tumors and certain 
members of this family, such as FosB and Fra-l,  might be involved in 
the pathogenesis of these tumors. 
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EXPRESSION OF CYCLIN DEPENDENT KINASE INHIBITOR PROTEINS 
P27 k"' AND P21TM IN I.OCALIZED INVASIVE DUCTAI, CARCINOMA OF 
TIlE BREAST 
HP Kourea. A Koutnts. MN. Marangos. V. Zolota, E. Tzornkor H. 
Katofonos 
University of Palms Hospital. Putras. Greece 
Introd.uetion: The KIP family of cyclin-dcpendcnt kinase inhibitors (CKIs) 

inclndes P27 t:" and P21 war;. These proteins arc negative cell cycle regulators by 
inactivating the complexes of eyclins-.cyelin dependent kinases 2. 4 and 6, which 
function in the GI and S plmses of the cell cycle. We investigated the eonoamitant 
patterns of expression of P27 ~'  aad P21 w~" in a liomogencons series of Iocali/~-xt 
invasivc ductal br~tst ~trcinoma and tgljar162 normal breast tissn~ arid correlated 
th~se findings with the standaKl eiinicopathologic parameters and outcome.. 
Me_lhnds: ~venty TI and T2. Nit, Nil} invasivc ductal breast carcinomas were 
reviewed. Normal and neoplastic fornmlin-lixed, paral'finembedded tissue from 
each ca~ was sludied by. immunohistocl~misl~', nsing antibedies to p27 ~'n' and 
p21 wr, v: Ihe r&mlts were eslimatcd its positive if >1- of 5(Wa or 5% of Iomor noelci 
showed immunoreactivity for P27 k~e and P21 wa~. resl~ctivcly. Statistical analysis 
invesligatod Ihe difference ia p21 w^v and p27 ~'w expression belwcen henign and 
neoplnslic tissue and their correlation with tumor sile. grade attd oetconm 
Re__sults: 1727 ~" exprcssion in tumor and normal tissac was 44% and 54% 
rcslX.'ctively Tile difference was statistically stgnificamt Iwtl.02) p~I v'^v was 
expressed in 69% o1" tumors bul was lacking from Ihr benign epilhelial lissnes. The 
Iwo proteins were simnltaneously expressed in 30% of the tumors. AIIhough loss of 
p27 g"' expression was significantly asSocialed with higher tumor grade (p~0.002), 
there was a trend for longer disease free survival for tumors lacking p27 ~:" 
(p-O.lt54) p2I T M  expression was not associated significantly wilh minor si/,c, 
grade or oulconle or with p27 ~al' expression. 
('0nr Althougli invasive dllctal carcinomas lend to tose p27 t'"" and acquire 
p21 w~ expression compared In benign brea.st epithelinm, no significanl association 
between the expression of these proteins is identified in Ihe neoplaslic tissues. In 
localized, ~lrly stage duchfl breast carcinonms, loss of p27 s~r' does apt apl~ar Io 
adversely affeel prognoms, unlike previous reporls of ~ries including neoplasms of 
all stages Loss of p27 ~"' is correlated with higher lumor grade in cady stage breasl 
carcinomas, p21 w~ expression is no. associated with slandard pathologic 
I~|ratnetcrs and outcolne in this tunlor stage 
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SELECTION OF LYMPH NODE NEGATIVE UNFAVOURABLE 
PREMENOPAUSAL BREAST CANCER PATIENTS FOR AIMUVANT 
SYSTEMIC THERAPY CAN BE DONE BEST BY THE MITOTIC ACTIVITY 
IND~  O r ~  
LP.A. Baak~ a_, P.J. van DieQ:, J.L. p~crsr and other I'vl/v~IC'P ~Ual~rators 
I ~  of Patbulo~', Medical Center Alkmaar ~, and Free Uni,,'~sity Hospital of 
AnmenJam ~ and Antoni van l.,m.,vamlr~t ~ U d  ~', Amsterdam, The Netherlands 

Breast cancer is an inareasingly imlmnaat ta:alth care problem. Progn~is can be 
i ~  by means of adj~am therapy but the o n e ' - a g u e  NCl advice tO treat all 
~mph node (=L~ n~ati~e patimts with aajuvam ~ (AC'I~ is aa  

Accurate prognnstie factors should be used to identify LN-t~gatiw, yet high 
risk breast cam~ laltieats for systemic adjunct ~rtal~ent. 
Since 1975, a large number ca' ~ i ~  ~ o r s  has been ~ like 
oestrogen and irmgcsteam~ race, or (OR, PR), DNA ploidy, p53, neu, p21, apoptnsis. 
nem, a.umlati,mt~n, Rb, PAId, c a t l~ . -D  and maay others, next to cL't.~ical ~ctors 
ar..h as minor diameter atrl grade. 
It is ~ to ntXe.~ howev~, that Good Laboratory Practice ((R.P) sets amain 
conditions to a prognostic laboratory test, bdore it can be used ~tdnely in clinical 
practice. Only very few rt~v la"ognostie factors that ever have been proposed, fu.l~l all 
tlx~ criteria. 
It has Imm s_hown by many im, taigators thin f ~  as~-,,.i~l_~ mlh lrmlifca'ation are 
arong ~ progaostie faetorg also ia 12q-a~atlve l~ieats. This is ~-imially 
true for the Mitotic Activity Index tM~). ~ m~tiemt~ r~a~elive 
reprodua~lity of the MAt in the national pmqm~ive Dutch Idulti~at~a- Ivlo~hom~ric 
Mamma~ Carcinoma Project (MMMCP) is very high (Kappa >0.9O for all center~), 
eomrasaing the low reproducibility of grade (Kappa <050). In the MMMCP, nearly 
3,500 patients have been enrolled in 1988 and 1989 and of these, 600 patients were LN- 
~egative and prmneno~mal. The 19~ im~im 8 year san,~d of LN-negafive MAI >_.I0 
patiea'~ is the satin ~,s paliems with 1 or 2 Ime, ifi~ lymph nodes (64~ ctmtm.~ng 97% 
in LN-negative MAI <10 patients. Multiple tegre,~ion also sh~vod that the MAI is the 
str~gest pm~nstic ~actor ia the L~-n~adw psticm~ also in relevant ~ .  Thus, 
MAI <10 veasus >I0 "explains" all the l ~ e  information eontairaxl in t~daer 
prognostic features (like toraour diaraet~', grade, type, OR). 
Calojlations learn that the expeetod gain in expected lives savod as a reaflt of ACT, is 
highest ff patients are sekaed on the basis of MAi >tO. It therefore is best m seleta 
patienls for adjuvant sygemie therapy m't the bnsis of MAI > 10. 
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SPORADIC AND FAMILIAL BREAST CANCER RELATED TO 
BRCAI. HISTOLOGICAL AND IMMUNOHISTOCHEMICAL 
STUDY. 
Pere, z A., Martorell M., Blesa J., Maraneh6n F., Salvador I. 
Dept. of  Pathology. Hospital General Universitario, Valencia, Spain. 
Aims: To examine the pathological differences between sporadic and 
familial breast cancer with and without known BRCAI germline 
mutations previously studied by Protein Truncation Test (PTr), 
Conformational Sensitive Gel Eleetrophoresis (CSGE) and direct 
sequencing of genomic DNA. 
Methods: 22 breast tumors (10 sporadic, 12 familial) with known 
BRCA1 gene status were studied. Histological type, grading and TNM 
were known in all eases. Standard immunohistoehemieal study on 
paraffin embedded tumoral samples was performed, using the 
following primary antibodies: Estrogen (ER), Progesterone (PR), P53, 
Cathepsin D, bcl-2 and c,-erbB-2 (from DAKO, Denmark). 
Results: lnvasive duetal carcinoma was the most common type both in 
familial and non-familial eases. Four of the 7 familial eases with 
BRCA1 germline mutations were of the medullary type. High mitotic 
coums, great nuclear pleomorphism and low tubular differentiation 
were more frequent in familial cases with known BRCAI germline 
mutations. 
lmmunohistochemieal profile of familial cases was ER-, PR- and low 
bel-2 staining, p53 and e-erbB-2 were positive in high grade sporadic 
and familial tumors. 
Conclusions : Familial tumors with BRCA1 germline mutations are 
high-grade tumors and do not express positivity with ER, PR and bcl- 
2 antibodies. 
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IMMUNOHISTOCHEMICAL INDICATORS OF PROGNOSIS 
IN EARLY (T1NOM0) BREAST CARCINOMA 
Frkovid-Grazio S, Bra~ko M 
Dept. of Pathology, Institute of Oneology, Ljubljana, Slovenia 

Aims: This study was undertaken to evaluate the prognostic utility of 
various immunohistoehemical markers in early (T1NOM0) breast 
carcinoma and their relative value with regard to traditional prognostic 
factors (tumor size and grade). 
Methods: The immunohistoehemieal (IHC) expression of 
eareinoembrionie antigen (CEA), e-erbB2, p53, bcl-2, estrogen (ER) 
and progesterone (PR) receptors and MIB-1 counts were assessed on 
paraffin-embedded tissue from 278 early breast carcinomas using 
commercially available antibodies. The results were correlated with 
cancer specific (CSS) and metastasis-free (MFS) survival in uni- and 
multivariate analysis. The median follow-up was 12 years. 
Results: Whereas tumor size and patient age were not related to 
prognosis, histologie grade (assessed according to Nottingham scheme) 
showed a strong association with DFS (P=0.02) and CSS (P=0.0002). 
Among the IHC markers, p53, bel-2, ER and PR were not related to 
prognosis. Patients with tumors having <10% MIB-I+ cells had 
significantly shorter MFS (P=0.005) and CSS (P=0.02). Expression of 
CEA and c-erbB-2 was associated with shorter MFS (Pffi0.005 and 
0.009, respectively) but not with CSS. In multivariate analysis, MIB-I, 
CEA and c--erbB-2 were independent prognostic factors for MFS, 
whereas histologie grade and CEA were the only factors influencing 
CSS. 
Conclusions: Our results suggest that in T 1NOM0 breast carcinomas, 
IHC assessment of CEA and e-erbB-2 expression and MIB-1 counts 
provides important prognostic information in addition to that obtained 
by determination of histologie grade. 
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BRF.AST CARCINOMA IN I ~  YOUNG WOMEN. A NEW 
I ~ O H I ~ C A L  PROGNOSTIC lNDEX 01"{Pl) RELATH) TO 
THE TUMOR s r ~  
Ca.ena L Pelayo A*, Dfaz de Otazu R ~d  Fafifia J*. 
Dre~ P~aogy, r t s ~  Txagar~ V, aia and ~ CYmico*, Ma,~ Spa~ 
Ahm: Brmst Duclal Irrcash,e Cardnoma in yotmg wonma is d~s~ically wJated to a 
poor prognc~ Ttmor s ~  his~logic~ g r ~  md lymph node s~e  and four 
i m m t m o ~  fact~ (c-eeoB-Z p53 md cSrogm and progeSrmae recepms) 
are ~dicd tclaled tn the ~ and to file disease flee relapse. 
~ I 0 8  crees ot breast ductal catdnoma in wcmma 35 yearn old or less, were 
studied, followed frcrn one to 18 yea~ The immmcYaimxa'mnical markers were: c- 
efoB-2 oncogene (Fx)sitive: score 1, segalive: 0); p-53 sut~pms)r gerie (l:X~'tive: saxe 
~; ~ v e :  0); ~ (pmi~ve: score ~, nega~: t)~ md PR (pmi~. scorn ~, mg~ive: 
I). To c~ain the Immmx~d,.~dm~cal Prognoslic Index (IHPI), II~ scores ~r  eada 
facet me ~ded tc~et~r, giving a pcesble t~al of 0-4 p o ~  3bee p m s a ~  grades 
are alloca~l: 0-1 p:~nls: grade 1- good prognosis (n=32 cases); 2 p o ~ .  grade 2- 
mo6~e progress (n=23 crees) md 3-4 poim gra~ 3-V~ pmgnoss (r~-53). 
l~m,v,n:'rm Kaplm-Meier g.Lrvival analysis has demomaated its prt:gn~c 
usefulness for Se werall stavival md f~- the disease free savival, with a highly 
significant (.dfft~u~c~s be~wum the three groups of ff-IPI 0og-r~lc p<0.0~01 in both). 
In lhe study of the influenoe of t~e I/-IPI in eada group of ttanor size(g2 an, >2 y 
KSwn ard >Scm), it was observed that the IHPI vas veay useful in ~e stnvival 
prediction ofthe tumws < 5 cm (p=0~001~ but sot in the >5cm.qhe best multivmSate 
modd in d~t sedes is ~e combimlim of ttraor size 0") and RqPH. We ~ 
the following ca~gorieg 1: T~2cm and good-moderate IHPI; 2: T 2-f~5~m and gxxl- 
moderate IHPI; 3: ~ and poor IHPt and 4: T>5cm with any IHPL The four 
ca~vnes pmmt high significaat differenc~ in the omaU stnvival md in ~e ~eme 
free ~ k ~ - r ~  p<0.00m). 
~ q ~ e  sady of ~e I m m ~  Pmgnc~c ~ e x  in yomg 
pat~s with hmst Duc~ k~asve C~ximm has a high r ~ o s a :  v ~  It is ve,y 
useful in re'nora sized < 5 a'n m:l espcdally in Ihose < 2an. In ttrnots > 5 cm, the 
IHPI ha~ no ~gm~ influmce, bdng ~ ~ i~If ~best progn~c~ 
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PREDICTORS OF AXILLARY NODE STATUS IN T1 BREAST 
CANCER: A MULTIVARIATE ANALYSIS OF 1075 PATIENTS. 
Riceardo Arisio 1, Paola Cassoni 2, Anna Sapino 2, Grazia Accinelli 2, 
M.Consuelo Cuccorese 3, M.Piera Mane 3, Luisella Righi 2, Oianni 
Bussolafi 2 
~De~t. of Pathology Sant'Anna Hospital; 2Dept. of Biomedical Sciences and Onc, ology 
and Dept. of Gynecology and Obstetrics, University of Torino. Tofino, Italy 
Aim: The value of axillary dissection in the management of T1 breast 
cancer is controversial. To evaluate which of the routinely used 
morphological, clinical and immunophsnotypical parameter can be useful 
to selcct patients with high risk of node metastases we studied 1075 
invasive breast carcinomas smaller than 2 cm (pT1) with known lymph 
node status. 
Method:  The parameters considered were tumor size, grade, vascular 
invasion (VI), multieentricity, patient's age, hormone receptor status, 
immunocytochemical expression of p53 and of c-erbB2 and angiogenesis 
(CD31 positive vascular spaces). 
Results: 374 patients had positive lymph nodes (N+) (34.8%). For the 
entire population, univariate analysis showed that N+ was significantly 
associated with VI (RR= 4.1 (3.1-5.5)), grade 2-3 (RR= 2.2 (1.6-3.0)), 
multicentrieity (RR= 2.3 (1.4-3.8)), angiognoesis >100 microvessels/sqmm 
(RR= 1.4 (1.1-1.9)), age under 50 years (RR= 1.5 (1.1-2.0)). In 
multivariate analysis the parameters independently correlated with nodal 
status were: VI (p<0.0001), multieen~city Qe<0.0001) and age under 50 
years (p<0.0001). Under 50 years of age 40.4% of patients were N+ 
whereas from 50 to 70 years 30.8% of  patients wea'e N+. In both group, 
tumor size, VI and multicentricity were the mort important paramenters 
correlated with N+. 
Conclusions: These data showed that r  on histological 
section, vascular invasion mo~hell~tfoltlty searched on standard 
haematoxylin eosin stained slide~, lnd  um at' nlulticentrieity are the best 
predictors of lymph node metasomel, Ale  1~1 an important independent 
factor and suggests that in patients over 50 year old with unicentric small 
tumors without VI, the node status is likely to be negative. 
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EXPRESSION OF aFGF AND FGFR-4 1N BREAST 
FIBROADENOMAS 
Sessa F., La Rosa S,, Bernasconi B., Broggi B., Furlan D., Cerutti R., 
Tibiletti M,G., (~anella ~, 
Dig. of Clinical and Biological Sciences, University of lnsubria,Varese, Italy. 
Aim: Fibroadenomas (Fas) are breast lesions, more commonly found in 
young females. They are classified as a benign neoplasm but a 
hyperplastie state or an abnormal lobule development has been suggested 
b~ause of hormonal dependency, regression in older age and the 
observation of polyelonaliW in their epithelial and stronud component. 
aFGF is a well known fibroblast activator, ecting through FOFR.-4. The 
aim of this study was to compare the aFGF-pr~e~ expression with the 
presence of aFGF-mRNA and FGFR-4 in order to understand their role 
in the growth of Fas, 
Methods: Using immunohistochemistry (IHC) and in sito hybridization 
(ISH), formalin fixed and paraffin embedded tissues from 18 breast 
fibroadenomas have been investigated for FGFR-4, aFGF-proteins and 
aFGF-mRNA detection. For IHC the ABC-method was employed using 
specific anti-aFGF antibodies (UBI, Lake Placid). For aFGF-mRNA 
detection by ISH aspecific antisense oligonucleotide biotinAabeled probe 
(Biognostik) was used and revealed by tyramide amplification method 
(Gen Point Duke). 
Results: Immunoresctivity (IR) for aFGF was observed in the epithelial 
component of 18 Fas. IR for FGFR-4 was ohserved in epithelial and 
stromal component of all cases under study, aFGF-mRNA by ISH was 
found in epithelial component of all 5 cases investigated. Myoepithelial 
cells found in Fas were negative for aFGF, FGFR-4 and for aFGF- 
mRNA. 
Conclusions: The expression of the aFGF in epithelial cells and FGFR-4 
in both epithelial and stromal cells suggests a paracrine/autoorine 
function of these two proteins in the growth of breast Fas. aFGF-mRNA 
detection by ISH only in epithelial cells confirms that aFGF is synthetised 
by epithelial component &breast Fas. 
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HISTOSTEREOMETRY AND ULTRA LOW ANGLE X-RAY 
SCATTERING: NEW NONINVASIVE MORPHOLOGICAL 

DIAGNOSTIC METHOD OF BREAST CANCER. 
Avtandflov, O., Barsanova, T., Dembo, A., Lazarev, P.. Paukshto, M, 

Shkol'aik, L.  Zavrafivants. O. 
Quanta ~sion In~, San Mateol CalO#ornia; USA 

Ultra Low Angle X-Ray Scattering (ULAX) was suecessftdly applied to 
stmcUn.al molecular analysis of  mu~as, muscle and cornea in 
experime~s. Histostereom~ry in complex with ULAX provides the 
opportunity to in vivo reveal pathological struetm~ ch.-,,es in the 
organs. 
Aim of present study is comparative patho~rpbological and ULAX 
sUucnlral analysis of breast benign and malignant diseases. 
Methods: 1018 samples (Sx2x2 mm fragments) of breast tissue were 
obtained dm'ing the surgical treatment from 509 l~Rients. Samples were 
studied by L/LAX ('X-ray diffractometer), histologically (standard 
teetmique), and histostereometricafly. Sta th tk~  m~J~ods were used to 
correlate the ~x'taring and tissue ~*-~ 
Results: The scattering data of  ~iflaelium, conaeetiw and. adipose tissue 
oftbe samples with "normal " r~amm~ry gland tissue were different from 
the samples with benign and mali on , , t  breast diseases, for t ~ m p l e  range 
of  Im'iods of  molecular stnaeture for adipose tissue for "normal" tissue, 
fibrocystie disease and fibroadenomas was 46-83 am, and 241-275 nm for 
cancer. Mean valt~ of integral scattering intemity d ~  h the series: 
fibrocystic disease, fibroadeaoma, noniavasive carcinomas, invasive 
lolxdar carcinoma, and invasive duetal era'cinema. S ~_~ ing  
recogn~ion code was produced with diagnostic sensitivity better than 
92% - close to biopsy metliocL 
Conclusions: Present data led us m believe that different tissue 
components have distinct diffraction ~_.~__,rms. Each component's 
dilfraction pattern changes differently under pathological process. The 
study suggests that ULAX is promising noninvasive nmrphologkal 
(structural) diagnostic mettmd for breast caacer. 

183 

O-071 

CHARACTERIZATION OF PI.ACENTAI, INFLAMMATORY 
INFII,TRATES IN MALARIAL INFECTION. 
B.Ferrer, J.Ordi, M.R.Ismail, A.Palacin, P.J.Vcntura, PLAIonso, C 
Menendez., A.Cardesa. Department of Pathology IDIBAPS Hospital 
Clinic Universital de Barcelona, Facultat de Medicina Barcelona, Spain 
Background: A bias towards Th2 responses with suppression of cell- 
mediated responses induced by 'rhl type cytokines during pregnancy has 
been proposed as the cause of the high susceptibility to several 
infections, such as malaria, observed in pregnant women, specially in 
i~limigra~ida~ .M~wphologieal studies of malarial placentas have 
demonstrated an increased inflammatory infiltrate in the maternal space 
but it has not been immunologically characterized 
Aim: To characterize the inflammatory infiltrate in placental malaria. 
Material and Methods: Monoclonal antibodies against T-cells (CD3), 
T-cytotoxic cells (CD8, TIA-1), B-cells (CD20), granulocytes (G) 
(CDIS), monocyte/macrophages (M/M) (CD68) and natural killer (NK) 
cells (CD56) were evaluated in 41 placentas from Tanzania (32 infected 
placentas, 4 acute, 18 chronic, I0 past, and 9 non-infected). 8 normal 
placentas from a non-endemic area (Barcelona, Spain) were atso studied 
Results: In control placentas mean total inflammatory cells per mm ~ in 
the intervillous space was 42.62+1637 (12% T-cells with 95% 1'8, o% 
B-cells, 67% G, 12% M/M, 0% NK cells), All placentas from Tanzania 
showed a mild increase in inflammatory ceils (60.67§ with 16% T- 
cells. 18% B-cells, 52% G, 12% M/M in the non-infected group). A 
subgroup of placentas with chronic malarial infection showed a marked 
inflammatory infiltrate (401Ll60.7/mm 2) with a main component of 
M/M (45%), and T-cells (27%, with 98% cytotoxic lymphocytes), and 
absence of NK-cells. lntravillous inflammation was absent, and no 
differences were detected in any group. A significant reduction in 
birthweight (-454 gr., p<0.001) was observed in cases with marked 
inflarnmation in the intervillous space. 
Conclusion: A marked inflammation mainly involving a Thl response 
is detected in a significant proportion of placental chronic malarial 
infections This response is associated with poor pregnancy outcomes 
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Association between the HLA DQBI*0301 gene and Human 
Papillomavirus Infection in High-Grade Cervical lntraepithelial Neoplesia 
AK Lie "~, S Skarsv~g 1, OA Haugen ~ , FE Skjeldestad 3 ,AO Olsen 4 ,E Skovlund ~ 
and KS R~nningen ~. 
Department of Pathology sad ~Department OF Obstetrics and Gyae~logy, Faculty of 

Medicine, NTNU, Norwegian University of Science and Technology, Norway. 
~Del~rtment of Pathology, The Norwegian Radium Hospital, Univorsity of Oslo, 
Norway. ~Department of Population Health Scienes~, National lllstitnte of Public 
Health, Oslo, Norway. SSection of Medical Statistics. University of Oslo, Norway. 

Aim The' evldenee for a link between H1,A speeificities and Human Papilloma 
vires (HPV) associated disease of cervix uteri is controversial. We report the 
distribution of DQBI genes in Norwegian women treated for high-grado 
cervical intraepitholial neoplasia (HG CIN). These women have also been 
followed for recurrent disease, 
Methods, Formalin-fixe~L paratfm-embedded tissue see)ions from 170 biopsy 
speeimem with diagnoses of CIN 11 (n=54) or CIN III(n=116), were DQBI 
typed using allele specific PCR. The follow-up period for cases was 13-15 
years. Papanicolaou smear was the only screening method used to identify 
women with residual and recurrent disease, even though the resection margins 
were not free. The control material comprised blood samples and endoenrvical 
brushes from 213 women without CIN. Both eases and controls had previously 
been HPV typed. 
Results. We found an overrepresentatien of the DQB 1"0301 allele among eases 
compared with controls (OR=I.8). Presence of CIN was related to HPV 
infeetien, and HPVI6 pesitivity was significantly associated with the presence 
of DQBI*0301(OR 1.8). The DQBI*0301 allelo was significantly more 
prevalent in CIN 111 than in CIN II eases. The resection m a ~  of the cone 
specimen were involved in 23% of the ea,..~s. However, only two eases of 
recurrent disease were diagnosed in the follow-up period. Both eases revealed 
CIN II by histology. One of these women was c a r r y ~  the DQBI*0301 allele. 
Conclusions. Our data indicate that women carryin 8 the HLA-DQBI*0301 
allele have an increased risk of developing CIN when infented by I.iPVI6. 
However, in the 13-15 years follow-up period we have not registered any 
increased frequency of recurrent disease among women carrying this allele. 
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I M M U N O H I S T O C I t E M I C A L  DETECTION OF M A T R I X  
M E T A L L O P R O T E I N A S E S  I AND 2, AND TISSUE I N H I B I T O R  
OF M E T A L L O P R O T E I N A S E  2 (TIMP-2) IN STAGE IB 
C E R V I C A L  CANCER.  
Patrizia I,. Moser ) Lukas Het]er 2, Clemens Templbr 2, Walter 
N~uunteutbl 3, Dirk G. Kiebaek ~, Gerald Gitsch 4 
Dpt. of  Pathology, University of  Innsbruck, Austria I 
Dpts. of  Obstetrics and Gynecology, University of  Vienna, Austria2; 
Hospital of  Dombirn, Austria .) and Unive~i ty  of  Freiburg, Germany 4. 

Aims:  Matrix metalloproteinases (MMPs) are a family of  zinc-dependent 
metalloendopeptidascs which participate in the degradation of collagen 
and other extracellular matrix macromolecules. Expression of  gclatonic 
MMPs, such as MMP-2 has been linked to enhanced tumor invasion and 
metastases in vitro and in viva model systems. I( was (he aim of  this 
study to determine whether the expression of MMP-I,  MMP-2, and 
TIMP-2 correlates with survival in patients with surgically treated 
cervica[ cancer stage lB. 
Methods:  A sample of  154 paraffin-embedded tumor specimens of  
surgical treated FIGO stage IB cervical cancer was 
immunohistochemically investigated. 
Results:  MMP-1, MMP-2, and TIMP-2 were detected by 
immunohistoehemistry in 74 % (113/154), 32 % (49/154), and g0 % 
(107/I 54) of  the tumor samples, respectively. Correlation coefficients tbr 
MMP-I/MMP-2,  MMP-lfFIMP-2,  MMP-2/T1MP-2 were 0.14 (p=0.12), 
(I.37 (p=0.0001), and 0.17 (p:0.005), respectively. A significant 
correlation was found between MMP-I  and lymph node status (P<0.01) 
and lymphvaseular space invasion (P<0.05). The expression of  MMP-1 
(log-rank test, p~0.6), MMP-2 (log-rank test, p=0.8), and TIMP-2 (log- 
rank test, p=0.15) were not correlated with overall survival, 
Conclus ions :  MMP-I ,  detected by immunohistochemistry, seems to play 
a role in the development of  lymphvaseular space invasion and lymph 
node metastases, but is not helpful in predicting the prognosis of  cervical 
cancer patients. 
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Correlation of Human Papillomavirus 16 and 18 with cervical neoplasia in 

histological typing and clinical stage: An in-Situ PCR Approach 
2 ;  4 I 

,3 trng-, yh Ilam MI) Phi3 Ihuul-I �9 I lmr MI), l,i-lng Iio, MD; Chia-Chang Chiu MD; 

IShao-Chih Chiu MB; 

I Ikl ~trtrlk'OI of Pal hologv, 2 l)eparlolCnl of Surgery, "lri-Scrvice Goncral I h)spilal. National I~tense Medi '~1 
3 4 

Center, ArmedForcc'l'a(wuanllospital Taoyuan. ScdionofRcspiraloryC~re Vdcranstten~,'ralllospilal, 

I'.dpci, f,uwan, IX~parhnenlofNcurology, ShowChwan MemoriaiUospilat. Chatlshua, Talwan 

Aims: In situ polymerase chain reaction (In sltu PCR) is a new lechoique which promises 

to coastdelaoly en,.mce our abiliD to detect a few eopic~ of target nucleic acid seqllen~s 

iu fixed tissues and cells. DNA-based atmly~s have consistently revealed a high 

prevaleace of human Ixapillonuwims (HPV) 16 and lg DNA sequences in cervical 

earcillOUl~l. 

Material and Methml: This :.;lady examixted prevalence of HPV 16, and 18 DNA in 

biopsies from 63 cervical patients by In .STtu-PCR, employing HPV 16. 18 consensus 

primers. There are Curly-five ~tients with ~lumnous ~11 carcinomas, thirteen with 

adeuecareinonm, two with adcno~uamons careiuomaws and three with small cell 

carcinomas. The relaliol| belwceu the types of IIPV detected, tan)or type and clinical 

slags wcre ~lmlyzed, 

Result: Fffly-two biopsies (825%) were HPV 16 or 18 -positive. HPV 16 being the mo~ 

prt,waleot type. Squamous cell carcinoma had a tligh prevalence of HPV 16 (69.2%) and 

adenocarciuoma had a high prevaleoco of will) HPV 18 (46,2%). HPV 18 was the 

predolinnant type among high clinical slags (Ill+IV) casea while HPV 16 and mixed HPV 

16 with ItPVI8 were signifi~|ntly eorrelaled will) low clinical stage (0+1+11). 

Conclusion: Our results indicate tirol certain malignant cervical tunmr phcnotypes and 

stages correlate with specific tlPV type, and thai In situ PeR is a simple a)ut fast method 

to detect HPV iu Iln,~r patients. 
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PROGNOSTIC AND THERAPEUTIC IMPACT OF QUANTITATIVE AND 
MOLECULAR PATHOLOGY IN ENDOMETRIAL HYPERPLASIA 
G. I,,. Mutter ] . LEA. Bsak 2, 

Brigham and Women's Hospital. I larva~d Medical ,'~thool, l~,).,aon, MA, I Jnited States 
of America 
~Departmertts of Pathology, University Hospital VU, Amsterdam and Medical Center 
Alkmaar, The Netherlands 

Endong~al hyperpl&~s (L~I) is a fluquently eccmnng disease in the I:.C, with entmnoes 
enpact for the health care system the ondcrstmadmg of the devek~maent of Etl 

tsgl predict:on of progresmtm-o:-not to cata~ is htmpemxl by lack of rewuducibility of 
h~stolog~c classifications. As a result, con~derablr overtres~tent occurs. 
Ove~ the past 20 years, we have developed and fine-timed a coraputerized morphometric 
analysis (CMA) {eel~iqur (the D-score). that consists of a ~ tool. and an 
cnpert system bLsed tool to predict the outcome of e~lomc~al hyperphutie c,#~s. DNA 
p|oidy assessed by FCM was of no value. With the m,,ttima~c D-a~"e, specfllelty is 
equal to. or better thin with tl~ ua~  WI lO dtgsif~tim, bta the m t i v i ~  of ~ ~ 
is much better 'a). Ttua was continued ha ~he Philadelphia w ~ f ,  an iedepetu~t blind 
multiccmef oollaboralaon j) on 45 eases (sea~tivity 10096. ~ : ~ i t ' y  88.5%). In a second 
proepect]ve reutine ehnical multi~:ntea" study, started in 1985.96 caea with Ion 8 follow- 
up have br evalested, I l OF which progressed to ea~o~ (l I.$%). AI~ ac~s~fivity of 
the D-seore is 100%, a:~d specifivity g2%. Th~dly, it is ee~'rmed ~'ar g~Ime nat:on-wide 
application of CMA in all EH cases m the ~ w~ll tm~ ml~XOs'knm,*~ l S million 
U$ per year, due to preventmn o f ~  
Fourlldy. we have tested the ability of CMA to diasnme amnodoa~ ptaative 
e~karmlrial precanc~s. 93 nou-malismmt areas ofondometl~n fium 64 taeri of 
wart, co "ruth eoemsmag ondoraetnel ~ m o m a  were a:ored u mmockaud 
(n=39) or polyclonal (n=~) by PCR analyst (monenlo~ by ~ ~ r ~ l o m  
X chnnnosorae inaedvation or donal otat~u~::' of dlt~tl nimmW~lltm). 
were blindly evaluated by 4 ~ ~ ~ but 
their repreducibtlity was not optimal. 1,, ~ it-- ~ ~ hishly 
reproducible (imp-absentee r'>0.98), ~ l l~ lor  ~ 95% 
ser~tt,v~ N ~ 75% spetnficily, and poiydonal ~ wtlh 9~ t  ~ I~d 7-/% 

endorr~nal p r e c ~  w/th ~ i e , ~ t y  ~ eon~pw*bte to (..d 
usu~dy ~#r, cr thin) t~t  o f ( ~ i ( ' ~ l  " , , a ~  
of exeelleat reproducibility. 

References: 
J Pathol. |54: 335-341.19~1. 
path Re* ~ 1992; 188: 8.564159. 

J Am J Obsmt. (}~tm~l. [996; 174: I$1161~1. 
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MOLECULAR PROFILE OF THE HUMAN CHROMOSOME 10q25- 
q26 IN PATIENTS WITH ENDOMETRIAL CANCER 
Co ssu, A., Palmieri, G.*, Manca, A.*, Pintm, A., Pisano, M.*, Cherchi, 
P.L.w Ruiu, G.w Massarelli, G., Tanda, F., Pirastu, M.* 
Dpts. of  Pathology and Gynecologyw University of Sassad, Italy; 
*Institute of  Molecular Genetic, C.N.R., Alghero (SS), Italy. 
Aims: Preliminary studies at molecular level seem to identify two 
regions of  the human chromosome 10 involved in tumorigenesis o f  
andometnal carcinoma (EC): one at 10q21.-q24 and one at 10q25.2- 
q26.3. The purpose of  this study was to evaluate mierosateUite 
instability (MIN) and loss of  heterozygosity (LOH) of the q25-q26 
region and establish correlations with elinieo-pathologie parameters. 
Methods: G-anemic DNA was extracted from 93 different EC tissue and 
normal pairs. All specimens were formalin-fixed and paraffin- 
embedded. By means of PCR analyses MIN and LOH was assessed at 
the following marker loci from the 10q25-q26 region (covering about 
14 cM): D10S187, D10S221, D10S190, D10S1230, D10S1213, and 
D10S1656. All eases were reviewed histologically for confirmation of  
diagnosis, assigrtmertt o f  turnout grade and ~thologie stage; disease 
stage was recorded accordiug to FIGO classification. 
Results: EC patients presented a median age of 61.5 (range 35 to 88); 
most o f  them (69/93, 74%) were at stage I. Twenty-eight (30.2%) eases 
were G1, 58 (62.3%) O2, and only 7 (7,5%) G3. Fifty-three (56%) 
turnout tissues presented MIN for at least one locus, whereas 29 (31%) 
for two or more loci. I.,OH for at least one marker was observed in 41 
(44%) cases. The region encompassing D10S221 through D10S1213 
has been demonstrated highly affected in EC patients, MIN was more 
frequent in patient with advanced disease (stage III and IV) and higher 
histopathologic grade (G2-G3). There was no correlation between LOH 
and progression of  stage and grade. 
Conclusions: Our results confirm the involvement of 10q25-26 in the 
molecular pathogenesis of  EC and provides support for the existence of  
putative turnout suppressor gene(s) on chromosome 10q25-q26. 
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PATTERNS OF THYMIDINE PHOSPHORYLASE 
EXPRESSION IN ENDOMETRIAL CARCINOMAS 
Sivridis, E. 1.4 Giatromanolaki A. ~'4, Koukourakis M.I. 2'4, 
Harris A.L? '4, Gutter K.Cf '4 
IDept. of  Pathology, Democritus University of Thrace, Greece; 
aDept, of Radiotherapy & Ontology, University Hosp4. of Iraklion, 
Crete, Greece; 3University of Oxford, U.K.; Tumour & 
Angiogenesis Research Group, Iraklion, Crete, Greece. 
Aims: To investigate the role of thymidine phosphorylase (TP), a 
potent angiogenie factor, in endometrial cancer. 
Methods: Paraffin sections from 122 eases of endometrial 
carcinoma was examined immunohistochemieally for TP 
expression. Turnout ceils were separately assessed for nuclear and 
cytoplasmic reactivity, while assessment of TP expression in 
stromal fibroblasts was simply nuclear. In all eases, a positive 
reaction in >50% of the component tumour or stromal cells was 
considered as being "high". The results were correlated with 
known histopathological parameters. 
Results: Tumour cell nuclear and cytoplasmic reactivity was high 
in 12/122 and 39/122 endometrial carcinomas, respectively. 
Fibroblastic TP reactivity was high in 39/122 cases. A high 
nuclear TP reactivity in tumour cells was significantly associated 
with a similar reactivity in stromal ceils (p=0.05). High nuclear 
TP reactivity of tumour cells was frequently seen in advanced 
FIGO stage, but this association did not reach a level of statistical 
significance (p=0.10). By contrast, a high fibroblastie reactivity 
was significantly associated with high histological grade (pffi0.03) 
and with the non-endometrioid carcinomas (p=0.01). No 
association of any pattern of TP expression with the depth of 
myometrial or vascular invasion was noted. Similarly, the 
cytoplasmic reactivity of tumour ceils was of no importance. 
Conclusions: These preliminary results seem to indicate that TP 
expression is an adverse prognostic factor in endometrial career. 
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STRONG PROGNOSTIC INFLUENCE OF REDUCED PI6 
PR()TEIN I,'XPRESSION IN ENDOMETRIAL CARCINOMAS - A 
LARGE POPULATION BASED STUDY 
Salvescn, H.B.*' **, Akslen, L.A.* 
*Dept. of Pathology, **Dept. of Gynaecology and Obstelrics, University of 
Bergen, N-5021 Bergen, Norway 
Aims: The CDKN2 (pl6 INK4~) tumour suppressor gene is inactivated in 
several tumour types, but its prognostic significance in endomctrial 
carcinoma is largely tmknown. The purpose of this study was to assess the 
pattern and pn~gnostic impact of pl6 protein expression in a population 
based series of 286 endometrial carcinomas. 
Methods: Clinico-pathological characleristies and tbllow-up data (median 
9 years, range 4-15 years) from all patients diagnosed with endometrial 
carcinoma during 1981-1990 from Hordaland County, Norway, have been 
sludied. Nuclear staining of p l6 protein was also related to DNA ploidy, S- 
phase fi'action, cslradiol and progesterone receptor concentrations, 
microvessel density, Ki-67, p53 and p21 expression and patient survival. 
Results: Absent/minimal nuclear pl6 protein expression was associated 
with high patient age (p=0.02), high FIGO stage (p=0.Ol), serous papillary 
and clcar cell histological types (p<0.001), high histological grade 
(p<0.001), ancuploidy (p=0.001), low eslradiol and progesterone receptor 
concentrations (p<0.001), high expression of Ki-67 (p<0.001), high 
microvessel densily (p=0.03) and strong nuclear p53 protein expression 
(p<O.00t). 5-ycar survival was 47% for patients with absent/minimal pl6 
expression (n=39) compared wilh 81% for patients with moderate/high 
expression of pl6 (n=247) (p<0.0001). In Cox regression analysis, pl6 
expression showed an independent prognostic impact in addition to FIGO 
stage, patient age, Ki-67 expression and microvessel density, with an 
adjusted Hazard Ratio of 3.1 (95% C1 1.4-7.1). The other variables lost 
their prognostic impact when p l6 expression was added to the Cox model. 
Conclusions: Absent or minimal pl6 protein expression was associated 
with aggressive ttunours and high proliferative activity (Ki-67), anti was 
found to represent a strong and independent prognostic indicator. 
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MYXOID LEIOMYOSARCOMA: CORRELATION BETWEEN 
PROGNOSTIC MARKERS AND GENETIC CHANGES 
A Chiesa. B Bryant., ME Sobel, E. Munoz, MJ Merino. 
NaUonal Cancer Institute, Bethesda MD 
Aims: Myxoid leiomyosarcoma is an unusual but highly aggressive 
variant of smooth muscle neoplasms, whose diagnosis may be difficult 
due to its morphologic and phenotypic characteristics. We investigated 
the role of prognostic factors (MiB1, p53) as well as possible genetic 
changes in these tumors. 
Method: Five eases of myxoid leiomyosareoma presented clinically with 
irregular bleeding and abnormal Pap smears that led to the diagnosis of 
cervical (2 cases) or endoeervical cancer (3 cases). 
Immunohistoehemistry was performed for MiB 1, p53, cytokeratin, EMA, 
SMA, and actin. Generate DNA was extracted from microdissected 
tumor and normal cells, and LOH was investigated in chromosome 
l lq13 using 4 mierosatellite markers near the MENI gene! D11S449, 
D11S4946, INT-2 and PYGM. 
Results: Patients' ages ranged from 38 to 52 years (mean 46 years). 
Histologically the tumors were characterized by the presence of smooth 
muscle embedded in an exuberant myxoid matrix, infiltrating margins, 
and variable degrees of atypia and mitotic rates. The uterine cavity was 
distorted by large bulky masses in all cases that extended and ulcerated 
the cervix. All patients were DOD (8 ms to 11 y). Stains were positive for 
p53 in 4 eases, for MiBI in 4 cases, for SMA and aetin in one case. CK 
and EMA stains were negative. One ease, known to have MEN1 
syndrome, showed LOH at 1 lq13 at the (DI1S449). 
Conclusions: We conclude that myxoid leiomyosarcomas are rare 
variants of leiomyosarcoma that should be included in the differential 
diagnosis of unusual cervical lesions. Prognostic factors correlate well 
with poor outcome of these tumors. It is important to recognize that 
these neoplasms may occur as part of the MENI syndrome. 
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DETECTION OF POINT MUTATIONS OF THE c-K-ras GENE IN OVARIAN 
TUMORS 
Cuatr~asas M,*, Matias-Guiu X.**, Prat J.** 
Dpts. of Pathology, Hospital Sam Jaume*, and Hospital de Sam 
Pau**, Autonomous University of Barcelona, Spain. 
Aims: e-K-ras point mutations were analyzed in 239 ovarian epithelial 
tumors in order to asses their role in the pathogenesis, and their putative 
prognostic value in mutinous and non-mucinous ovarian tumors. 
Methods: The tumors were divided in mueinous and non-mucinous ones. 
Genomic DNA was extracted from formalin-fixed, paraffin-embedded 
tissue specimens. Point mutations were detected by the Polymerasr 
Chain Reaction (PCR) using the Restriction Fragment Length 
Polymorphism (RFLP) analysis. A clinicopathologic study and a 
comparative analysis of e-K-ras mutations were also performed in six 
cases of  synchronous ovarian and appendiceal mueinous tumors 
associated with pseudomyxoma peritonei. 
Results: The overall frequency of codon 12/13 ras gene mutations was 
66% in mucinous tumors (58*/, in benign, 86~ in borderline and 85*/, in 
malignant) and 30.5% in non-mucinous ones (20% in benign, 25% in 
borderline and 35% in malignant tumors). The same point mutation was 
found independently in all cases of synchronic ovarian and appendiceal 
tumors. 
Conclusions: We coneludad that: a) c-K-tin' mutations are related to 
mutinous differentiation, since they are significantly more frequent in 
mueinous than in non-mutinous ovarian epithelial tumors, b) c-K-ras 
mutational activation probably plays a role in the early steps of ovarian 
mucinous tumorigenesis; it occurs in benign and particularly in malignant 
mutinous ovarian tumors. r c-K-ras mutations are not initial events in 
non-mutinous ovarian tumors but genetic alterations related to tumor 
progression, d) c-K-ras mutations were not related with prognosis, 
survival, or with any other cliuicopathological parameter, e) The identical 
pattern ofe-K-ras mutations in synchronic mutinous tumors of the ovary 
and appendix of  all patients, supports a clonal nature of these neoplasms, 
and that they are not independent tumors hut rather originate one from 
the~othe~ 
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SIMULTANEOUS VISUALIZATION OF TUMOR 
ASSOCIATED MACROPHAGES AND MICRO - 
VESSEL DENSITY IN OVARIAN CANCER 
Seada L.S.,Youssef S. A. 
Departmem of Pathology, B~ha Faculty of Medicine 
Zagazig University, EGYPT 
AJams: The aim ofthe present study is to assess tumor 
associated maorophages (TAMs) both intraepithelial and stromal 
in relation to microvessr density (MVD) in ovarian cancer 
Results are correlated with patient's outcome ,tumor 
grade, stage, as well as p53 and eye[in DI expression. 
Methods: 48 malignant ovarian epithelial neoplasms were 
immunohistochemicaily double immunostained using Ki-Mlp 
and anti- Factor IIIV related antigen antibodies with 
the two- step Envision kit from DAKO, Denmark. 
An image analysis system (CAS -200)was used to count both 
macrophages and blood vessels by x40 objective. Tumors 
were also stained with antibodies against p53and eye[in D1. 
Results: Only intraepithelial maerophages were significantly 
correlated to tumor grade (P= 0.02) and to shorter survival 
(P=0.007). Stromal maerophages correlated with intraepitheliai 
ones (P = 0.001)and to microvessr density (0.009) but not with 
other parameters. P53 expression was significantly correlated 
to high grade (P = 0.001 ),advanced stage (P = 0.0002)and 
shorter survival (P = 0.007)Cye[in Dlwas related with longer 

survival(P = 0.04). 
Conclusion: Increased intraepithe[ial macrophage counts and 
P53 expression are indicative of aggressive behaviour and poor 
prognosis in ovarian cancer ,in contrast to eyclin D1 expression. 
Our results also indicate that maerophages may have a positive 
effect on angiogenesis in ovarian cancer. 
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Express, ion of carbohydrate aptleen.s In ovarian el~thellal carclnonms 
and their n~tastam:s, a clinkolmtholoalc study. 

Ben Duvidson, M.D.*, Walter H. Gotlieb, M.D., PhD**, Jalm M. Nesland, 
M.D., PhD*. Aasnmnd Berne, M.D., PhD*, Gilad Ben-Barueh, M.D.**, 
Juri Ktv, olovic, M.D.***, Iris Goldberg, PhD***, Asle Bj/imer, BSr 
MaRne Bryne. PhD*. 

From The Dept. of Pathology, The Norwegian Radium Hospital, Oslo. 
Norway*. Divisitm of Gynecologic Ontology** and Dept. of 
Pathology***, Sheba Medical Center, Tel Flashtmn.w, l~ael. 

Aims: Up-regulated expression or logs of expression of various 
carhthydrate antigens on the surfa~ of cancer cells has been agsociated 
with a metastatic phonotypr and poor survival in epithelial malignancies of 
different origins. The object of this study was to inve*,tigate the expression 
of carbohydrate antigens ill ovarinn carL'iaorn~i. 
Methods: The study group comprised 53 patients diagnosed with ovarian 
carcinomas, all with disease spread outside the ovary (FIGO stages It-IV). 
The patients were segregated in tv~} gronps- long-to'm survivors (27 
patients) and ~ort-term survivors (26 patients). Sections from 83 paraffin- 
embedded blocks (45 primary ovarian curc'iaomas mid 38 melashatic 
lesions) were immtmoMsttx:hemi "rally stained, using 5 mtmt~clonat 
antitxxlies for Lewis Y, Sialyl Lewis X, TN and Sialyl TN antigens. 
R~alta: A ctx, nbined patmm of memh'anoas and cytoplasmic staining was 
predominant. Staining 1~ all four antigens was seen in the majority of 
t~ses (tangle- 80-99%), and termed to be comparable in primary tumors 
and their respective mt,~tstases. However, absence of immant~,~activity for 
Sialyl ~ was .seen in 8/38 (21%) metastatic lesions and only 1/45 (2%) 
primary tumors. Diffuse staining (>25%) for Sinlyl Lewis X and TN was 
more oRan seen in tumors of short-lgrm survivors ( 15% and 5% vs. M% 
and 20%, respectively). F_aflmnced staining for Lewis Y and Sialyl TN was 
dett~'ted in the iavasive li'ont of some tumtxs, while Sialyl Lewis X and TN 
immonoreacaivity did not relate to cell location. 
Conclusions: Curbohydrate antigua are widely expressed in both primary 
ovarian carcinomas and their melastases. The expression of memlYane 
carboh~rate molecules in primary tumors may represent early acquisition 
of a metastatic carbohydrate phenotypc, and aa important step in tumor 
progression. 
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MOLECULAR EVIDENCE FOR TWO TYPES OF SYNCHRO- 
NOUS ENDOMETRIOID CARCINOMAS OF THE UTERUS AND 
OVARY 

Ricci R.*, Komminoth P.*, Thorhorst J/. B annwart F. ~ C,...ad_u l_'t' ~:* 
Departments of Pathology, University t}f Zurich* and Basel § lind Institute of Pa- 
thology, Stadtspital Triemli ~ Zurich, Switzerland 

Aims: It is unclear weather synchronous endometrioid uterine and 
ovarian carcinomas araise independently or if they are caused by 
metastatic tumor disease. We investigated the prevalence of allelic 
loss at 10q23 (the location of the tumorsuppressorgene 
PTEN/MMAC I ) and clonal composition of the two microdissected 
tumor components. 

Methods: DNA was extracted from 6 formalin fixed and paraffin 
embedded synchronous tumors and corresponding nonneoplastic tis- 
sues. 7 nticrosatellite loci on 10q23 ( two of them intragenic) were 
used for LOH- analysis and the HUMARA- approach 
(J.Pathol. 1998; 186:3636-371 ) for analysis of clonal composition. 

Results: 

Patients #1 #2  #4 #5 #6 #7 

LOH* 1/7 5/7 2/7 1/7 4/7 3/7 

Clonality+ me ni me me x nd 

*Differences in the LOH-patterns at 7 loci in both organs 
+me: mtmt~clonal, x: LOH of X-r hi: non informative, nd: not done 

Conclusions: Our results indicate that two different types of syn- 
chronous endometrioid carcinomas of the uterus and ovary might 
exist: one type representing a metastatic dl~ase of one single primary 
tumor exhibiting the same clonality and a similar I,OH- pattern in the 
primary as well as the metastasis, and a second type of tumor which 
represents two different but histologically tdentical carcinomas ex- 
hibiting a different clonality as well aS LOH-paRern. 
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EVALUATION OF DIFFERENT GRADING SYSTEMS FOR 
OVARIAN EPITHELIAL CARCINOMA IN A SERIES OF 100 
PATIENTS WITH UNIFORM TREATMENT AND FOLLOW-UP 
Penault-Llorca. F.. Levrel, O,  Kwiatkowski, F., Clemanson, A., 
Fouilhoux, G., de Latour, M., Curd, H., Dauplat, L, Fonck, Y. 
Centre Jean Perrirt, Clermont-Ferrand, France. 
Aims: Histological grade correlates with survival in most published series 
of ovarian caroinoma, but the grading system used commonly is not 
specified. Several grading systems exist. Moreover, some grading 
systo~a~ arc dependc.,n; -~r, th~ hi~,'~!ngir, ty~n nf.~he t,;m,qr being tested. 
Methods: We studied a series of 100 patients (pts) treated for ovarian 
malignant invasive carcinoma from January 1983 to June 1998 at our 
institution. All the pts were managed uniformly with surgery and 
cisplatin-based chemotherapy. All the slides were reviewed in a double- 
blind manner by 3 pathologists, typed according to the WHO and graded 
with different grading systems ie, 1) FIGO (architectural), 2) BRODERS 
modified (cytological), 3) Dauplat and Nieberg (Int J Gynecol Pathol 
1989) and 4) Shimizu and Kamoi (Cancer 1998) (combined grades). 
These data were matched with classical prognostic factors. Multivariate 
assessment of survival time was performed with the Cox model. 
Results: Population parameters - mean age: 60 years, - stage (FIGO) I 
9%, II 6%, III 66%, IV 19%. - survival OS: stage III & IV=2.2 years 
(22.5% 5 years). 60% pts died. Prognostic factors: clinical: age<60 
(p<0.001), surgery (p<0.01), N+ (p<0.02), histopathological: 
necrosis>50% (p<0.04), mttoac count<15MF/10HPF (p<0.03) and 
vascular invasion (p<0.03). Those 3 parameters were assigned to a new 
grading system. Neither the histological types nor one the 4 grading 
systems tested correlated with OS or DFS in our series. 
Conclusion: The new grading system (necrosis, mitotic count and 
vascular invasion) is simple, useful for all histologic types, non subjective 
and reproducible. Further studies are warranted to confirm its clinical 
utility. 
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ALTERED GYLCOSYLATION IN PROSTATIC CARCINOMA 
IS RELATED TO TUMOUR GRADE PROGRESSION AND 

METASTASIS. A STUDY OF P~ EXPRESSION AND 
LECrIN BINDING 

*, 1LW. Stoddart**, J. McClare** 
of Pathology, All InCa Institute of Medical Scieaw.es, New Delhi, 

** Departmer~ of Patho!o~cal Soiences, University of Manchester, Stopferd 
buildi~ oxford Road, Mar~hest~, M13 9171", U.K. 
Aims: ~lyc~onjuga~.s conter reeagniticm and stabiliw to ~ cells. MalignS., 
turnouts ebntinue to alter in wa~s whi~ eveattmlly lead to thdr escej~e Irom me 
biologic~l c~,'ra'ols, A f~v ~ have m~wiousfy been used as h~tochemical 
~b~ t o . ~  ~ p~.~ of n.o~." ~ ~ - n ~ s ~ .  lesions ofpr~.~, 
nowever lime is anovm about me oiologicm processes m maligimt prostate, we 

gl~,can and P ~l~ssi.on i0. ~ostatie c~ino..ma.. ~ , , , 
Ivmmods: A p.ane) of 26 blotinyla..t~ lectins we~'e appli~l tO formalin - nxe~ 
p a l m  embedded prostatic tissue, distinguished histoldgie~ally as hyp~lastic |7 
cases) and carcinoma (40 cases) - well differentiated-(13 eases), moaerstely 
differ~tiated (14 cases) an_xl poorly differentiated (14 cases). Primary specific 
antibody a g ~  l ~s (DO-7 x Ntvacastra Labor _alcxi~) was used. The site, pattern 
and.in~ns~ty of leain eta' .ruing were recorded and compared. The specim..~s with 
nuclear in~uaoreaofivity in morn than 10 ~ of the mater ,cetls, w.~.e 
regaraea as e" pgsitive. Abnormal lectin bindin 8 paRerns were corremca wire 
ps ~.pre~io.n. ~ prognosis. , . . . . . . .  

~esuRs: weu .diffe~n~.-'ated tmnours ck~eay resemmea me nyperpmsOc tissue. 
and several lectim stained tumom's of  all grades. The low graOe turnouts slaowext 
pr~gminamly a~cal st.aining. A few lectins showed selective cytopl~mic ~g 
of the moderately aria poorly differentiated tumours, m poony differenfiate~ 
tttmoars'glyelm-expr~ssi~n was noted en the cell membrane as well as wilttin 
the cell, gpresenfir~g a "biochemical pleornorphism." P~ overexpression sa-ongly 
correlated with h i~  grade tumoars. 
Conclusions: TI~ leL'tins are valuable too~s to study functional chapges before 
morphological & clinical features become p~otmced. The resul~ imply that there 
is a marred difference in~glycan expression between well d~ffefefitiated ~d  
moderately and poorly diff~r~tiat~ ~'oups. Since ~e  !ecfi'ns, are extremely, 
sensitive & specie sugar binding ~ofeins tt is eoncma~ mat mere is,!ncreasea 
d!versity or sequences at non,reducing termini invotving terminally:acting 
glycotrahsferases on the cell surface, These findings suggest that acceterated 
~.adation or decreased synthesis of ~ cell surface c.ar.boh_ydrates, may~ 
facditate~ tumour progression and "increase the metastatic potenuel. the ~sults or 
P suggest genetace instability in a subset of prostate carcinomas that le~s to 
t3mour progression. Hence ~ t ~  glycosylation with altered P~ expression were 
touna to be associated with bad prognom. 
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MODIFICATION OF PROSTATIC STROMAL CELL 
PHENOTYPE BY NORADR~NALINE, DOXAZOSIN AND SEX 
HORMONES 
Smith. P.% Rhodes, N.P.*% Ke. Y.,* Foster, C.S. ~ 
Department of Pathologytand Clinical Engineeringt% University of 
Liverpool, England. 
Aims. To determine whether the cytoskeletat filaments in prostatic stromal 
cells from patients with benign prostatic hyperplasia (BPH) are increased 
by exposta~ to noradre.~ine ~ A )  and whether tl',~s is modkqed by 
doxazosin and/or androgen and estrogen. 
Methods. Cultures of prostatic stromal cells were obtained by eollagenase 
digestion of TURP chippings from patients with BPH. In the first 
experiment 3 cell lines were g o w n  in medium containing NA bitartrate at 
7 increments of concentration (2.5-50.01xM) for 10 days. In the second 
experiment I0 confluent cell lines were rendered quiescent with 1% 
stripped FCS and exposed to 20BM NA and/or the ax-adrenoceptor 
antagonist, doxazosin (0.001-10pM). Finally, 6 cell lines were exposed to 
the above and also lg-estradiol or testosterone (0.1}tM). In each ease cells 
were labelled with FITC-conjugated antibodies against or-smooth muscle 
actin, myosin, desmin, vimentin and talin. Fluorescence intensity was 
measured by flow eytometry. 
Results. After an initial fall in immunoexpression between 2.5-151xM NA, 
there was a progressive rise in all 5 cytoskeletal proteins up to 50pM. 
Actin and myosin were significantly higher than control in 10 cell fines 
incubated with 20BM NA. Doxazosin (lpM) significantly reversed this 
shift to a contractile phenotype, and this effect was greatest in confluent, 
quiescent ceils. Although astradiol and testosterone greatly increased ~ e  
effect of NA in some cell lines, the average increase was not significant. 
Condusions. The therapeutic use of doxazosin not only inhibits 
noradrenergic contraction of stromal cells in BPH but may also reduce 
ths capacity to contract in the first place. 
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PROGNOSTIC IMPORTANCE OF MICROVESSEL DENSITY 
(MVD) IN CLINICALLY LOCAl JZED PROSTATE CANCER. 
1 lalvorse.Lsg~_n O.J.', Haukass, S. ", H~is,'eter, P.A. ", Akslen, LA"  
Department of Pathology, The Gade Institute', and Section of Urology, 
Department of General Surgery", University of I~ergen, 5021 Bergen, 
Norway. 
Aims: The results of previous studies using microvessel density (MVD) as a 
measure of angiogenesis in prostate cancer have been contradictory, and the 
relationship to prognosis is not clear. The purpose of" this study was to assess 
the prognostic value of MVD in clinically localized, moderately differentiated 
(WHO histologic grade) prostatic adenocarcinomas after radical 
prostatectomy. 
Methods: From a series of 104 consecutive patients treated for presumed 
organ-confined cancer between 1988 and 1995, 66 patients (median age=62 
years) with moderately differentiated (WHO histologic grade) prostatic 
adenocarcinomas were studied. The area of lowest difl'erentiation was 
selected from the whole-mount sectioned prostatectomy specimens and used 
for microvessel quantitation. Vessels were high-lighted by staining For factor- 
VIII-related antigen and counted in l0 fields at x312.5 magnification (0.6148 
mm 2) in the "hot-spot" area. The findings were related to biochemical failure 
(n=24) defined as s-PSA elevation _> 0,5 ng/ml, and clinical recurrence (n=7). 
Results: MVD was associated with preoperative s-PSA (p-~k011) and 
positive surgical margins (p=0.001). In univariate analysis of the first five 
years, mean MVD (p~.0074), s-PSA, maximum tumor diameter, capsular 
penetration, seminal vesicle invasion and positive surgical margins were all 
significant predictors of biochemical Failure, while MVD (p~O.0084) was the 
only significant predictor of clinical recurrence. All patients with clinical 
recurrence had high MVD counts (above median). In multivariate Cox" 
analysis, mean MVD (p-0.0006), capsular penetration (p=0.0105) and 
maximum tumor diameter (p=0.0186) remained as independent predictors of 
biochemical Failure. 
Conclusions: Assessment of MVD in moderately differentiated prostatic 
adcnocarcinomas may aid in stratifying patients into difti::rent risk groups after 
radical prostatectomy. 
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Molecular A r ~ s i s  of Multifoeal Prostate Cancer Lesions 

~ 1 . = ,  Gary Mille?, Christina van de Kaa 2, 
Frans Debruyne =, Dirk Ruite? and Jack Sehalken i. 

Department of Urology ] and Pathology 2 , University Hospital Nijmngen, 
The Netherlands. Deparl~ent of Pathology 3 , University of Colorado, 
Health Sciences Center, Denver, CO, USA. 

Aims: To analyse the origin ofmultifoeal prostate cancer lesions. 
Methods: Radical prostateetomy specimens from 17 pati~ts were examined. 
As a marker of genetic lineage, the allelctype based on 33 mier~atellite loci 
was compared between the different tumenrs present in a given case. 
Resultl: Some results provide evidence suggestive of a clonal origin of 
multiple tumours in a subset of the prostates. In 5 cases, for example, 
comparison of muitifoead tumour lesions within a given ease revealed at least 
2 concordant dmnges in allelelic imbalen~ (AI) sequence dosages at different 
loci. In addition, considerable heterogeneity of allelctype was found within 
and among tumonr foci of a given ease. In 5 of the 6 turnouts analyzed for 
intratumour heterogeneity, for example, more than 5 discordant AI changes 
were found in one turnout region but not in the other. 
Conclusions: Conclusion regarding the elonality of such heterogeneous 
lesions am difficolt to draw. A high frtalucn~ of AI changes in four lesions 
exhibiting prostatic intracpithelia/nenplasia (mean 6.5 changes/lesien range 
3-6) was found as compared to 8 prima~ minors prment in the same cases 
(mean 5.8 e ~ e s i o n ,  range 3-6). The interpretation of Al associated with 
clinically detected prostate cancer remains a highly complex issue. The fact 
that no clear evidence was obtain~l for either a eional or a non-clonal origin 
of multiple mmonr lesions in a given prostate indicates that several 
mechanisms am likely to operat~ in r the atlelotype and that 
additional evidence from unique mutations or selective gene inactivation may 
be ~ to obtain definitive results. 
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ENDOCERVICOSIS OF THE URINARY BLADDER, 
iMMUNOHISTOCHEMICAI, STUDY IN COMPARISON TO 4 NORMAl, 
ENDO('FRVICAI, M UCOSA. 
K. Boyd, F. Staroz, A. Desgrippes*, E. Fontoine*, B. Franc, C. Juli6. 
Dpts of Pathology and Urology (*), lt6pital Ambroise Pard, 92104 
Boulogne, France (AP-I 1P). 
We report the ease of a 35-year-old woman, presenting with eatamenlal 
dysuria and urgency, with relation to a 2.3 cm mass situated in the 
posterior wall of  the bladder. It corresponded to endocervicosis present on 
the transurethral resection and on the partial eystectomy pertormed. The 
pathogencsis of  this rare condition is still on debate : could it be 
considered as a metaplastic urothelial event or as a disorder of  the 
secondary m~llerian system ? Therefore we conducted a comparative 
study between the lesion, the normal urothelial counterpart and 4 normal 
uterine cervix. Were tested antibodies classic~ly present in normal female 
genital tract : progesterone and estrogen receptors (PR, ER), CA15-3 
(DF3), HBME-I, Chromogranin A. A prolili:ration marker (MIBl) and 
the histiocytic reaction were also tested. 

PR ! ER ChromogmninA DF3 IIBME I MIBI CD68 
(%) 

Lesion ++ ++ ++ ++ ~+ 14,9 + 
Normal + + 7.4 

utothelium 
4 normal +/- + + ++ + 3 ( ~/- 0,5) + 

ulerine cervix 
These results are additional arguments in favor of  the mtlllerian nrigin of 
the endocervicosis, already assessed by the usual clinical data : women of 
reproductive age, eatamenial symptoms, posterior localization, possible 
association with endometriosis. 
We must notice the significantly high indice of prolilbration in the lesion 
and cannot assess the purely indolent behaviour of  this lesion in the 
absence of surgical excision. 
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CARCINOMA iN SITU AND DYSPLASIAS OF THE URINARY 
BLADDER SI1OW FREQUENT DELETIONS OF CIIROMOSOME 9 1N 
ADDITION TO P53 MUTATIONS. 
llartmann, A., Schlake, G., Schneider, A., Hofstaedter, F., Knueehel, R. 
Institute of  Pathology, University Regensburg, Germany. 
Aims: The recent hypothesis to describe bladder cancer development uses 
two different pathways for papillary tumors (associated with chromosome 
9 aberation) and fiat urothelial neoplasia (associated with p53 mutation). 
Within a study o( genetic alterations of curly bladder cunccr lesions, we 
determined the frequency of deletions at Chromosome 9 and the frequency 
of p53 mutations in multifocal carcinomata in situ (CIS) and moderate 
urothelial dysplasia (DII). 
Methods: 36 CIS and 17 DII ti'om a total of  21 patients were investigated. 
Biopsies were obtained from photodymunic diagnosis with 5- 
aminolevulinic acid. The urothelial cells were sepcratcd from stromal cells 
using laser or manual mierodissection (PALM). From contigous sections, 
cells were either dissolved to a nuclear suspension or DNA was isolated. 
Dual colour fluorescence in situ-hybridization (FISH) was perebrmed with 
digoxigenin labeled probes for the gene loci 9q22 (FACC), 9p21 
(CDKI2/pl6) and 17p13 (p53). DNA was preamplified using Primer 
Extension Preamplifieation (PEP)-PCR and subsequently specific 
microsatellite PCR using 8 markers on chromosome 9 and 17 and direct 
sequencing od Exons 5-9 of  the p53 gent  were performed, 
Results: The frequency of deletions in CIS was 69.4% on both arms of 
chromosome 9 and 72.7% on chromosome 17. In 84% of  the samples the 
LOH analysis was in complete concordance with the FISH. 18 of 25 
investigated CIS showed p53 mutations. DII showed an overall lower 
deletion rate in comparison to C1S with a distribution of 9p-42.8%; 
9q=29.4%; 17p=43.8%). In 4 of  7 dysplasias, p53 mutations were detected. 
Conclusion: The data presented are the first indicator of  CIS having chro- 
mosome 9 changes in numbers comparable to p53 deletions. Thus chromo- 
some 9 can not seperate the two tumor entities. Urothelial dysplasias have 
the same genetic alterations as CIS, although in a lower frequency. 
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IMMUNOH1STCHEMISTRY OF PAPILLARY NEOPLASMS OF THE 
URINARY BLADDER WITH DIFFERENT MALIGNANT POTENTIAL 
Helpap, B., K011ermarm, J. 
Institute of  Pathology, Hegau-Klinikum, Singen, Germany 
Aims: In urothelial low grade carcinomas o f  the bladder stage pTl,  
prognosis in general is good. In a subset o f  these tumors, infiltrating 
beyond the lamina museularis mueosae, nevertheless prognosis clearly 
worsens. Unfortunately, evaluating o f  the lamina museularis mueosae 
often is very difficult or even impossible due to its incomplete extension. 
Methods: In an immunohistoehemieal study on 131 pTa and pT1 
urothelial tumors without provable lamina museularis mueosae, we 
evaluated the proliferative activity with the monoeional antibody MIB-I 
and the expression patt~'n o f  eytokeratins o f  high molecular weight with 
the monoeional antibody 34BE 12. 
Results: The highest proliferative indices were found in tumors with n 
diffuse expression pattern of  MIB-I and 34fiE12. A preliminary analysis 
o f  follow up data revealed, that 70.6% of  the pT1 GIb-GIIa tumors which 
recurred showed a diffuse expression patt~'n for both markers. 
Conclusions:Whether these patients are candidates for a closer follow up 
or even for a more radical therapy has to be subject of  further follow up 
studies. 
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THE IMPORTANCE OF DIAGNOSTIC TESTICULAR 
BIOPSY IN VIEW OF ASSISTED REPRODUCTION 
Magyar- t~.*. Erdei, E.**,Lellei, I.* 
Depts. of Pathology* and Andrology**, Haynal Imre 
University of  Health Sciences, Budapest, Hungary. 
Aims: In order to promote the human reproduction more 
attention must be paid on male infertility. The spermogram and 
the testicular biopsy are the most informative examinations. 
Methods: Testieular biopsies of 21 patients were evaluated 
histologically. According to the sperm counts 4 patients had 
azoospermia, 4 had severe oligozoospermia, 12 had 
oligozoospermia, and 1 had asteno-tetrazoospermia. The 
karyotype was 46XY in each case, the FSH hormone value 
normal or elevated. The biopsies were performed by atraumatic 
mierosurgery. Two samples were taken from both testes, one 
from the inner-upper and one the lower-outer surface. Bouin 
fixed, paraffin embedded blocks were cut and HE slides 
examined. Sertoli ceils and germ cells were counted within 10 
round shaped seminiferous tubules. 
Results: In azoospermic group Sertoli Cell Only Syndrome or 
inhibited maturation was found. In one of  the cases in spite of 
high FSH level satisfying spermatogenesis was observed in 
one sample. In cases of severe oligozoospermia the 
spermatogenesis was affected, but in one quadrant the 
spermatogenesis seemed to be satisfactory again. In the largest 
group presented with oligozoospermia, 8/12 patients had 
normal spermatogenesis in both quadrant of  both testes. 
Conclusion: The sperm count alone is not satisfactory in 
assessing spermatogenesis. The four biopsy samples give more 
realistic information because the spermatogenesis is not 
homogenous in the testis. High level of  FSH (ICSH) does not 
exclude the necessity of testicular biopsy. 

0-095 

LOW MICROSATELLITE INSTABILITY AND FREQUENT P53 
PROTEIN ACCUMULATION IN SPORADIC AS COMPARED TO 
FAMILIAL COLORECTAL CANCERS 
SaboudrL J-C.*, Dieumegard, B.**, C-randjouan, S.***, Le Bihan, M- 
L.**, Duereux, M.***, Lasser, P.***, Bressac-de Paillerets, B.** and 
Duvillard, P.* 
Dpts of  Pathology*, Moleoular Biology** and Digestive Oncology*** 
Institut Gustave-Roussy, Villejuif, France 
Aims: Hereditary nonpolyposis colorectal cancer (HNPCC) is an 
autosomal dominant cancer-susceptibility condition characterized by 
early onset coloreetal cancer (CRC). The underlying genetic 
abnormalities are germline mutations in one of  five DNA mismatch 
repair genes (MMR) or in the TGFbRII gone. Gone-carriers are at high 
risk of  developing multiple tumors, therefore distinction between 
inherited and sporadic CRC cases is of  medical importance. 
Methods: We studied three groups of  patients, HNPCC kindred 
fulfilling the International Collaborative Group criteria (n=10), 
families in which at least one of the criteria was not satisfied (n=7) 
and sporadic CRC diagnosed before the age of  50 (n=17). In these 
three groups we searched for mierosatellite instability (MSI), presence 
of hMSH2 and hMLH1 germline mutations, and expression of 
hMSH2, hMLH1 and p53 proteins in tumoral tissue samples by 
immunohistoehemistry. 
Results: Fifteen out of  17 (88%) of HNPCC and incomplete HNPCC 
eases were MSI, whereas all o f  the 17 early-onset sporadic eases were 
mierosatellite stable (MSS). Nine germIine mutations in hMSH2 or 
hMLH1 were detected out of  15 MSI oases (60%) but none in the 9 
MSS investigated eases. Eleven out of  13 (85%) familial cases were 
MSI and p53 protein negative whereas 13/14 (93%) sporadic eases 
were MSS and p53 protein strongly positive. Such observations 
demonstrate the existence of  an inverse correlation between high 
mierosatellite instability and p53 protein accumulation in tumors. 
Conclusion: Our results suggest that there are two different genetic 
pathways in colorectal carcinogenesis, one for familial cases, 
involving MMR genes inactivation without p53 protein accumulation, 
the other for sporadic cases involving p53 protein accumulation and 
without MMR genes inactivation. 

189 

0-094 

INHIBIN-t~ CD99, HEAl25, PLAP, AND CHROMOGRANIN 
IMMUNOREACTIVITY IN TESTICULAR NEOPLASMS 
~ ,  Oliva, E.**, Bittinger, F.*, Kirkpatriek, C.J.*, Amin 
M.B.***, Bhan, A.K.**, Young, R.H.**, Scully, R.E.** 
Insfitut fftr Pathologie, University of  Mainz, Germany*, Department of 
Pathology, Massachusetts General Hospital, Harvard University, Boston, 
Massachusetts, USA**, Department of  Pathology, Henry Ford Hospital, 
Detroit, Michigan, USA*** 
Aims: I_nhibin-a and CD99 have recently been identified as being useful 
diagnostic markers in ovarian sex cord-stromal tumors. Only limited 
information is available on the in situ distribution of these markers in 
testieular neoplasms. 
Methods: In the present immunohistochemical study, we investigated 
116 testieular and 3 epididymal tumors using monoclonal antibodies 
against inkibin-cq CD99, HEAl25, PLAP, and ehromogranin. 
Results: Inhibin-ct was detected in neoplastic tumor ceils in 4/5 juvenile 
granulosa cell tumors (JGCTs), 6/20 Sertoli cell tumors (SCSTs), 27/27 
primary Leydig cell tumors (LCTs), 1/1 metastatic LCT, and in 2/6 
unclassified sex cord tumors (USCTs). CD99 was detected in 3/5 
JGCTs, 1/7 SCTs, 10/15 primary and (3/1 metastatic LCTs, and in 1/6 
USCTs. While strong inhibin-a immunoreactivity in the 
syncytiotrophoblastic ceils but less intense staining of  the 
cytotrophoblastie component was found in 2/2 ehoriocarcinomas, and in 
the ehorioearcinomatous component of  1 mixed germ cell neoplasm, 
CD99 was not detected in any tumor outside the sex cord-stromal 
category. HEAl25 expression was not observed in sex cord-stromal 
tumors except for 1/6 USCT. However, it was detected in some germ cell 
tumors including 3/12 seminomas, 2/I2 embryonaI earcinnmas, 6/8 yolk 
sac tumors, and 1/2 teratomas. While PLAP was detected in 4/15 
primary Leydig cell tumors and in most germ cell tumors, ehromogranin 
immunostaining of  tumor cells was rarely observed in the present study. 
Conclusions: Inhibin-tx, CD99, HEAl25, and PLAP immunostalning 
may be helpful in the differential diagnosis of  testicular neoplasms. 
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RAPID SCREENING FOR PROGNOSTIC MARKERS IN 
RENAL CELL CARCINOMAS BY COMBINING CDNA- 
ARRAY AND TUMOR-ARRAY TECHNOLOGIES 

Moch Holger*, Schraml Peter*, Bubendorf Lukas**, Kononen Juha**, 
Mihatsch Michael*, Gasser.Thomas***, Kallioniemi Olli-Pekka**, Santer 
Guido*. 
Institute for Pathology* and Clinics of Urology***, University of Basel, 
Switzerland 
Laboratory of Cancer Genetics**, National Human Oenome Research 
Institute, National Institutes of Health, Bethesda, MD, USA 

Aims: Many genes and signalling pathways are involved in renal 
cell carcinoma (RCC) development. It was the aim of this study to identify 
genes with relevance in RCC, 

Methods: A cDNA array (Release I of the human GeneFilters, 
Research Genetics) containing 5184 cDNA/EST clones was used to screen 
for genes with differential expression between the renal cancer cell line 
CRL-1933 and normal kidney tissue. 

Results: There were 89 differentially expressed genes including 
vimentin which was highly overexpressed in the cell line. To test 
prevalence and prognostic significance of vimentin expression a renal 
cancer tumor array containing 532 RCC specimen was then constructed 
and vimentin expression was determined by immunohistochemistry. 
Vimentin expression was frequently seen in clear-cell (51%) and papillary 
RCC (61%), but rarely in chromophobe RCC and oncocytomas. This 
prevalence exactly matched with previous findings indicating that valid 
results can be obtaind examining minute arrayed tumor samples. Most 
interestingely, vimentin expression was significantly associated with poor 
patient prognosis (p<0.007) which was independent of grade and stage. 

Conclusions:  These results suggest that combining eDNA and 
tumor arrays is a powerful approach for identification and further 
evaluation of genes playing a role in RCC and other tumors. The 
prognostic significance of Vimentin expression should be further evaluated 
in prospective studies. 
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DIFFERENTIAL EXPRESSION OF TSH RECEPTOR IN ARCHIVAL TIIRYOID 
CARCllqOMAS USING 5' NUCLEASE ASSAY (TAQMAN). 
Shells OM, Sweenev EC. 
Dept. of Histopathology, Trinity College Dublin, Ireland. 
Aim: Prognosis in thyroid carcinoma is generally dependent on the patient's 
age and stage of tumour at the lime of diagnosis. However tumours with 
several adverse features such as necrosis or high mitotic index may follow an 
indolent course while other seemingly inert ones may rapidly progress and 
have a fatal outcome. Proliferation indices using Ki-67 or mitotic counts a.d 
apoplotic counts arc uselui at c~the, r cnoot thc spectrum ~t ait;crc;iiJatlon o~ 
tumours, but more accurate prognostication is required to predict the outcome 
of turnouts whose histological appearance belies their sinister intent. 
Proliferation in thyroid carcinoma is variably TSH driven and TSH receptor 
(TSHr) status significantly relates to therapeutic response. The aim of this 
study was to quantify the level of TSH receptor expression in a series of 125 
thyroid neoplasms. 
Methods: TSHr expression was semi-quantitatively assessed in a series of 
archival thyroid carcinomas comprising follicular adenomas, follicular, 
papillary, medullary and anaplastic carcinomas. Total RNA was extracted 
from formalin fixed paraffin embedded tissues and reverse transcribed. To 
overcome the effect of different degrees of RNA degradation due to variations 
in storage conditions and duration of fixation, samples were analysed using 
OAPDH as a housekeeping gene. 
The TaqMan detection system exploits the 5'- 3' endonuclease activity of Taq 
DNA polymeras~ which digests a double labelled internal fluorogenic probe 
during the amplification reaction. Prior to PCR the intact probe fluorescence 
of the reporter is suppressed by the quencher due to its spatial proximity. 
Digestion of the probe by Taq DNA polymerase results in separatio, of 
reporter and quencher dyes and a concomitant increase in fluorescence. 
Resalts: The fluorescent intensities obtained for TSHr and GAPDH were 
compared and a relative TSHr index was calculated for each sample. Results 
indicate the level of TSHr expression parallels the histologically graded 
degree of differentiation in the turnouts assayed. 
Coaelasion: TSHr expression may prove to be an additional prognostic 
marker in thyroid carcinomas, and be oftherapeotic value. 
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USEFULNESS OF ANTIBODIES TO BRCAI PROTEIN TO 
DETECT MUTATED BRCAI GENE. AN IMMUNOHISTO- 
CHEMICAL STUDY. 
Martorel[ M., P6rez A., Carpio D., Maranchbn F., Montero B. 
Dept. of  Pathology, Hospital General Universitario, Valencia, Spain. 
Aims: To assess the value of immunohistochemistry using 
commercially available BRCA1 antibodies to discriminate between 
breast tumors with and without BRCAI germline mutations. 
Methods: 22 paraffin-embedded tumoral samples from patients with 
(7/22) and without (15/22) BRCAI germline mutations studied by 
Protein Truncation Test (PTT), Conformational Sensitive Gel 
Electrophoresis (CSGE) and direct sequencing of generate DNA. 
Immunohistochemistry was undertaken following the standard avidin- 
biotin immunoperoxidase method. Pretreatment with microwave oven 
and autoclaving were used for antigen retrieval. The antibody panel 
used comprised D-20 (1:500), 1-20 (1:100) and K18 (1:100) primary 
antibodies was from Santa Cruz Biotr (CA USA) 
Results: No differences in BRCAI expression were found between 
cases with and without BRCA1 germline mutations. All positive cases 
showed predominantly cytoplasmic staining in tumoral and non- 
tumoral ceils. After autoclaving pretreatment we found nuclear 
staining in tumoral and non-tumoral cells, with the 1-20 antibody in 7 
(5 without and 2 with BRCAI germline mutations) of  the 22 cases 
studied. A membrane pattern with the D-20 antibody and also 
cytoplasmic granules with the KI8 antibody were found, but the 
significance of  these findings, if any, is uncertain. 
Conclusions: Commercially available BRCA1 antibodies lack the 
specificity required to unambiguously identify a protein as BRCAI, 
and so are not useful to establish differences between familial and 
sporadic breast tumors. 
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DETECTION OF TELOMERASE IN HEPATOCELLULAR 
CARCINOMAS (CHC) USING AN IN  5IT'll TELOMERIC 
REPEAT AMPLIFICATION PROTOCOL (TRAP) ASSAY ON 
TISSUE SECTIONS 
YoussefN, Paradis V, Bedossa P. 
Dcp~tment of  Pathology, Bic6Rre hospital, Lr Kremlin BioEtxe, France. 
Aims: Telomerase activity has been widely detected by TRAP assay in 
germ cells and many tumor e x ~ .  We performed a topographic 
assessment of  telomerase activity (TA) in CHC, and adjacent liver 
tissue in order to precise the role of  telomerase during 
hepatocarcinogenesis. 
Material and methods: Frozen sections of  26 CHC, and 29 non 
tumoral liver tissues were studied. Sections from normal testis were 
used as positive control. In a first step, the elongation step and the PCR 
amplification of  the standard TRAP Assay was performed m situ on 
frozen tissue scctious using unlabelled primers. Telomeres amplified 
repeats were then detected using a complementary digoxigenin-labcled 
probe that was subsequently revealed with an anti-digoxigenin-FITC 
antibody. 
Results: Testis showed a bright punctuate nuclear signal in immature 
germinal cells. Signal disappeared when slides were preheated, or 
RNASe ~ t e d ,  or when the PCR step was omitted. Twenty-two of  
the 26 (84,6 %) CHC exhibited a bright punctuate nuclear signal in 
areas of tumoral cells, sometimes associated with a diffuse cytoplasmic 
staining. Non tumoral liver tissues exhibited a nuclear staining in 
groups of  periportal hcpatocytes (7/29), but also in periveinular 
hepatocytes (5/29), and scattered intmlobular hepatocytes (14/29). 
Conclusions: These results confirm actual knowledge about TA in 
hepatocelhlar carcinogenesis. In situ TRAP assay on tissue seotions is 
a new sensible and reliable method which allows the study of  
topographic distribution of  TA in cancerous and precancerous lesions. 
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GENETICALTERATIONS IN GUOSARCOI~S 
Reis, R. 1, Lopes, J.M3,Kleihues, P.~,Ohg~tki, H? 
IntemaiionaiAgency for Reseamh on Cancer, Lyon, France~ and Inst. of Pathology 
and Molecular Immunology, IPATIMUP, Medical Faculty of Porto, Po~gal 2 
Aims: Glioblastoma is the most ~quent and malignant brain tumor in humans. 
Recent studies have shown that there are district genetic pathways leading Iv 
glioblastomas: Primary (de novo) gliobals~ornas are characterized by high frequency 
of EGFR ampl$catioNoverexpression, p16 del~on and PTEN mutations, whereas 
secondary gliobiastomaswhich progressedfrorn low-grade or anaplastic astrocy~ma 
are characterized by frequent p53 mutations. The objective of this study was Iv 
assess the genetic profile of gliosarcomas (GS), a rare glioblasfoma variant, in which 
a mesenchymai component is present in addison to regions of gliornatous 

Methods: We assessed in 19 gliosarcomas, p53 mutat~ns (exons 5-8) and PTEN 
mutations (exons 1-9) using PCR-SSCP followed by direct sequendng, 
hornozygous pI6/CBY, N2 del~on, amplification of MDM2, COK4 and EGFR by 
differential PCR, and altered expression of MDM2, EGFR, p53 and Rb by 
irrcnunohistochemistry. 
Results: Six (32%) GS contained a p53 mutton. In one case, the same muf~on 
was detected in both mesenchymal and gliai components. Muta~ons of the PTEN 
genewere found in 7 (37%) cases. In two cases the same mutations was found in 
both mesanchymal and gliai components, p16 homozygous deletion was found in 7 
(37%) GS. In one case, the homozygous deletion was found in both mesenchymal 
and glial regions. Amplificalion of CDK4 and MDM2 was detected in one 
gliosarcoma. None of the GS showed EGFR amplifica~on/overexpression. One 
case with MBM'2 overexpression in more than 50% of neoplastic cells showed gene 
amplification. One GS (5%) showed loss of Rb expression. Overall incidence d 
at~n'antexpression of the Rb grow~ co~ol pathway (pt6, CDK4 and pRb) was 
47%. 
Conclusions: Gliosamomas show the unique geneSc profile, i.e., frequent PTEN 
mutation and homozygous p16 deleSons. The ider~flca~on of same genetic a l t ~ n s  
in mesenchymal and glint components suggest the monoclonai origin of both tumor 
components. 
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Thyrotropin receptor mutations in single and multiple 
autonomously functioning thyroid nodules are frequently 
associated with hyperplastic morphology 
Noiges, R., Semlitsch, G.*, H6fler, G., Lax~ S.F. 
Dept. of Pathology, University of Graz and *Dept. of Internal and 
Nuclear Medicine, Hospital "Barmherzige B~der ' ,  Graz, Austria. 
Aims: Autonomously functioning thyroid nodules (AFTN) frequently 
harbor constitutively activating mutations of the thyrotropin (TSH) 
receptor gene. To verify whether the clinical designation "au~,,-,~e.~,,":. 
adenoma" is justified for AFTN we correlated the presence of TSH 
receptor mutations in single and multiple AFTN with the 
histopathological features. 
Methods: Surgically removed AFTN from 25 patients (19 with a single, 
6 with multiple AFTN) were analyzed. DNA was extracted from 
formalin fixed paraff'm embedded tissue after microdissection. A 
fragment of the TSH receptor gene (base pairs 1762-1976) was amplified 
by PCR and directly sequenced using fluoroehrome-labeled 
dideexynucleotides. All AFTN were histopathologically classified into 
adenomas and nodular hyperplasia. 
Results: Sequence analysis was successful in 17 cases of single AFTN 
and 3 cases of multiple AFTN. TSH receptor mutations were found in 5 
of 17 cases (29%) of single and in 1 of 3 cases of multiple AFTN. These 
mutations were detected in eodons 629, 631 (2x), 632 and 633 (2x) 
which all have been previously identified as functionally active. All 5 
single AFTN with mutation and all multiple AFTN were histologically 
classified as nodular hyperplasia whereas 5 of 12 single AFTN without 
mutation were classified as adenomas. 
Conclusions: Most AFTN, regardless the presence of TSH receptor 
mutations are histologically nodular hyperplasia. However, only about 
30% of single and multiple AFTN are associated with TSH receptor 
mutations in exon 10. 
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CD15 (Leo-M1) AND CA19.9 IMMUNOREACTIV1TY IN SOLID 
CELL NESTS OF THE THYROID GLAND 

Reyes, R.M., Caparrini, A., Moldes, J., 
Forteza J. 
Deparmaent of Anatomic Pathology, Hospital Xerul de Galicia, 
Santiago de Compostela, Spain. 
Aims:  We think that the solid cell nests (SCN) of the thyroid gland 
represent remnants of the ultimobranchlal body and could contribute 
both C-cells and follicular cells to the thyroid gland itself as well as to 
some thyroid tumours. CD15 (Leu-M1) and CA19.9 are antigens 
detected inmunohistechemically in thyroid carcinomas, more 
f o f ~ n t l y  in the papillary type. We have investigated the expression 

15and CA19.9 in SCN. 
Methods: We examined a series of seven cases of SCN. 
Immunohistochernical studies were performed on paraffin sections 
using the monoclonal antibodies to high molecular weight cytokeratins 
(341tE12, Enzo, Farmingdale, NY, USA, 1:10), CDI5 (Leu-Ml, 
Becton Dickinson, San Jose, CA, USA, 1:100) and CA19.9 (Sialyl 
Lewis a, Novocastra, Newcastle upon Tyne, UK, 1:200), with the 
reaction deleted by the streptavidin-biotin complex technique 
(StreptABComplex/HRP, Duke, Glostrup, Denmark). 
Results: Solid cell nests were positive for high molecular weight 
cytokeratins, CD15 and CA19.9 antibodies. The background normal 
thyroid follicles were completely negative. 
Conclusions: These results are in keeping with the endedermal 
origin of SCN and give further support to the link of these struetur~ 
to (some) thyroid carcinomas. 
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PAPILLARY CARCINOMA OF TIlE TIIYROID: OVEREXPRESSION 
OF MET PROTEIN IN TUMOUR CEI,LS IS ASSOCIATED WITII 
INCREASED IN VITRO INVASIVENESS IN RESPONSE TO HGF 
Stonnacciaro. A*, Searpino, S*, Ballarini, F*, Mainiero, F*, Prat, M**, 
Ruco, LP* 
Dpts of Experimental Medicine and Pathology, University "La Sapienza"*, 
Reran, and of Medical Sciences, University Piemonte Orientale , Novara, 
Italy 
Aims: We have previously shown that Met protein, the high affinity 
receptor for HGF, is overexpressed in ::-95% of cases of papillary carciuoma 
of the thyroid. In the present study, we have investigated the functional role 
of HGF/Met interaction in primary cultures of 20 papillary carcinomas and 
in nomaal thyroid cells obtained from the same patients. 
Methods: Nomlal and tumour cells were cultured in DMEM + I0% FBS. 
The ability of HGF to stimulate tumour cell proliferation was investigated 
as 3H-thymidine incorporation. Turnout cell invasivcness was investigated 
in Boydcn chambers, using filters coated with Matrigel. Turnout cell 
adhesion to extracellular matrix (ECM) components was investigated in 96 
wells tissue culture plates coated with fibronectin, laminin, or vitronectin. 
Results: HGF did not affect turnout cell proliferation, llGF-stimulated 
tumor cells were more invasive than the corresponding normal thyroid cells 
in 5 of 7 cases. Unstimulated turnout cells were 3-10 fold more adherent 
than normal ceils to fibronectin, laminin, and vitronectin; moreover, tlGF 
induced a marked increase of tumor cell adhesion to fibronectin. In 27 cases 
investigated in tissue sections, basement membranes of papillary carcinoma 
cells were rich of EDA and EDB oncofetal fibronectins, whereas normal 
thyroid follicles were negative. Normal cells and tumour cells did not diftkr 
in the level of expression of the high affinity receptors for fibronectin a5/t31 
and ~xv/~33. 
Conclusions: Our findings are consistent with the possibility that HGF/Met 
protein interaction stimulates adhesion of tumor cells to ECM components, 
especially fibroneetin, and facilitates turnout cell invasiveness. 
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CORRELATION OF BCL-2 AND BAX EXPRESSION WITH 
APOPTOSIS IN HUMAN PITUITARY ADENOMAS 
Kontooeorc,os. G.*, Sambaziotis, D.*, Kapranos, N.** 
Depts. of Pathology, G. Gennimatas* and Amalia Fleming** Athens 
General Hospitals, Athens, Greece. 
Aims: Bcl-2 oncogane and Bax gene play an important regulatory role in 
apoptosis. Bcl-2 inhibits the programmed cell death without increasing 
cell proliferation and negatively regulates the apoptotio activity of Bax 
by the formation of Bcl-2/Bax heterodimers. In this study, the expression 
of bcl-2 and bax was investigated and correlated with apoptosis in human 
pituitary adenomas. 
Methods: A series of 81 human pituitary adenornas were studied, 
including all the main representative morphologlc types. Bcl-2 and bax 
proteins were detected by immunohistochvmisla'y and the histoscore 
(HSC) was assessed by multiplying the extent of  immunoreactivity 
(grade 1 to 4) by the staining intensity (grade 1 to 3). The bcl-2/bax 
protein ratio (BBPR) was separated in group A when >1 and group B 
when <1. Apoptosis was detected by the in situ end-labeling (ISEL) 
technique and the apoptotic index (ALI) was determined by estimating 
the percentage of positive nuclei. 
Results: Bcl-2 protein HSC was significantly higher in nonfanctioning 
adenomas (P-~.02), whereas that of bax protein was significantly higher 
in functioning tumors (t'--0.0008). In all adenoma types we observed 
variable mumber of scattered 1SEL positive apoptotic nuclei. The mean 
ALl was significantly higher in functioning adenomas (P--0.03), and it 
was inversely correlated with bcl-2 HSC (r---0.19, P--0.08) and directly 
with hax HSC (r--0.36, P=0.002). In addition, the mean ALI was 
significantly higher in the BBPR group B than in group A (P--0.006), and 
significantly predominated in functioning tumors (P--0.05). 
Conclusions: Our findings indicate that bol-2 and bax proteins 
significantly correlate with ALl and suggest that bcl-2 and bax 
molecules play an important role in the regulation of apol~otic 
mechanisms in human pituitary adenomas. 
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DISTINCT PATTERN OF ret REARRANGEMENTS IN 
MORPHOLOGICAL VARIANTS OF THYROID PAPILLARY 
CARCINOMAS 
R. GienninP, G. SalvatoreZ, M. Panerazi ], C. Monaco z, A. Baldanzi j, F. 
Pacini 3 and F. Basolo I 
IDipartimento di Oncologia. ~Dipartimento di Endocrinologia e Melal~lismo, 
Uniw,rs~M di Pica; 2Dipartimento di 8iologia e Patologia Cellulare e Molec'vlare, 
UniversiM Federico 11, Napoli. 
Papillary thyroid carcinoma (PTC) is the most common thyroid cancer, 
accounting for 50-70% of all thyroid malignancies and generally has a more 
favorable prognosis than other carcinoma types. However, recently, within the 
group of PTC several morphologic variants have been reported, some of 
which seem to have a less favorable prognosis than the classical PTC. Among 
these, tall-cell variant (TCV) has been reported as a variant of PTC with a 
more aggressive prognosis than usual PTC. In attempt to identify a genetic 
marker correlated with the histologic appearance of the tumor we evaluated 
ret/PTCs rearrangements on a group of thyroid neoplasms operated at S. 
Chiara Ilospital, University of Pisa between 1997 and 1998. In this study we 
evaluated 4.5 thyroid tumors including: 26 usual variants of PTCs, 5 tall-cell 
variants, 8 follicular variants, 1 solid variant, 2 microcaroinomas, one poorly 
differentiated carcinoma (PDC), one undifferentiated carcinoma, one 
oncocytic carcinoma. In addition we analyzed 7 non-malignant lesions. The 
analysis was performed by RT-PCR amplification of ret/PTCI,3 mRNA, 
followed by an hybridization with a specific probe. These are the results 
obtained: rearrangements of PTCI type were found in 14% (6 out of 42) of the 
PTCs while PTC3 was observed in 31% (13 out of 42) of the cases; in 
particular the percentage of RET rearrangements according the subtype was 
the following: a) 50% (13 out of 26) of usual variant shows ret alteration, 
with a prevalence ofret/PTC3 31% (8 out of 26); b) 60% (3 out orS) of the 
tall cell variants were rearranged as reffPTC3, c) 12.5% (1 out of 8) of the 
follicular variant is rearranged as ret/PTC3. 
Thus we have observed a high prevalence of ret/PTC3 rearrangements in usual 
variant; furthermore a high percentage of ret/PTC3 were found in tall cell 
variant tumors, while follicular variant shows a low incidence of rot 
rearrangements. This data could suggests that the different types of ret 
rearrangement confer neoplastic thyroid cells with distinct phenotypic 
properties and aggressiveness. 
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EXPRESSION AND PROGNOSTIC SIGNIffICANCE OF a-,~- 
A N D  u IN DIFFERENTIATED THYROID 
CARCINOMA 
BOhm. J.*, Kiraly, K.*, Niskamm, L.**, Eskelinen, M.***, Hollm~, 
S.*, Tulla, H.***, Alhava, E.***, Kosma, V-M.* 
Departments of  PatholosY and Forensic Medicine*, Medicine** and 
Surgery***, University of  Kuopio and Kuopio University Hospital, 
Kuopio, Finland. 
Aims: The purpose of the study was to evaluate the role of  catenins 
( ~  13 end 7) as prognostic factors in differentiated thyroid carcinoma 
(DTC). 
Methods: The localization end signal intensifies of  o~-, [3- and 7- 
catenins wexe immunohistochemically analyzed in pa ra l~  embedded 
specimens of 209 DTC patients treated in Eastern Finland between 
1976 and 1995. All relevant patient records were reviewed for mmour 
characteristics, metastases, prinmty treatment, follow-up and possible 
turnout recurrence. 
Results: The expression o f  ct-catenin was related to tumour type (p < 
0.001) and size of  the primary turnout (p < 0.05). No associations 
between [3-cetenin expression and different clinicopathological factors 
could be eatablished. The expression of  y-catertin was related to 
turnout size, distant metastases and recurrence of  the primary turnout 
(p < 0.05, p < 0.05, and p< 0.01 respectively). In the univariat, 
survival analysis y-catenin was a significant prognostic factor for 
turnout recurrence (p < 0.01). Also in the multivariate survival analysis 
(including age over 60, turnout type, gender, pTNM stage and 7- 
catenin) y-cateain was the only significant prognostic factor for 
disease-flee survival. 
Conclusions: Our results suggest that the loss of  7-catenin expression 
is associated with unfavourable outcome of  DTC patients, and thus 
may be a useful marker in deciding more aggressive treatment 
procedures. 
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DUCTAL CARCINOMA IN SITU (DCIS) AND ATYPICAL DUCTAL 
HYPERPLASIA (ADH) OF THE BREAST DIAGNOSED AT 
STEREOTAXIC CORE NEDDLE BIOPSY (SNCB). A 
MULTIINSTITUTIONAL STUDY. 
Andreu F.J., Sfiez A., Sentis M.*, Castafier E.*, Gallardo X.*, Cabezuelo 
M A, Jurado I., M6ndez I., Orellana R., L6pez E.**, Marco V***. 
Dpts. of  Pathology, Radiology*, Corporaci6 Sanit/tria Parc Tauli. 
Sabadell (Barcelona). Spain. Dpt. of Pathology Hospital Josep Trueta, 
Girona (Spain)**. Dpt. of Pathology Hospital General de Catalunya, 
Barcelona (Spain)***. 
Aims: SNCB allows specific histopathologic diagnosis to be made 
without surgery. However, recent studies have concluded that diagnosis 
of ADH by means of SNCB misses about a 20% of cases that finally are 
carcinoma. Furthermore, SNCB diagnosed as DCIS can not reliably 
indicate the absence of invasion in nearly half of the patients. This is a 
review of the experience at three institutions, with analysis of diagnostic 
accuracy, when a diagnosis of ADH or DCIS has been made at SNCB. 
Methods: SNCB of 1,221 consecutive, non-palpable breast lesions was 
performed between 1993 and 1998, Nineteen cases (1.6%) of ADtt and 
89 cases (7,3%) of DCIS were diagnosed at SNCB. Surgery was 
performed in 89 patients, which form the basis of the study. 
Results: In 12 cases of ADH diagnosed by SNCB, surgery showed ADH 
in 7 (58%) and DCIS in the 5 (42%). No cases with benign results or 
invasiveness at surgery were recorded. In 77 cases of DCIS diagnosed by 
SNCB, surgery yielded DCIS in 56 (73%), 6 cases (8%) showed DCIS 
with microinvasion, and 15 (19%) showed invasive ductal carcinoma. Six 
(40%) of the latter corresponded histologically to invasive carcinoma with 
extensive intraductal component. 
Conclusions: The diagnosis of ADH at SNCB indicates high probability 
of DCIS or residual ADH in the surgical biopsy. The diagnosis of DCIS 
at SNCB is confirmed in the majority of surgical biopsies, however, a 
significant number of cases may show microinvasion or invasive 
carcinoma. 
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IMMUNOHISTOCHEMISTRY IN NEGATIVE AXILLARY LYMPH 
NODES IN BREAST CARCINOMA: PRELIMINARY RESULTS 
Arias-Camison. I., Soga E., Rezola R. 
Dept. of Pathology. Institute Oncol6gico. San Sebastian. Spain 
Aims: To evaluate the sensibility of  hematoxilin-eosin (HE) and 
immunohistochemistry (IH) in the detection of tumoral cells in axillary 
lymph nodes in the surgical treatment of breast cancer. 
Methods: Fifty-six consecutive axilar lymphadenectomies carried out 
between the I a October and 31 ~ December 1998 have been studied for 
this work. Thirty-fore out o f  the fifty-six cases studied had not metastases 
in the initial study with HE. Ordinary, the inclusion of the lymph nodes 
was total in to two o three macroscopic sections. Several microscopic 
sections were included in each slide. 
For the present study, sections with HE have been repeated in a slide and 
another extra section for immunohistoehemistry, using prediluted 
monoclonal antibody cytokeratin AEI-AE3 (Biomeda). 
Results: In the thirty-four lymphadeneetomies six hundred and four 
lymph nodes have been studied (average: 18, range: 6 to 31). Six lymph 
nodes with positive cells of  four different lymphadenectomies have been 
detected with AEI-AE3. In the new sections with HE, tumoral cells have 
been found in only two lymph nodes, in the four remaining lymph nodes, 
positive cytokeratin cells have not been recognised. The proportion of 
false negative is of 11.8% in the initial study with HE. The negative 
preclietive value of HE in the routine was of 88%. 
Conclusions: 1.- The IH improves the sensibility of the lymph nodes 
morphological study, increasing the number of  discovered metastasie 
lymph nodes. This will determine the adyuvant oncologic therapeutics. 
2.- It serves as the quality control of our observation with HE detecting 
truthfial fase negatives. 
3.- Certain questions arise in relation to the usual methodology in the 
pathological study and with regard to the identification of the cytological 
malignity of certain keratin positive cells. 
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COULD THE STUDY OF HORMONAL RECEPTORS AND 
OTHER PROGNOSTIC FACTORS MODIFY THE STAGE OF 
T2NOM0 BREAST CARCINOMA? 
Ant6n, I; Ortiz-Rey, J.A.; San Mignel, P.; De la Fuente, A. 
Dpt. of  Pathology. Policlinico de Vigo-Povisa. Vigo. Spain 
Introduction: Some authors suggest that T2NOM0 lnvasive 
Carcinoma of  the Breast, at present classified as Stage IIA, should 
be reclassified as Stage I. We pretend to know if the status of 
Hormonal Receptors, as well as the study of  the new biological 
markers can contribute to this aim. 
Methods: We have studied by immunohismchemical determination 
the status of Estrogen and Progesterone Receptors (ER and PR 
respectively), as well as the Prognostic Factors HER2/Neu, p53, 
and Ki67, in 103 consecutive cases of  Duetal lnvasive Carcinoma 
of the Breast. Thirty-seven of  them were TINOM0 (Stage 1), 
nineteen were T1N1M0 (Stage IIA), and forty-seven were 
T2NOM0 (Stage IIA). The Statistics Computer Program Epi lnfo6 
was used to calcule Chi square (g2) and p of ManteI-Haenszel. 
Results: Although the ER status of  T2NOM0 tumours (Stage IIA) 
is more similar to T1NOM0 tumours (Stage 1), than to T1N1M0 
tumours (Stage IIA), we have not found significant statistical 
differences among them regarding Hormonal Receptors and the 
other Prognostic Factors. 
Conclusions: Our study does not recommend to reclassify the 
T2NOM0 lnvasive Carcinomas of  the Breast into Stage I. 
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PROGNOSTIC VALUE OF NOTTINGHAM HISTOLOGIC 
GRADE IN EARLY (TINOM0) BREAST CARCINOMA 
Bra6ko M, Frkovi6-Grazio S. 
Dept. of Pathology, Institute of Oncology, Ljubljana, Slovenia 

Aims: To determine the prognostic utility of  Nottingham histologic 
grade (NHO) and its components in a series of 278 stage T1NOM0 
breast cancer patients with a median follow-up of  12 years. 
Methods: Microscopic slides were re-examined and the de m'ee of  
tubule formation, nuclear pleomorphism and mitotic rate were 
semiquantitatively assessed and scored according to the suggested 
guidelines. The association with cancer-specific survival (CSS) was 
evaluated by univariate and multivariate analysis. 
Results: The proportion of grade 1, 2 and 3 was 36%, 39% and 25%, 
respectively. Whereas tumor size and patient age were not related to 
prognosis, NHG was strongly associated with CSS (P=0.0002). When 
evaluating the components of  NHG separately, survival was 
significantly better in tumors with score 1 or 2 for tubule formation 
(10y-survival: 96% vs. 83%, P=0.0012) and in those with score 1 for 
mitotic rate (10y-survival: 92% vs, 80%, P=0.0013). An even stronger 
association with survival was observed when the proposed cutpoints for 
mitotic rate (fewer than 7/10HPF and more than 13/10HPF) were 
replaced by lower values (fewer than 3/10HPF and more than 8/10HPF; 
I 0y-survival: 97% vs. 87% vs. 77%, P<0.0001). Regardless of  the 
outpoints used, mitotic score and tubule formation score retained their 
independent prognostic significance in multivariate analysis. 
Conclusions: Our findings confirm the prognostic value of NHG in 
T1NOM0 breast carcinoma, show that evaluation of  tubule formation 
and mitotic rate provides independent prognostic information and 
suggest that the proposed CUtlmints for mitotic rate may be too high for 
this particular group of  tumors, 
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COMPARISON OF THE INCIDENCE OF BREAST CANCER IN 
THE REGION OF AACHEN IN 1996 AND 1997 WITH 16 
EUROPEAN REGIONS 
E. Breuer, C.A. Seemayer, S. Markus-Sellhaus, C. Mittermayer 
Dpt. of Pathologie, Technical University of Aachen, Germany 
Aims: The present study compares the rates of incidence of breast 
cancer in the region of Aachen in 1996 and 1997 with 16 European 
regions. This comparison is based on more than 50.000 breast cancer 
cases and a yearly population at risk of  about 55 millions women. 
Methods: These newest data on breast cancer incidence of  varies 
regions in Europe are based on data from the period of years 1994- 
1996. Furthermore, the criteria of various cancer registries for the 
calculation of the incidence were considered. Data files of the Cancer 
Registry Aachen were used in the field studie of breast cancer witch is 
supported by the Federal Ministery of  Health (Germany). 
The comparison is made under the aspect that some European countries 
started nationwide mammographic cancer screening programs, others 
not. In Aachen and Germany in general there does not exist a 
nationwide rnammographic screening program. 
Results: The incidence of breast cancer values according tO the 
European Standard Population amounted 94 cases in 1996 and 90 cases 
in 1997of invasive breast cancer per 100,000 women.This is just in the 
middle of  the range of  braast cancer incidence of  other European 
regions without a rtationwide screening programm. The increase of the 
breast cancer incidence in the regions without a national 
mantmographic screening is about 15 %. The range of this increase 
differs between Norway with 7 % to 18 % in Saarland and Ireland. A 
higher increase was found for countries with a national man~nographic 
screening progranma. Interestingly a steep short time increase of the 
incidence is directly correlated with the beginning of the screening. 
Conclusion: The incidence of brea~ cancer in Central,- and North 
Europe is high. According to the European Standart Population 95 
invasive breast cancer cases per 100,000 women am registrated. In 
general, the concept of  comparing regions with and without a screening 
programra seems to be relev_ant. 
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MAMMOORAPHIC FINDINGS AND ]-IISTOPA'~HOIL)GICAL 

CORRELATION OF ADENOID CYSTIC CARCINOMA OF THE 

BREAST 
Capurro S 1, Santamarfa G l, Fern~dez PL ~, Cardesa A 2, Farr6 X2; 

Pahisa J~, Zan6n G s, Fart,s B 4, Mufioz M s, Se. ,s j6, Velasco M I" 

Depts. of ~Radiology, 2Pathology, ~,,,,cology and Obstetrics, 

4Radiotherapy, SOncology and 6 Surgery. , .,ospital Clfnic y Provincial. 

Barcelona. SPAIN. 

AIMS: To describe the mammographie features of adenoid cystic 

carcinoma of the breast (ACC) as well as their possible correlation with 

histopathological findings. 

MEI~ODS: Clinical information, mammographies and histopathology of 

8 ACC were reviewed. Histopathological evaluation included 

immunohistochamical analysis for diagnosis confirmation. 

RESULTS: All patients had palpable nodules, and mammographies 

showed ill or partially-illdefined lesions in 5 cases. One case was a well 

defined nodule and another one displayed a focal distortion pattern with 

microcalcifications. One case was not visible on marmnography due to the 

high density of breast paranchyma. Histologically, 6 tumors showed 

predominance of glandular component and 2 cases were solid. 

CONCLUSIONS: In spite of its low incidence ACC is a type of breast 

tumor which must be recognized due to its favorable prognosis. Most 

ACC of the breast in our series had ill-defined margins on 

mammography. 
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PRELIMINAR RESULTS OF A HISTOLOGICAL, FLOW 
CYTOMETRY AND CLINICAL FOLLOW UP STUDY. A 10 
YEARS ANALISYS OF pT1 NO M0 STAGE BREAST 
CARCINOMA. 
M. Castro. ***C. Mallofr6, **M. Boleda, *IVP Jos6 Bengoechea and I. 
Moreu. 
Pathology, *Radiology and **Oneology Dept. Hospital Sent Camil and 
***Pathology Dept. Hospital Clinic Medical School Barcelona (Spain) 
Aims: DNA-ploidy and S-phase fraction (SPF) determined by flow 
cytometry are considered to have prognostic value despite negative 
axillary nodes (NO) in breast carcinoma. We have performed a 
retrospective analysis of those flow cytometric criteria in relation to 5 
years follow-up in a group of pTINoMo breast carcinomas treated in 
our hospital since 1989. 
Methods. 53 cases corresponding to 52 patients aged 32-82 years with 
a mean of 60.5 years were studied. Tumor size was always less than 2 
cm in maximum diameter with 8 or more nodes studied. The tissue was 
fixed and included on paraffin . Flow cytometry was performed 
following Hedley's method using Propidium Iodide as fluorochrome. 
Uni- and multivariate statistical analysis was performed using the 
statistical package SPSS with the ji-square and Anova test for 
qualitative and quantitative variables respectively. 
Results: The univariate analysis showed statistical significancy between 
histological types and SPF. In the multivariate analysis only DNA 
ploidy and global SPF showed statistical correlation with the 
development of high grade neoplasms. The survival ratio at 5 years was 
79% (media of 58,8 months). Two patients had local recurrence and 2 
had metastases. One patient died of unrelated cause. 
Condnsions: Flow cytomctry could provide information of prognostic 
value for treatment in low size breast tumor (DNA-ploidy, global 
SPF,diploid SPF, aneuploid SPF and DNA index). All our patients had 
at least one bad prognosis marker. 
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IS NOTHINGHAM PROGNOSTIC INDEX CORRELATED 
WITH APOPTOSIS AND P53 EXPRESSION IN INVASIVE 
DUCTAL CARCINOMA OF THE BREAST? 
Centdz-Boduro~lu E., Irkkan (~., Bilir G., Pak I. 
Department of Pathology, Ankara Ontology Hospital, Turkey. 

Aims: The role of the p53 as a prognostic factor is not clear in 
literature. P53 named as "guardian of the genome" plays an important 
role in many intraceIlular regulatory systems one of which is apoptosis 
having an impact on tumor kinetics. A retrospective study was 
undertaken to assess the relationship of the Nothingham Prognostic 
Index (NPI) to p53 expression and apoptotic cell counts. 
Method: To conduct the study successively administered 160 cases of 
invasive ductal carcinoma of the breast were included. P53 was 
assessed on AP-AAP stained sections. Apoptotic cell counting was 
done on the HE stained routine sections on I0 HPF. Clinical data were 
driven from the hospital files. 
Results: Apoptotic cell counts were higher in p53 positive group but 
this was not significant (p=0.079). P53 positivity was found to be 
related to the disease free survival (p=0.00$). NPI was significantly 
higher in apoptotic cell containing group (p=0.006). Them was a 
positive lineer correlation between apoptntic cell counts and NPI 
scores (p=0.004). This correlation was not present between apoptosis 
and disease free survival. 
Conclusion: P53 expression was found to be related with disease free 
survival but not with the NPI which is a score composed of  best 
prognostic indicators known today. In conlrast to this apoptotic cell 
count was found to be closely and linearly associated to the known 
prognostic factors. This may suggest that the apoptotic cell counts done 
on routine sections may be used as a part of prognosis assessment in 
invasive ductal carcinomas. 
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BREAST I N F I L T R A T I N G  C A R C I N O M A  W I T H I N  BREAST 
H A M A R T O M A  

De Agustin, Domingo; Coca, Santiago; Marcos, Josd Antonio; Moreno, 
Manuel; Izquierdo, Angeles. 
Hospital Universitario dd  Aire, Madrid. 

INTRODUCTION: Breast hamartoma is an infrequent entity with 
difficult clinical diagnosis and with no relationship with risk for breast 
carcinoma. Hamartomas, with different locations, are a well-known 
component of  Cowden's  disease, the latter conferring a mild risk 
increase of  malignant tumour development, among them breast cancer. 
CASE HISTORY: 73-year-old woman without any relevant 
antecedents. She had a one-year history of  painless increase in the right 
breast size. A~er  a radiological suspidous image, a well-delimited 
round mass was resected, measuring 9x 4,5 om in its longest dimension, 
also having an irregular, hardened, and star-shaped area in one of  its 
edges. Histologically the presence of  a infiltrating breast carcinoma 
within a breast hamartoma was confirmed. Total masteotomy plus 
axillar lymphadenectomy were performed. Neither residual lesion nor 
lymph node involvement were observed. The patient did not have other 
lesions suggestive of  Cowden 's  disease. The patient is currently free of  
lesion after the protocolised treatment. 
CONCLUSIONS: In spite o f  the absence literature on this subject, 
breast hamartoma, which is not specially related to Cowden's  disease, 
can harbour breast carcinoma. 
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P A T H O L O G I C A L  RESULTS FROM A BREAST CANCER 
SCREENING P R O G R A M  IN T W O  DISTRICTS OF  
BARCELONA 
Corominas JM, Alameda F, Arumi M, Barranco C, Conangla M, 
Lloreta J, Munn6 A, Arroyo B, Baixeras N, Carrato C, Farter D, 
Sen'ann S. Hospital del Mar. IMAS. UAB and UPF. Barcelona, Spain 
Aims:We report the pathological findings from a breast cancer screening 
program (November 1995 to March 1998), in a population of 27,726 
women fi'om two districts in Barcelmta. 
Methods:  Women between 50 and 64 years, not subjected to 
msmmography in the last 12 months, without past history of  breast 
cancer, were included in the study. A double - projection bilateral 
maounography was performed, with double -. blind readings, and a 
third reading in cases with disagreement. When the radiologic findings 
were consistent with or diagnostic o f  malignancy, fine needle 
aspiration cytology, stereotactie core biopsy, and/or excisionsl biopsy 
with radiologic localization were performed. 
Results:  From the screenable population, 15,173 women (76.1%) 
were enrolled in the study. A total o f  98 breast cancer cases (6.4%) 
were identified, 56.1% of  them in women between 60 and 64 years. 
HistologicaI classification of  these eases was as follows: infiltrating 
ductal ca, 68; ductal carcinoma in situ, 9; infiltrating lobular ca, 7:, 
tubular ca, 5; mutinous ca, 2; medular ca, 2; and not otherwise specified, 
5 cases. From the 597 FNAC, there were 63 positive, 473 negative 
cases; 61 cases were not adequate. From 187 core biopsies, there were 
22 positive, 134 negative and 31 non-adequate cases. From 36 
excisional biopsies, 13 cases were positive and 23 negative. Tumor size 
was < 10 mm in 22, >10 nnn in 69, and Tx in 8 cases. Lymph nodes 
were NO in 69, NI in 16, N2 in 5, and Nx in 8 cases. Distant metastatic 
stage was M0 in 89, M1 in I and Mx in 8 cases. 
Conclusions:  The proportion of  lesions obtained, and the results o f  the 
enrolment are in agreement with similar studies reported in the 
literature. 
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CYSTATIN A IN BREAST CANCER 
Kuopio. T.. Kankaanranta. A., Jalava. P.. Kronqvist. P.. Kotkansalo. T 
Weber. E,. Collan, Y. 
Department of Pathology, University of Turku, Finland 
Aims: Testing of the prognostic value of eystatin A (ACPl, acid cystcin 
proteinase inhibitor) immunohistochemistry in breast cancer. 
Method: 440 formalin-fixed paraffin embedded samples of breast cancer from 
years 1088-1991 were collected from the files of our department. Afiur 
cxclusien of patients with disseminated disease at diagnosis, previous 
contralatcral breast cancer, or absence of follow-np, samples ~.crc Icfi from 384 
patients. Monoclonal cystatin A antibody WR-23/2/3/3 was used and the 
binding detected with the avidin-biotin peroxidase method. 
Results: Positive staining fbr cystatin A was found in 52 eases. The staining 
was irregular showing islands of positive cells among negative background. 
Most positivu tumors were of ductal infiltrative type, two were mutinous 
carcinomas, one medullary, and one squamous cell carcinoma. No positive 
Iobular carcinomas were tbund. Focal eystatin A positivity was found itt the 
myoepithdial cells of the benign duets Occasional apoptotie cells showed 
positive stainiag. Tumors with cystatin A positivity were large m size ,-rod bad 
higher mitotic activity than eystatin A negative tumors. Cystatin A was 
negatively correlated with bcl-2 staining. The risk for breast c,'urccr death was 
higher among cystatin A positive tumors than cystatin A negative tumors. The 
risk incrcase was significant also in lymph node negative patients. Adjustment 
for tumor size, histological grade, and lymph node status did not change the 
conclnsions: cystatin A positive tumors were associated with higher risk of 
death than eystatin A negative tumors. 
Conclusion: The study reveals a new variant of aggressive breast cancer. The 
development can be expected to bc associated with neoplastic progression 
through genetic instability, which allows cystatin A expression and gives 
growth advantage to cell clones with cystatin A posilivity 
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CIJTANEOIIS ANGIOSARCOMA OF TIlE BREAST 2 YEARS AFTER CONSERVATIVE 
TREATMENT AND RADIATION THERAPHY. 
F J de la Torre F Rein. M Suflol, J Pallare:s, Jl,  I.irola 
Depanmem on i'athology Vail d'Hebron Hospitals Barcelona Spain 

Angiosareoma (AS) is an uncommon breast tumor that rarely develops after 
external beam radiation therapy In view of the increasing use or breast conservative 
therapy (BCT) wilh radiation therapy (RT) in the last 15 years, the number of patients 
with BCT-assoeiated AS is likely to increase Cutaneous AS tbllowing radiotherapy fi)r 
breast carcinoma has been rarely doeumeated We reporl an additional ease of AS of the 
skin ofthe breast which develops after conventional postoperative irradiation 

In ]q92. a 57 year-old woman had a segmental excision with axillary dissection 
for a microinvasive ductal carcinoma Histologically the excision margins were free of 
tumor and there weren't nodal metastases Poslopcrafive RT was given (504 gy) 
Twenty-seven months after RT. the patient presented an area with an infihralive lesion 
with codema of the skin, erithema and annular ecchymosis at the site of radiatum 
exposure A punch biopsy of the skin revealed an increase of vascular structures with 
some diffuse clefts. I~w.al perivascular inflammation and a small stolid nest imravascular 
of  atypical cells in dermis The cells were aegalive tbr immunoreaetive factor VIII and 
keratin- assoeialed antigen and the diagnosis was carcinoma with vascular invaskm Five 
months later the patient underwent a mastectomy nnd the microscopic exam revealed 
three areas with moderate-differentialed (grade II) AS Nine months later she presented a 
nodule in the mastectomy scar which histologically showed unremarkable infiltration of 
the fidl thickness el'the dermis by typical AS with abundant mitosic figures Positive 
findings at immnnohislochemieal staining (('D34, I ~lex, FaclorVIlI - related antigen) fi~r 
ead~)thetia[ fissile c(mfirmed the diagnosis of high grade cutaneoos AS Since then five 
recarrences have ocurred around the mastecnnny scar After I ! months the patient is 
alive without evidence of taher distant metastases 

The median patient age of 68 years at RT befi~rc developing an AS is higher 
than the media age of 4q years in a population nndergoing BCI* without subsequent AS 
There is a posible higher su~eptibility for radiation induced AS with advancing age 
The psthogenesis of AS of the breast is unclear. Radiation may play a role in the 
development of sarcomas, with unusual latency times of 10-20 years The latency time 
Ibr AS tbllowing B('T is generally shorter 74 months (range 29-106 months) and this 
might indicate a different meetmnism of pathogencsis In our case the latency time was 
27 months 

The diagnosis of cutaneous AS should be considered in patients who have new 
lesions within a regiou previous RT This diagnostic consideration should be given more 
imporlance as RT for the treatment of breast carcinoma becomes more popular AS this 
present case illustrates cutaneous AS may arise shortly after RT 
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The prognostic significance Mib-I, p53, bcl-2 and cerbl~-2 
expression in screen detected breast carcinomas and correlation to 
histological parameters. Sp~annf Duun, MD. Department of 
Pathology, University of Copenhagen, Bispebjerg Hospital, Copenhagen, 
Denmark 

Ai._.mm: 1'o determine the pathological and biological characteristics of 
invasive breast carcinomas diagnosed by screening and examined in the 
Copenhagen screening programme trial 
Material and methods: Immunohisthoehemistry witil antibodies 
recognising Mib-l, e-erbB-2, p53 and bcl-2 encoded proteins was 
performed on 232 invasive carcinomas from a prevalence screening in 
Copenhagen 1991-1993 Immunohisthochemical findigns were compared 
with conventional pathological parameters. 
Results: Bcl-2 protein was expressed in 87.5% of the carcinomas and 
was significantly associated with low grade, positive ER, PGR receptors, 
low Mib-I expression and inversely associated with p53 Tumour type, 
size, lymph node involvement and c-erbfi-2 expression did not show a 
statistical significant association with bcl-2. P53 was expressed in 25% 
of the carcinomas and was associated with high grade, size, lymph node 
involvement and receptor negative tumours and positive correlated to 
MIB-1 and cerbS-2 , CerbB was expressed in 12,5% and was 
significantly correlated with high turnout grade, type, lymph node 
involvement and receptor negative tumours, lligh expression of Mib-1 
was significantly associated with high grade and over expression of 
cerbl~-2, while there was negative relation to ER and PGR 
Conclusions: The results of this study indicate that statistical analyses 
conducted on biological and clinieo-pathologieal parameters might 
constitute an integrated approach to data analyses usetbl tbr 
distinguishing different biological behaviour and therapeutic groups in 
breast carcinomas. 

P-015 

CYTOLOGIC GKADING OF FINE NEEDLE ASPIRATES 
OF BREAST CARCINOMA - CORRELATION WITH 
HISTOLOGIC GRADE AND Ki-67 / PCNA 
IMMUNOSTAINING 
Ers6z C.*, Ergin M.*, Erdogan S.*, Demircan O.**, 
Erkisi M.*** 
*Dept.ofPathology, **Dept. &General Surge~,***Dept. 
of Oneology, University of (~ukurova, School of Medicine, 
Adan& Turkey. 
Aims: The reliability of breast cancer grading system in fine 
needle aspirates and correlation with immunohistologlc 
application of Ki-67 and proliferating cell nuclear antigen 
(PCNA). 
Methods: Thirty consecutive breast cancer fine needle 
aspirates and their surgical specimens were reviewed. The 
aspirates and histologic sections were graded according to 
simplified Black (SB) and Bloom- Richardson systems, 
respectively. Ki-67 and PCNA monoclonal antibodies were 
applied to the histologic sections by using 
immunoperoxidase methods. 
Results: The cytologic and histologic grades were well 
correlated. A significant correlation between two 
proliferation marker labelings and histologic grade and 
mitotic activity was found, 
Conclusion: The cytologic grade can be used to predict the 
histologic grade of the breast carcinoma. Ki-67 and PCNA 
immunostainings provide valuable information and are correlated 
with histologic grade. This information could be very important 
especially in chemotherapy planning of inoperable breast cancer 
patients. 
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IMMUNOHISTOCHEMICAL EXPRESSION OF p21, p27 AND p16 
PROTEINS IN No INVASIVE BREAST CARCINOMA: 
PROGNOSTIC IMPLICATIONS AND RELATIONSHIP TO 
HISTOPATHOLOGICAL PARAMETERS. 
Enriquez JL, Garcia-Cosio M, Vhzquez R, Martlnez-Montero JC*, 
Belles C, Gon~lez-Palacios JF. Dpt of Pathology, Ram6n y Cajal 
Hospital and Ophthalmic Hospital*, University of Alcal& Madrid, 
Spain 
Aims: To investigate the expression of  CDKIs (cyclin-dependent 
kinase inhibitors) in No invasive breast turnouts and compare their 
expression with the major biopathological prognostic indicators to 
identit~r more aggressive subgroups, 
Material and Methods: Archival paraffin embedded tissues from 120 
No invasive breast carcinomas. CDKIs (p21 ~ p27 ~;ipl and 
p 16 cvgN2/~l'~]), oestrogen and progesterone receptors (ER/PR), MIB- 1, 
pRb and p53 proteins were identified by immunohistochemistry and 
score values were recorded by image cytometrie analysis. The follow- 
up time was ] 0 years. 
Results: Low expression of p27 protein (< 50%) was seen in 57 cases 
and was associated with a poor prognosis (p = 0.03) and high-grade 
tumours and inverse correlation with oestrogen/progesterone receptors. 
p21 was expressed (> 10%) in 62 tumours and had inverse association 
with p53 protein, histological grade and ER/PR receptors. There was 
no association between p16 staining (43 cases) and any 
histopathological parameters. 
Conclusions: The p27 protein could be useful to identify patients who 
might benefit from adjuvant therapy. In a Cox multivariate analysis 
neither p21 nor p16 were an independent predictor of patient outcome. 

P-016 

STEREOTAXIC NEEDLE-CORE BIOPSY IN BREAST 
MICROCALCIFICATIONS. 
Fern~dsz P., De Miguel C., Eehegoyen A., Reparaz B., Gareia-Bregado F., 
Apesteguia U Hospital Virgnn del Camino. Pamplona. Spain. 
Aims: Evaluation accuracy of stereotaxio needle-core biopsy (SNCB) in 
mammary nonpaipable microualeifieations and other ultresonogmphi~lly 
undeteetable lesions. 
Methods: We have retrospectively analyzed 100 lesions (1996-1998), from 85 
women (37-68 years). Seventy-seven lesions, presented calcifications as major 

f~aturc and 23 were calcifications with nodule, nsimetry or incr~.s~l 
density. Fifty of them were classified as low-suspicion, and other 50 moderate 
or high-snspicion. In every case, three biopsies were performed with a 14 
gauge tin--cut biopsy needle. Lesions classified as low-suspicion 
mammography with benign microscopic features were followed by 
rnammograpby (mean 12 months) and ,the remaining ones wore surgically 
removed. 
Results: Five histological kinds were made: Normal or not valuable (2), 
benign (60); benign with atypia (2); suspicious (3) and malignant (33). 
Sensitivity: 90%; Specificity: 94%; PPV: 100%, PNV: 90%; Accuracy: 96%. 
Valid samples for diagnosis: 98%. False-positive: 0%. False-negative: 8%. 
Avoided surgical biopsies: 46. Malignant tumors presurgically diagnosed: 33. 
Condasions: SNCB-I4G is an accurate method to diagnose breast 
calcifications and other nonpalpabie lesions unrecognizable at sonograpby. A 
minimum number of three biopsies with SNCB-14G obtain better results than 
a single biopsy with a larger gauge needle (18 y 16 G), both in sensitivity and 
specificity. Moreover, the number of insufficient samples decreases 
sigaificatively (from 16% to 2%). 
In our series SNCB has false-positive rate 0%, so after malignancy results 
definitive surgical treatment must be made. Diagnostic surgical biopsy must 
be recommended when results of suspicious or ~ypia are obtained. Afar 
benignancy results in moderate or high suspicious mammegraphic lesions, 
confirmation biopsy must be made. 
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ENDOCRINE CELLS IN THE BREAST CARCINOMAS AND 
THEIR PROGNOSTIC VALUE 
Ga l~ f i n  K.*, Aldaova O.*, Bondar S.**, Romanyuk O.** 
Dpt. of Pathology*, dpt. of Medical Statistics**, Ukrainian Research 
Institute of Oacology and Radiology, Kyiv, ~ e .  
Ahns: identification of endocrine c~11s (EC) in. breast cazcinomas (BC) 
and studying their influenc~ on course of disease. 
Methodi: histocbemical (Ga'hnelius's reaction) and 
immuno~i~mice~ (antibody to ch~mogrmin A) metheds were 
used for identi~caticm of EC in 175 BC. In stafisticad analysls criteria 
~2 were engaged for determination of  clinical differeaces between BC 
with EC and "common" carchaomas of the breast. The survivel data of 
pefients which had BC with EC were estimated by Kaplan-Meyer's 
method. 
l ~ u l ~ :  the breast tumors with EC (60 cases) were divided into three 
groups depending on quanfi~y of EC: 1- BC with single EC (30 cases); 
2- cancers which contained 20-50% of EC (18 cases) and 3 - BC with 
more than 50% of EC flora whole tumor cells (12 cases). The 
hlstolosica~ charscteristics of el~ tumor groups were revesled. It wes 
shown that forming of sol~d and alveolar s t r t ~ a ~  is usual for BC w~th 
EC. Correlation nnalysis of the clinical ~ c s  like ages of 
patients, tumors size, lymph nodes conditions as weU as d~'erences 
between the Stoups of BC and following up BC with EC was made. 
We d~dn't find any s~i~ea~m differences be~we~ cotwse of BC with 
and without EC. We also reve~ed visible tendency Of BC with EC of 
2-th group to aggressive behsv~or and this ~endency h~uence on the 
t~q.teda "survival" for patients offl~s group (p<0,05). 
Co~elu~ous: There are no s ~ i ~ c a n t  diff~me.es between BC with 
EC and "common" cexcinomas of  the breast. But we found worth 
prognosis dam for patients who had 2-d group of B e  with EC. 
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ANGIOGENESIS IN DUCTAL CARCINOMA IN SITU OF THE 
BREAST. STUDY BY IMAGE ANALYSIS SYSTEM. 
~ k s ,  Andreu X t, Sfiez A I, Marco V 2, Antonell J'k Esquius j4  Roig 
I ,  Sentis M 1, M6ndez I I, Orcllana R 1 and Roqud M 1. 
ICorporaci6 SanitAria Pare Tauli, 2H.General Catalunya, 3H. General Vic, 
4Fundaci6 Hospital Granollers, SConsorci Hospitalari Terrassa, Spain. 
Aims: Angiogenesis is a critical factor in both local growth and 
metastasis of solid tumors and can provide an important independent 
factor, which predicts prognosis in breast cancer. Studies in experimental 
animals and humans have indicated that ductal carcinoma in situ of the 
breast (DCIS) is capable of inducing neovascularization. The purpose of 
this study is to analyze angiogenesis and its relationship with nuclear 
grade, tumor size and histological subtype of DCIS. 
Methods: Neo-vaseularization was determinate labelling microvessels 
with factor VIII immunostain (Dako| Denmark) and analyzed by image 
analysis system (Visilog5, Microptic| France) FiRy-three cases of 
DCIS were included, studying 6 images at 200 x scanning power of each 
case. Endothelial area, relative and absoIute, was counted in each image. 
Mean and standard deviation of endothelial areas of each case was 
correlated with histological grade (Van Nuys classification), tumoral size 
and histological type, using ANOVA test. 
Results: The mean endothelial area was variable between 1.1% and 5.1% 
of the total field analyzed (absolute values, between 1428.5 and 6523.4 
~t2). Mean endothelial area was higher in DCIS grade 3 (2.9% Vs 2.4% 
and 2.3% in grades 1 and 2), although without statistical significance. 
Mean endothelial area was higher in tumors greater than 4 cm (4.1% Vs 
2.4% in tumors smaller than 15ram, p=,02). Relation between 
angiogenesis and histological subtype of DCIS was not found. 
Conclusion: In conclusion, this study indicates a higher grade of 
angiogenesis in cases of DCIS of greater size and a tendency of increased 
number of vessels in cases of high histological grade DCIS. 
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CYSTIC H1PERSECRETORY BREAST LESION 
.Guzman, A~, Manzaxbdtia~ F.,  Mendez, MC., Clouet, R., Renedo, G., 
Oliva, H. 
Dpto. of Pathology. Fundation Jimenez Diaz. Madrid. Spain. 
Aims : Cystic hipersecrctory breast lesions have a morphologic feature, 
marked secretory activity with formation of dilated duns and cysts 
containing homogeneous, eosinophilic material which resembles thyroid 
colloid. These lesions axe inusuaily and go from cystic hyperscct~ory 
hyperplasia (" CHH ") to cystic hypers~retory carcinoma ("CHC "). 
CI-IC is a v ~ t  o fdu~  carcinoma with a histologic or cytologic fcatat~ 
can be deceptively bland ; the majority of cases described thus fat have 
been intraduetai carcinomas ( with an epithelium of some cysts and ducts 
grows as micropepillaty pattern). A biopsy that consists entirely of cystic 
elemants, lacking the papilllary component, should be termed CHH. 
Methods : We report a ease of 63-year.-old woman, with a 2-era- 
diameter, firm mass in the leR brcast, Mammography and clinical 
exploratory showed a marked asynm~etry breast. A FNA was performed 
without succ, ess. A biopsy was recommended. Prcop~'atory study 
included a frozen ~ i o n  and cytologic e~-t,msion. Postoperatory s~dy 
included H-E ,  histochemicafl stain ( orcein, mucicarmin and PAS ) and 
inmunohistochemicai techniques ( ElL PRG, p53, c-erbB-2, bei-2, MIB-I, 
CEA and Thyroglobulin ). 
Results:  The ease reported shows after including of all lesion for 
microscopic examination, cysts lined by a bening-appeawing flattened or 
single-layered cuboidai epithelium, other cysts, however, show 
multilayered lining of ductal epithelial cells without atypia, like in CHH. 
The intracystie material was stained intensely with PAS and was negative 
with mucicarmin stain. 
Conclusions :This rare lesion has difficulty diagnostic in FNA or frozen 
section. We recommend to include all lesion for microscopic examination 
and follow up the patient even those cases of single CHH. Studies with 
p53, c-erbB-2, bcl-2 and MIB-1 could be useful in the difetenciai 
diagnostic between CHH and CHC. 
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APOPTOSIS DETERMINATION WITH TUNEL STAINING IN 
LOCALLY ADVANCED BREAST CANCER 
Cengiz-Boduroglu E., Kapucuoglu N., Aktepe F., Ercihan E., Pak I. 
Department of Pathology, Ankara Ontology Hospital, Turkey. 
Aims: Chemotherapeutic drugs can effect neoplastic ceils by means of 
apoptosis which is a cellular response to fatal stimuli. Apoptosis together 
with mitosis determine the growth rate of a tumor tissue. In this study we 
aimed to understand the effects of chemotherapy both on mitotic and 
apoptotic cell counts by using paired specimens taken before and after. 
Methods: The study group was composed of 25 cases of locally 
advanced breast cancer which were treated with neoadjuvant 
chemotherapy. Both biopsy and mastectomy specimens were examined 
for the mitotic and apoptotic cell counts. Counting was performed both at 
the center and the periphery of the tumors in 10 HPF, on H&E stained 
sections. TUNEL staining for apoptosis was also done both to the 
biopsies and the mastectomy specimens and counting was performed 
through out the tumor since staining cells were few in number. 
Results: Both mitotic and apoptotic cell counts were found to be elevated 
Ibllowing chemotherapy. This increment was only statistically significant 
for the apoptotic cell counting done at the tumor periphery (p<0.005). 
With TUNEL staining there was a significant difference in between the 
apoptotic cell counts of the groups when divided into two; as one with 
decreased size and the other composed of tumors with same or increased 
size (p<0.005). Poorly differentiated tumors with striking pleomorphism 
showed higher apoptotie cell count (p<0.005). 
Conclusion: Following the chemotherapy apoptosis was found to be 
more prominent at the tumor periphery where as a rule tumor growth was 
expected to be more pronounced. Apoptotic ceil counts were higher in 
the group with decreasing tumor sizes. Depending on these findings 
apoptotic cell count could be used as a part of chemotherapy response 
determination. 
*Supported by the Scientific and Technical Research Council of Turkey 
(SBAG 1660). 
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GRANULOMATOUS STROMAL REACTION IN BREAST 
CARCINOMA: Report of a case and review of  the literature 
J. K~llka and l Beszny~ik' 
2nd Dept. o f  Pathology, Semmelweis University of  Medicine and 
'Surgery Dept. o f  Buda Hospital of  the Hungarian State Railways, 
Budapest, Hungary 

Aim: To present a case of  granulomatous stromal reaction in 
invasive breast carcinoma and to review the literature of  this 
comparatively rare condition 
Material and Method: A 66 year old woman presented with a 
mobile, 2 cm lump in the border of  the inner quadrants of  her left 
breast. Wide local excision and axillary dissection was performed. In 
her history, healed tuberculosis of  the lung, partial thyroideetomy 
and appendectomy are to be mentioned. 
Results: Histologically, the turnout was an invasive ductal carcinoma 
of  no special type, modified Bloom-Richardson grade 2. No axillary 
lymph node metastasis was found. The stroma of  the tumour showed 
widespread granulomatous reaction The granulomas were of  
"sarcoid"-type: small granulomas composed of  epitheloid cells and 
multinucleated Langhans giant cells were present. There was no 
associated necrosis. Acid fast bacilli could not be detected within the 
granulomas. Granulomas were not seen in the surrounding breast 
parenchyma, nor in the axillary lymph nodes. 
Only sporadic eases of  granulomatous stromal reaction associated 
with breast carcinoma have been reported in the literature. B~ssler, in 
1988, published five eases and gave a detailed discussion of  the 
condition, which differs from the entity usually described as "breast 
carcinoma with osteoclast-like stromal giant cells". 
Conclusion: Granulomatous stromat reaction in breast carcinoma is 
a rare condition, which is not associated with systemic 
granulomatous disease of  the patients. In our ease, the healed lung 
tuberculosis does not seem to be related to the unusual reaction, but 
should be regarded as a coincidence. 
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SOLID PAPILLARY CARCINOMA OF THE BREAST, 
DIMORPHIC VARIANT. STUDY OF FOUR CASES WITH 
CYTOLOGICAL AND IMMUNOHISTOCHEMICAL FINDINGS 
Laforga JB, Aranda FI* 
Departments of Pathology, Hospital Marina Alta, Denia, Alieante and 
*Hospital General de Alicante. Spain, 
Background: Solid papillary carcinoma (SPC) of the breast is 
recognized as a rare type of intraductal carcinoma usually occurring in 
older women. A variant of this tumor is the dimorphic carcinoma (DC). 
Aims: To evaluate the cytological, histological and 
immunohistochemicai features of SPCDC. 
Methods: We studied four eases of SPCDC. Cytological smears were 
stained with Dirt-Quick and Papanicoloou Stains, Streptavidin complex 
using CAM 5.2, HHF35, Alfa-aetin, S-100 protein, Ki-67, P53, Bcl-2, 
c-erbB-2, estrogen and progesterone receptors were applied. 
Results: The ages ranged from 47 to 84 years-old (mean 67). 
Cytologically, the smears were hypereellular with low grade 
pleomorphism Histologically the tumors consisted of solid masses of  
neoplastic cells with central tubular and fibrovaseular structures. 
Immunohistochemical study showed strong positivity for eytokeratins 
(CAM 5.2) in the tumor cells whereas muscle-specific antigen 
( ~ 3 5 ) ,  alfa-actin and S-100 was uniformly negative. The tumors 
stained positively for estrogen and progesterone receptors.Ki-67 
expression was low and P53, Bcl-2, c-r were negative. Axillary 
lymph nodes were free of metastasis. 
Conclusions: Cytologically it is not possible to recognize this variant. 
The nuclear features may allow the diagnosis of  malignancy although 
because of  the low cytologic atypia, these lesions may be misdiagnosed 
as benign, lmmunohistoehemical stains indicates a low grade tumor. 

P-023 

C-erbB-20NCOGENE EXPRESSION DETECTED BY FISH IN 
CORRELATION WITH MEMBRANE EXPRESSION OF c-erbB-2 
ONCOPROTEIN IN PATIENTS WITH BREAST CARCINOMAS 

Mrhalov/t, M.*, Kodct, R.*, Strnad, P.** 
Departments o f  Pathology* and Obstetrics & GD3ecology**, Charles 
Umversity, 2n~Medical ffdhool, Prague, Czech Republic 
Aims: c-erbB-2 oncogene plays an important role in the development 
and progression of breast carcinoma. Contemporary anti-cancer therapy 
is designed to use an antibodydirecteg against the extracellular eDitope 
of  the c-erbB-2 oncoprotein. In decision whether such a therapy s'hould 
be administered it is necessary to establish the status of  the c-erbB-2 
expression. In this study we compared the expression of  the oncoprotein 
on cell membranes and the status of  the c-erbB-2 gone using FISH in 

tients with breast carcinomas. 
ethods: FISH with digoxigenin labeled probe and a signal 

.amplification syst_em were usedT. We utilized tissue imprints, nuclear 
isomtes ano parattm sections to determine the most suitable method for 
detection of  e-erbB-2 gene amplification. For assessing the expression of 
c-erb.B-2 oncoprotein we used immunohistochemical (IHC) staining of 
membrane pusltivity- on the tumor cells. Expression of.the estrogen (E.R) 
and .progesteron (P.R) rec_eptors, and tumor cell positiwty with 
proliteratmg cell nuclear antigen (PCNA) were compared with the c- 
erbB-2 status. 
Results: Comparing the methods of tissue processing for FISH we have 
established that imprints and tissue sections yielded tile most appropriate 
results. Imprints were easy. to prepare and were readily assessed. The 
tissue sections offered [he advantag e of assessing the structural 
morphology and to evaluate the expression of  the gone in defined cell 
populations. The membrane positwity of c-erbB-2 oncoprotein" was 
/teiected in cases of  the gena ampliflcauon (6 - 15 signals per cell). Cases 
negative for c-erbB-2 oncoprotem shoved two signa~ per a cell revealing 
a diploid status of the c-erbB-2 gene. A majority of cases positive for c- 
erbB-2 oncoprotein disclosed, a'high percentage of tumor cells positive 
with PCNA whereas a simultaneous expressmn of both c-erbB-2 and 
hormone receptors was variable. 
Conclusions: FISH on imprints and paraffin sections is a suitable 
method for establishing the c-erbB-2 gene status and we recommend 
using ~ese two approaches in combination. The status of  the c-erbB-2 
gone snowed a good correlation with the c-erbB-2 oncoprotein 
expression on tumor cell membranes as demonstrated by_ IHC. The 
utilized methods are appropriate before therapy with antibodies directed 
against c-erbB-2 oncoprotem is considered, 
The study was supported by Grant IGA MZ Czech Republic No.4964-3 
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RELATIONSHIP BETWEEN HORMONE RECEPTOR 
EXPRESSION AND DNA FLOW CYTOMETRIC PARAMETERS 
IN BREAST CARCINOMA 
Muntan6 J, Mallofr6 C, Fem/mdez PL, Palacin A, Farr6 X, P~qadal A, 
Roy M J, Cardesa A. 

�9 . * . 

Dept. of  Pathology, Hospital Chmc and ~ ~Hospltal de la Matemltat, 
Faculty of Medicine,University of Barcelona, Spain. 

Aim: To establish the possible relationship between hormone receptor 
expression and flow eytometric parameters (ploidy, S-phase) in 
infiltrating breast carcinoma. 
Methods: 290 cases of  infiltrating carcinoma of the breast were 
immunohistochemically analyzed for estrogen and progesterone 
receptors expression. Flow cytometric DNA analysis of  ploidy and S- 
phase was performed on paraffin block sections. 
Results: Results are summarized in the following table: 

PLOIDY 
DIPLOID 

ANEUPLOID 

TOTAL 

HORMONE RECEPTOR STATUS 
ER'/PR" ~R'/PR' ERTPR" ER+/PR + TOTAL 

S<7% 20 3 26 70 1 lq 
S>7% 2 0 3 3 
S<7% 26 6 28 62 122 
S>7% 18 2 5 16 41 
S<7% 46 9 54 132 241 
S~7% 20 2 8 19 4~ 

Conclusions: 
ER'/PR" tumors were more frequently aneuploid than those with any 
positivity. (p=0.03) 
High S-phase (>7%) was more frequent in ER'/PR" tumors. (p=0.0018) 
Tumors with high S-phase were more frequea'dly mmupioid (p=0.00004) 
irrespective of its hormone receptor status. 



P-025 

BENIGN AND BORDERLINE PHYLLODES TUMOR OF THE 
BREAST, CORRELATION WITH LOCAL RECURRENCES 
IN A SERIES OF 41 CASES. 
Niveiro M, Laforga JB.*, Chulia MT, Ortega E, Aranda EL 
Departments of Pathology, Hospital General Universitario de 
Alicante and * Hospital Marina Airs, Denia, Alicante. Spain. 

Aims: To investigate the possible correlation of some 
clinicopatbological features (age, tumor size, benign and borderline 
type) in order to predict local recurrences in Phyllodes tumor (Pht), 
Methods: We studied a series of 41 female patients, the ages ranged 
from 17 to 74 yr.- old (mean 44), sizes ranged from 2 to 36 cm (mean 
6,7), Histologically 31 were benign and 10 borderline, ] 1/41 cases 
exhibited local recurrences. Follow-up ranged between 2 to 10 years. 
Results: Local recurrences were observed in 5/16 patients <40 yr.-old 
(31%) and in 6/25 patients >40 yr.-old (24%) (n.s.). Cases with 
recurronces showed a mean size of 5,6 cm vs. 7,1 cm without 
recurrences (n.s.). The mean size of tumors from patients with 
recurrences in <40 yr.-old was 4,9 cm vs. 7,8 cm in patients >40 yr.- 
old (n.s.). Recurrences were observed in 7/31 (23%) benign Pht vs, 
4/10 (40%) borderline Plat (n.s.). 
Conclusions: Our results showed that none of the clinical variables 
studied was useful in predicting local recurrences. Besides, because 
of the higher tendency to local recurrence in 40% of borderline Pht, 
with independence of age and tumor size, we justify the designation 
of this category. 
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BREAST CANCER PROGNOSIS MARKERS AND THE 
EXPRESSION OF HSP-70 AND HSP-27. 
Ramlrez JR*,Ortiz S*,Botella S*,Cruz A*,Valenzuela M**, Botella 
LM*=*. 
Dept. Pathology Hospital Militar Gomez-Ulla (Madrid)*, 
Dept. de Biologia y Salud. Universidad de Tarapaca.Arica.Chile**. 
Centro Investigaciones Biolfgicas. Madrid***. 
The expression of two major stress proteins, hap 70, hap 27 was 
analysed in this study to find a correlation with other known tumoral 
markers for a better prognosis/diagnosis in the clinical management of 
breast cancer. Thirty four samples of human breast tumor, were 
analysed by immunohistochemistry using a broad range of current 
tumor markers: cell proliferation markers (PCNA, Ki67), oncogenes 
(p53,c/erbB2), and hormonal receptors (estrogen and progesterone). In 
addition heat shock protein, hap 70 and hap 27, were studied by 
immunohistochemistry and Western blot, as novel prognostic factors. 
The main results may be summarized as follows. There is a positive 
relationship between hap70 and PCNA expression, whereas hap27 is 
inversely correlated. There is also positive correlation between hap70 
and hormonal receptors (estrogen and progesterone), but these 
correlations do not exist for hap27 expression. However, there is a 
positive correlation between hap27 and c/erbB2. 
In summary, it seems that both hap70 and hap27 expressions are rather 
high in human breast cancers. The expression of hap70 is much higher 
than hap27. They might be proposed as markers for tumoral diagnosis, 
and it seems that hap70 is rather correlated with proliferation, whereas, 
hap27 would be in relation with differentiation as shown by its 
correlation with c-cerbB2. 
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EXPRESSION OF p27 kip1 PROTEIN IN DUCTAL CARCINOMA IN 
SITU OF THE BREAST 
Oh YL, Song SY, Choi JS, Ko YH, Ree HJ 
Department of Diagnostic Pathology, Samsung Medical 
Center, Sungkyunkwan University School of Medicine, Seoul, 
Korea 
Introduction: p27 k~r protein, a cyclin-dependent kinase inhibitor, has 
been reported to be a powerful prognostic marker in patients with breast 
carcinoma. However, to this day, studies of p27 k~pt protein expression in 
ductal carcinoma in situ (DCIS) have been extremely limited. The 
detection of DCIS has increased with the advent of mammography but the 
controversy in the appropriate treatment of this lesion still remains. 
Therefore, a comprehensive understanding of the biologic features of 
DCIS is needed. 
Methods: We studied the immunohistochemical expression of p27 k'l 
protein in 49 cases of DCIS and compared the findings to the 
clinicopathologic parameters (age, gross type, histologic type and nuclear 
grade), and the expression of cyclin DI, p53 and estrogen receptor (ER). 
Results: Strong nuclear staining of p27 k~ protein was seen in 23 (46.9%) 
cases. The p27 k~p~ protein expression correlated with the cyclin DI 
immunopositivity (p<0.005) and ER expression (p<0.05). No significant 
associations were seen in the p27 k*r protein expression and 
clinicopathologic parameters. The overexpression of cyclin D1 (59.2% of 
the cases) correlated positively with ER expression. The p53 protein 
expression was identified in 30.6% and the poorly differentiated DC1Ss 
were more likely to be p53-positive (p<0.05). 
Conclusions: Our data suggest that the expression of p27 k'p~ protein as 
well as cyclin DI and p53 protein may be influenced by the ER status in 
DCIS. The significantly positive correlation of p27 kipz protein and cyclin 
D1 expression supports the theory that the balance of the two opposing 
signals is important in determining the cell proliferation in breast cancers. 
Therefore, a loop reaction of ER-p27=~V~-cyclin D1 may be the most useful 
prognostic marker in DCIS. 
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EXPRESION OF ESTROGEN RECEPTORS AND RELATIONS 
WITH PROTEIN P-53 IN BREAST CANCER 
Ramos _V,Forrer C*,Jimonez AI,Vora-Sempore FJ. 
Pathology Department. Univemitary Hospital "LA Fe'" Valencia 
(Spain). 
*Radiotherapy Dcpartment Clinic Hospital. Valencia (Spain). 
AIMS 
A group of 85 breast cancer patients were analyzed 
inmunobistochomically tbr the exprcsion of ostrogcn receptors (ER) 
and p-53, protein to determinate the relationship between them. 
METHOD 
Tissue blocks fixed in 10% formaldehyde solution and embedded in 
paraffin wore available for all the pationts. Tho estrogen receptors 
inmunohistochomistry was carried out using and a commercially 
avaiilable kit ( H-222, ER-ICA-Abbot Laboratories) and was 
valorated using tho HISTOCORE method (threshold of positivity 
>100). 
The immunolocalization of p-53 protein in formalin-fixed and 
paraffin-embedded tissuos was obtained by the monoclonal antibody 
DO-7 ( l:100 dilution ) 
RESULTS 
Fifty nine percent (50 casos)of tho 85 patients with breast cancer 
examined were ER positive. The p-53 protein was positive in 22 
cases (25%), 11 had ER positive and I I ER negative; but only 7 had a 
staining percontago >10%. Of this cases 4 had infiltrating ductal 
carcinoma ( 2 7 % )  and 3 medullary carcinoma (75% of all the 
medullary carcinomas in the aerie). 
CONCI,USIONS 
[n our study no association was dcmostmble between estrogon 
receptors and tho p-53 protein (p-0,07). We confirm tho positive 
correlation p-53 protein with the medullary carcinoma (p<0'001 ). 
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PROGNOSTIC SIGNIFICANCE OF HORMONAL RECEP- 
TORS AND Ki-67 EXPRESSION IN BREAST CANCER AND 
ITS RELATIONSHIP TO OTHER CLINICAL AND HISTO- 
LOGICAL PROGNOSTIC FACTORS. 
Raznuin S*, Fortufio-Mar A *~, Sirvent J J*, Orti A ~ *  
Hospital Joan XXIII% Tarragona, Facultat de Medicina, 
Universitat Rovira i Virgili ~a, Reus, and Hospital Verge de la 
Cinta~*% Tortosa, Spain. 
Aims : To evaluate the relationship between clinical, histological and 
immunohistoehemieal prognostic factors in breast carcinoma. 
Methods : Primary breast carcinoma tumours from 257 patients were 
examined for clinical and histological variables, hormonal receptors 
and cell proliferation index (Ki-67). The estrogen and progesterone 
receptors were assessed according to the intensity of  staining (I), with 
values from 0 to 3, and the percentage of  positive cells (P). A 
histoseore was calculated by the formula, (I § 1) x P (range 0-400). 
Cases with a histoeore value of over 100 were considered positive. 
The cell proliferation fraction (Ki-67) was assessed by counting 5O0 
cells in the infiltrative areas of  maximum positivity, expressing the 
number of  positive cells as a percentage. 
Results : Positive estrogen receptors stains were found in 61.5 % of 
the tumours, whereas 47.3 % were progesterone receptors positive. 
The percentage of  tumour cells stained for Ki-67 ranged from 0 to 
69*/, (X=9). The statistical analysis showed a relationship between 
age, histologic type, nuclear grade, turnout necrosis, inflammatory 
ceil reaction and immunohistoehemieal markers. Moreover, estrogen 
receptor absence and high positivity of  Ki-67 were indicative of poor 
prognosis. 
Conclusions : Patients without estrogen receptors and a high cell 
proliferation index (Ki-67) have a high rate of  recurrence or 
metastasis and they usually die from this illness. 
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DIABETIC MASTOPATHY: REPORT OF 3 CASES 
Rodrleuez-Perdra (: ,  Ldzaro R., Pecans L * Andrds C ,  calmera E., Cortds V., 
Vargas S. and Vera J.M. 
Departments of Pathology and *Radiology, Hospital General de Castell6n, SPAIN 

Aims: Diabetic Mastopathy is a clinico-pathologic entity, it represents less than t% of 
benign breast diseases and it is mainly related to type I diabetes. Pathoganesis is 
unknown: extracellular deposit of collagen and B-cell predominant inflammation with 
autoimmune response are the the most convincing hypothesis. Tha clinical, radtological 
and pathological =including cytological and immunohist0chamical- features of three 
patients with diabetic mastopathy are presented. 
Methods: Three female patients with "breast masses" of uncertain nature were studied 
Two of them were diagnosed and treated of thebrdiabetes, An excision b/opsy was 
performed in all eases, One of them had a previous FNA citology.Material was routinely 
processed. Sections were obtained for FI-E and immunostaining studies Clinical and 
mammographical data were also registered, 
Rtnmlts: The throe cases were long standing right breast nodules, One of tham was 
highly SaSl~,,--ious of inflammatory carcinoma. Mammogmphie features ranged f~om 
high density irregular mass to stellalr and microcalcified nodule. Macrog~pieally, 
all of them were frrm. white, fibrous and wetl defined masses. Microscopically, wide 
areas of keloid fibrosis were seen, One of the cases showed mononuclear vasculitis. 
"1Nee cases presented ductitis. All eases showed Iolmlitis with a lymphor162 mftltmte. 
In one case s~rsed epithelioid fibreblasts could be seen between the bands of dense 
hyalinized collagen. The cytological study of one ease showed flbreblas~ with 
isolated epzthelial cells. In two eases immunoh/stochcmieal stady shawod 
immunorear for CD20 in the mononuc|ear coils, Epitheliod fibroblasts wetr 
positive for vimentm The thre~ patients remain well after surgical excision, The 
woman who was suslx~cted el'having an inflammatory carcinoma was not treated for 
her diabetes I~rewously. She has improved after antidiabetieal treatment. 
Conr The iml~ortance of this entity is lhat it ~ be usually confanagl clinically 
and radioI0gieally with a breast carcinoma.The biopsy is ~ssential in these eases for 
excluding carcinoma The histopathotogleal data were those expected for a diabetic 
mastopathy, although we have not found in all eases the "cpitheliod fibroblastC 
that some authors comider as a basic feature of this condition. We believe that 
keloid fibrosis and dig'tal and/or lohalar lymphoid B-cell infiltrate, in an appropiate 
clinical context, are enough to diagnose diabetic mastopathy. 
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PATHOLOGY OF CHEMOTHERAPY-RELATED CHANGES IN 
BREAST CANCER. Preliminary evaluation of 150 cases treated with 
primary (neoadjuvant) chemotherapy, F. Riu. A. Escobedo, A. 
Figueras, B. Lloveras, A. Moreno, L. Pdcto, Ciutat Sanitaria de Bellvitge. 
L'Hospitalet, Barcelona. Spain. 
Aims: To study morphologic changes related to chemotherapy in breast 
cancer, 
Methods: A series of  t50 patients with operable breast tumors (-> 30 
mm),  submitted to primary chemotherapy (Protocol 3490). Malignancy 
was confirmed by a small open biopsy (30 eases) or by fine needle 
aspiration cytology, Primary chemotherapy started with 3 cycles of  CMF 
(600/40/600,days 1 and 8). Assessment of  response was made by 
mammograpby. The response was classified as Complete (CR); Partial 
(PR) -> 50%; Partial (PR) < 50%; and Negative, The percent of  
microscopic infiltrating tumor reduction (replacement by fibrosis) was 
calculated with two independent observer agreement and added to the 
mammographic reduction. Aeter surgery, patients with response 
(complete or > 50%) received three new CMF cycles. Patients without 
response (< 50*4) received doxorrubicine. 
Results: Changes secondary to chemotherapy, representing at least 10% 
of tumor volume were identified in 59 tumors (39.6*/0) and in at least one 
metastatic node from 8 tumors (11.6%). They include distinct loose 
fibrosis with capillary neoformation, that trend to confluence, periductal 
inflammatory infiltrate (ductulitis), stromal microcalcifications and 
accumules of  foamy maerophages outside the ductal lumen. In situ ductal 
component and intravascular tumor cells seems to be little affected by 
chemotherapeutic regression, In all cases with RC the mammogrephic and 
pathologic evaluation were concordant (only isolated remaining tumor 
cells in occasional lesions). However pathologic evaluation represented 
an increase > 20*/0 in response in 13% of  tumors with RP_>50%, 20.6% of  
tumors with PR<50% and interestingly in 5% of tumor lacking any 
clinical evidence of  response. 
Conclusion: Pathology can add valuable information to the assessment of  
response to primary chemotherapy. 
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DIAGNOSTIC ACCURACY OF LARGE-CORE NEEDLE BIOPSY 
(LCNB) AND FINE-NEEDLE ASPIRATION BIOPSY (FNAB) IN 
PATIENTS WITH PALPABLE BREAST LESIONS. 
S/tez A ,  Andreu F.J, Combalia N., Cabezuelo M.A., Sends M.*, 
Castafier E.*, Gallardo X.*, Jurado I., M6ndez I., Orellana R., Roqu6 
M,**. 
Dpts. of  Pathology, Radiology*, Epidemiology**. Corporaci6 Sanitaria 
Pare Taulf. Sabadell, Barcelona (Spain). 
Aims: LNCB has been considered to have higher diagnostic accuracy 
than FNAB in the study of non-palpable breast lesions. Comparative 
utility of  these techniques in palpable breast lesions has received scant 
attention in literature. The purpose of this study is to compare diagnostic 
accuracy of  both procedures in this kind of lesions. 
Methods: Simultaneous LNCB and FNAB were performed in 69 
consecutive patients with palpable breast lesions, between May 1997 and 
February 1999 (22 months). Two pathologists examined each proof 
blindly and independently. Surgical excision, or follow-up of at least one 
year in benign cases, was used as gold standard. 
Results: Results of  LNCB: 4 eases (5.8%) insufficient samples; 5 
(7.2%) benign; 1 (1.5%) atypical ductal hyperplasia; 4 (5.8%) ductat 
carcinoma in situ (DCIS); 53 (76.8%) invasive carcinoma and 2 cases 
(2.9%) malignant phyllodes turnout. False-positive rate of  0% and false- 
negative rate of  1.45% (1 ease diagnosed as DCIS at surgical specimen). 
Sensitivity: 98.3% (el 95%: 91.2-99,9). Specificity: 100%. 
Results of  FNAB: 8 cases (11.6%) insufficient samples; 10 (14.5%) 
benign (negative and atypical); 51 (73,9%) malignant (suspicious and 
positive). False-positive rate of  1.45% (1 case) and false-negative rate of  
11.6% (8 cases, 6 of  them were correctly diagnosed at LNCB). 
Sensitivity: 86.2% (el 95%: 74.6-93.8). Specificity: 75%. 
No relevant complications were detected in the series. 
Conclusions: LNCB revealed higher values for sensitivity and 
specificity and lower rate of  insu~eient  samples than FNAB. Specificity 
of  100% for LNCB allows a better planning of  definitive surgical 
procedure without intranperative study. 
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PROGNOSTIC VALUE OF EXPRESSION OF p~3 PROTEIN 
AND C L I N I C O P A T H O L O G I C  FACTORS OF INVASIVE 
BREAST CANCER. A STUDY OF 257 PATIENTS. 
. ~ i . ~ J . " ,  Fortufio-Mar A**, Orti A***. 
Hospital Joan XXlII*, Tarragona, Facultat de Medicine, 
Universitat Rovira i Virgili**, Reus, and Hospital Verge de la 
Cinta***, Tortosa, Spain. 
Aims : To know the factors related with the breast cancer prognosis. 
Methods : In our study, we controlled 257 patients with breast 
cancer. The following factors were valued : Age, menstrual status, 
tumour size, lymph nodes status, histologic type, nuclear grade, 
tumour necrosis, inflammatory cell reaction, blood or lymphatic vessel 
invasion and expression of  p53 protein. Also, the achieved treatment, 
complementary treatment, presence of  metastasis (local and to 
distance) and death o f  the patient (distinguishing death caused by 
breast cancer or another) were assessed. A multivariate study was 
carried out to detect the usefulness that every factor could have to 
estimate the disease prognosis. 
Results : The tumour size, lymph node status, number of  mitosis, 
presence of  necrosis, presence of  blood or lymphatic vessel invasion 
and presence of  p53 protein have been shown independent prognostic 
factors in our study. 
Conclusions : A great deal of  information about the factors related 
with the breast cancer prognosis has been acquired in the histological 
study. Also, the expression of  p53 protein play a central role in the 
development and progression of breast cancer, 
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BENIGN BREAST PHYLLODES TUMOR WITH LOCAL RECURRENCE 2 
YEARS LATER AND DEATH CAUSE BY SYSTEMIC METASTASES 3 
YEARS AFTER TILE INITIAL DIAGNOSIS. 
S u.fiol, M~Martin, C., Rojo, FG., de Ia Torte, L, Lirola, JU 
Dpt. of Pathology, Vall d'Hebron Hospitals. Barcelona. Spain 
Recurrent breast phyfiodes tumor is the consequence of inadequate excision. 
Have been described more severe recurrences. Sometimes have been reported 
cases of death cause by systemic metastases after malignant recurrence of 

..phyllodes tumor. Stromal hipereellularity overgrowth is the most closely 
asseclatea w~th thd mallgnani transtb~matrota'oftlxe u,u 
We present a case in a 51-year-old woman with a breast mass of 21 cm in 
diameter. The local excision with adjacent normal tissue was the treatment of 
choice. The diagnosis was a benign phyllodes tumor. Fibrnadenoma was detected 
in breast tissue axillary. Tumor showed stromel overgrowth with absent of ductd 
elements in 2 low-power fields and 1-2 mitoses per I0 h/gh-power fields, 
moderate cellularity and lack cellular alypism. Two years later a core-biopsy was 
performed because a local recurrence was detected. The diagnosis was phyllodes 
tumor with absent ofductal dements and 2 mitoses per 10 high-power fields, then 
tumoreetoy was performed. There was a tumor of l0 cm in diameter with a 
malignant phyllodes tumor with biphasic composition with more than 10 mitoses 
per 10 high-power fields, stromel hipereeliulafity with associated cellular atypism 
Mastectomy showed a residual foal (0.3 cm in diameter) of low-grade phyllodes 
tumor with epithelial elements. Seven months later a new recurrence with 
invasion of pectoral muscle was diagnosed of fibrosareomatous malignant 
phyllodes tumor without duetal elements. There were two recurrences with 
similar features at 5 and 7 months later. The patient died cause by systemic 
metastases 2 months aider the last recurrence. 
The prognostic prediction have to be rended on the basis of the size, cellular 
atypia, mitotic count, peripheral margins and stromal overgrowth. Some 
references in the literature described the importance of stromd overgrowth in 
higher degree recurrences and praetorial eases with systemic metastases. In our 
case, the first biopsy showed low mitotic activity, stromal overgrowth, large size 
and doubtful margin of normal tissue Phyllodes tumor with benign appearance 
should be investigated thoroughly to rule out invasion of margin and loci of 
stromal overgrowth that could suggest malignant recurrences or systemic 
metastases. 
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ANALYSIS OF TUMOR ASSOCIATED ANTIGENS EXPRESSION 1N 
SURVIVAL PROGNOSING IN PATIENTS WITH BREAST CANCER. 
Stgplewska-Mazur, K *  Gabriel,A*, Zajccki,W.*, 
WylezoLM * *, Gluck,M.** 
Chair of  Pathomorphology*, Dept&Clinic of  General Surgery and 
Angiosurgery**, Silesian School of  Medicine, Zabrze, Poland 
The aims of the study were: 1)to compare the survival time, the 
appearance of  metastases, degree of  cancer staging (pTNM) and its 
histological differentation with tumor associated antigens (TAA's) 
expression (LeY,I,eX,LeB,LeA, sialylLeA) and 2) to compare these 
features with the composition of  lymphocytic infiltration in carcinoma 
microenvironment. 
Methods. The examinations were performed on 43 female patients (mean 
age 53+/-16.6 years) operated due to invasive ductal carcinoma. 
Postoperative specimens were subjected to routine histological processing 
and were stained immunohistochemically using monoclonal antibodies 
against TAA's and lymphocytic antigens (CD3,CD20,CD56). The 
examination of  antigen expression was performed quantitatively by two 
pathologists. Statistical significance was obtained using Mann-Whitney test 
Results. The analysis of  TAA's showed increased expression of  
LeX(p=0.03) in patients with the survival time shorter than 2 years and 
increased expression of LeB and i,eA(p=0.03) in patients in stage N I than 
stage N2. The expression of  LeB and LaY was more increased in patients 
in stage Tl than in stage T4(p=0.02) No differences were observed for 
histological differentation. Lymphocytic infiltration consisted mainly of  B 
celIs(CD20) and was more intensive in TI and T2 tumors than in T4 
tumors (p=O.005). No other differences were found. 
Conclusion. The expression of  LeA and LaB antigens may predict 
metastases to lymphatic nodes. 
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ASSESSMENT OF BREAST CANCER SIZE: 
ULTRASONOGRAPHIC AND PATHOLOGIC CORRELATION 

Tresserm F. Feu J*, Ctmses PJ, Navarro B*, Alegret X*, 
F~rnandez-Cid A,** 

Departments of  Pathology, Radiology*, and Gynecology**. 
lnstitut Universitari Dexeus. Barcelona (Spain). 

Aims: Pro-surgical assessment of tumor size in breast cancer is important 
for therapeutical choice including prescription of  primary systemic therapy. 
Methods: In 188 cases, tumor size was measured by ultrasonography and 
correlated with values obtained by pathologic examination of the 
specimen. Ultrasonographic configuration of  the tumor, number of  lesions 
and the presence of extensive intraductal component were considered. 
Results: Ultrasonographic measurements of  tumor size showed a good 
correlation with histologieal size (R z = 0.38; 95 % confidence interval: 
0.25 - 0.49). The correlation was higher for those lesions of  20 mm or less 
when compared with those mea..~h-ing more than 20 ram. Tumors with 
extensive intraductsl component revealed a lower correlation than those 
tumors without extensive intraduc~al component. The ultrasound and 
pathologic correlation of tumor size was less accurate when the lesion was 
multiple. 
Conclusion: LTItrasonography is a useful method for pro-surgical 
assessment of tumor size in patients with breast cancer, specially in 
single lesions of  20 mm or less and without extensive intraduetal 
component. 
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TENASCIN AND NM23 EXPRESSION IN INVASIVE 
CARCINOMA OF THE BREAST 

Kaya H, Kotilo~lu E., Ekicio~lu G., . ~ Z ~ . ,  KOJlfl S. 

Marmara University School of Medicine, Department of Pathology, 
Istanbul, Turkey 

Aims: The aim of  this study was to predict the accurate biological 
behaviour and the metastatic potential of the invasive breast 
carcinomas. 
Methods: Immunohistochemistry was performed with Biotin 
StreptAvidin Amplified System .rim23 -H 1 and tenascin monodonal 
antibodies were used in 15 ductal, 2 medullary and 1 lobular carcinomas 
&the breast. 
Results: Strong immunoexpression oftenasein was observed in 13 of 
the 18 cases surrounding the tumoral islands. Antimetastasis gane 
(nm23H-1) expression was found stronger (+++) in 14 of the cases 
compared to (++/+) 4 of the cases which had lymph node metastasis. 
Conclusion: We observed positive correlation between the 
histopathologied parameters (grade, stage ) and the 
immunohistoehernical markers. The results suggest that tenascin and 
nm23-H1 could be useful to predict the prognosis of the breast 
carcinoma patients. 
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TIlE EXTENT OF PROLIFERATIVE AND APOPTOTIC ACTIVITY 
IN INTRADUCTAL AND INVASIVE DUCTAL BREAST 
CARCINOMAS 

. . ~  Collado*, MV. , Garcia-Cosio, M. ,Martinez-Montero 
JC**.,  Bellas, C.,  Gonz/dez-Palacios, JF. 
Dpt. of  Pathology and Surgery*, Rarn6n y Cajal Hospital and 
Ophthalmic Hospital, University of  Altair, Madrid, Spain 
Aims: To improve our understanding of  the pathogenesis of  breast 
cancer, it is important to determine whether there is a relationship 
between cell proliferation, cell differentiatiorg and cell death 
(apoptosis) in invasive and in situ duetal breast carcinomas. 
Methods: This study examined the occurrence of apoptosis and 
proliferative capacity in 153 breast carcinomas: 50 duetal carcinomas in 
situ (DCIS) and 103 infiltrative duetal carcinomas (IDC). Terminal 
deoxynueletidyl transferase-mediated digoxigenin-ll-dUTP nick end 
labeling (TUNEL) and immunostalning with the Ki-67 antibody (MIB- 
1) were used in the examination and they were correlated with p53 
overexpression, histological grade and oestrogen receptor 0ER) protein 
expression. A quantitative immunohistochemistry investigation with a 
Computerised Analyser System was used to score individual nuclei for 
the presence of  p53 and oestrogen receptor protein, MIB-1 antibody 
and TUNEL label. The apoptosis and proliferation of  each cancer were 
expressed as and apoptotic index (AI) and a proliferation index (PI). 
Results: The extent of apoptosis was more frequently observed in 
DCIS than in IDC (3.9 +_.3.1 vs 1.7+ 3,2) and a high AI is more 
frequently found in DCIS than in IDC (AI>3=38% vs AI>3=14.2%) 
and the proliferation activity was higher in IDC than in DCIS (20.2:t:5.9 
vs 8.3+1.0). In DCIS and IDC AI and PI were not correlated 
Conclusions: The results of this study show that a higher degree of 
apoptosis and lower proliferation activity in intraduetal carcinoma leads 
to a steady-state and the disturbance of  the balance between apoptosis- 
proliferation might be a fact that contributes to the development of  
invasive carcinoma and thus obtains the capacity to disseminate. 
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Reliability of intra-operative frozen section and imprint cytological 
investigation of sentinel lymph nodes in breast cancer 
Diest, P.J. van#, Torrenga, H.*, Borgstein, P.J.*, P[jpers, R.+, Bleichrodt, 
R.P.*, Rahusen. F.D.*, Mcijcr, S.* 
Departments of# Pathology, * Surgical Ontology, and + Nuclear Mcdicinc, 
Frcc University I lospital, Amsterdam, Tbe Netherlands 

Thc sentinel node (SN) procedure enables selective targeting of the first 
draining lymph node, where the initial metastases will tbrm. A negative SN 
predicts the absence of tumour metastases in the other regional lymph nodes 
with high accuracy. So, in ease of a negative SN, regional lymph node 
dissection is no longer necessary. This will save costs and prevent the side 
effects of lymph node dissection. The aim of this study was to evaluate the 
reliability of intraoperative cytological and frozen section (FS) investigation 
of the SN to dctect metastases. This would allow the axillary lymph nodc 
dissection to bc perlbrmcd in the same session as the SN procedure and the 
excision of the primary turnout in case of a positivc SN. 
74 SNs were detected by gamma probe detection of nanocolloid and visual 
localization of patent blue accumulations in 54 womcn with TI-2NOM0 
invasive breast cancer. Thc SNs were investigated by FS and imprint 
cytology. Diagnoses were confirmed on the paraffin material, with skip I I&E 
sections and immunohistochemistry. 
31 SNs (42%) contained metagascs, of which 27 were detected by FS 
(sensitivity 87%). There were no false positives (specificity 100%). The 
sensitivity and specificity of the imprints were 62% and 100%. When 
evaluating the data per patient, Ibr the FS the sensitivity and specificity were 
9 I'% and I 1)0%, and lbr thc imprints, 63% and 100%. There werc no SNs in 
which the imprints showed metastases and the FS did not. 
In conclusion, intraoperative frozen section analysis is a reliable procedure 
by which a high percentage of sentinel lymph node metastases can be 
detected in breast cancer patients without false positive results. In up to 10% 
of cases, the final paraffin sections will reveal micrometastases that were not 
detected by the frozcn section, and in these patients axillary lymph node 
dissection will have to bc perlbrmed in a second session. Imprints are less 
sensitive than the FS but may be used as an alternative. 
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FROZEN SECTIONS AND CYTOKERATIN STAIN IN 
INTRAOPERATORY EVALUATION OF SENTINEL NODE IN 
BREAST CANCER. N. Vidal, D. Azpeitia~ E. Benito, A. Fern/mdez, A. 
Moreno, J. Mufloz, L. Prieto. Unitat Funcional de Mama. 
Ciutat Sanitb, ria de Bellvitge.l,'Hospitalet. Barcelona. Spain. 
Aims: To evaluate the utility of intraoperatory evaluation (frozen sections 
and cytokeratin stains on frozen sections) in the pathologic study of 
seminel node biopsies in breast cancer. 
Methods: A series of 50 patients with breast tumors were submitted to a 
preliminary evaluation of sentinel node biopsy. Technetium-99m sulfur 
colloid was injected in the breast tissue surrounding the tumor and a 
gamma counter was used to detect the radioactive sentinel node. Sentinel 
nodes were bisected; one half was immediately frozen, serial sections 
were obtained and stained with H&E and Cam5.2 (TechMate 500 
immunostainer), residual tissue was formalin fixed for control. The other 
half was formalin fixed. Fixed tissue was routinely processed with serial 
sections stained with H&E and CamS.2. In all the patients a complete 
axillary dissection (three levels) was pertbrmed 
Results: Sentinel node could not be detected in 6*/0 of the tumors. In an 
additional 6% the sentinel node was located in the internal mammary 
chain. In the remaining patients, the sentinel node (one to three nodes) 
predicted the status of the axilla in 93.2% of the cases (the sentinel was 
the only involved node in 5 of  the 19 metastatic tumors). The 
intraoperatory examination yielded two false negative and one false 
positive result. Intraoperatory Cam 5.2 immunohistochemical stain helped 
in one of those false negative cases. Unfortunately, Cam5.2 stain over 
frozen sections failed in two cases. The duration of the process in gross 
room (median value) ranged between 19 (cases with one sentinel node 
detected) and 23 minutes (case s with 2 or 3 nodes detected). 
Conclusion: lntraoperatory evaluation of sentinel node in breast cancer is 
a time consuming procedure without benefit for the patient. The use of 
immunohistochemieal stains of  cytokeratins (Cam 5.2) on frozen sections 
does not improve significantly the technique. 
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~ O H / S T O C H E M I C A L  STUDY OF PHYLLODES TUMOR OF 
THE BREAST 
Yashar. G.. Baseska, N., Kubelka, K., Zografski, G. 
Dpt. of l-Iistopathology and Clinical Cytology, Institute of Radiotherapy 
and Ontology, Medical Faculty, Skopje, Republic of Macedonia 
Phyllodes tumor ('PT) is a rare, fibroepithelial breast neoplasm with 
unpredictable prognostic and controversial therapeutic aspects. 
Aims: The aim of this retrospective study is to evaluate Ki-67 and CD34 
antigen expression, as well as estrogen (ER) and progesterone receptor 
(PgR) status in stromal cells, as additional diagncetie criteria in assessing 
different types of PT. 
Methods: Routinely processed, formalin-fixed and paraffin-embedded 
surgical specimens from 47 cases of PT were stained by 
immunoperoxidase technique using Ki-67, CD34, ER and PgR 
monoelonal antibodies. On the basis of histopathological criteria proposed 
by Azzopardi, 6 malignant, 12 borderline and 29 benign PT have been 
evaluated. The mean size of the tumour was 9.4 cm (range 2.8-20 era). 
During the follow-up period (mean 50, range 2-127 months), recurrences 
were observed in 8 patients (17%). 
Results: The proliferating index determined by Ki-67 antigen expression 
was significantly different between histologically benign PT (19%), 
borderline PT (25%) and malignant PT (50%). There was a difference of 
the human progenitor cell CD34 antigen expression in malignant PT 
(50%), borderline PT (50%) and benign PT (30%). As expected, the 
stromal cells in various types of PT were mostly ER negative and PgR 
positive. 
Conclusions: Our preliminary results suggest that CD34 positivity and 
high proliferative index of Ki-67 antigen in stromal cells are more 
frequently associated with high grade PT. Therefore, the 
immunohistochemical features could provide better discrimination 
between different PT types. The prognostic implications of these 
observations should be evaluated in additional studies. 
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M I C R O S C O P I C ,  U L T R A S T R U C T U R A L  AND 
INMUNOHISTOCHEMICAL PROFELE OF CYSTIC 
ADENOID CARCINOMA OF THE BREAST. 

e ~ ,  D.; Moros Garcfa, M.; Castiella Muruz~ibal, T.; 
Arraiza Goicoechea, A.; Mena Gutitrrez, M. V. 
Department of Hystopathology, Hospital Ct[nico Universitario, 
Zaragoza, Spain. 

Aims: We present .a case of cystic adenoid carcinoma of the 
breast on a 43 year old female patient. 
Result: This woman complained of a three week history of a 
breast palpable mass; on mammograms there were signs of 
malignancy. FNA was diagnostic of carcinoma Cystic Adenoid. 
Gross; It was a solid, lobulated mass measuring 6 em. Histology 
showed a cystic adenoid carcinoma, mainly cylindroid, with large 
solid areas where atypia was more pronounced (grade II of Ro. J. 
Y.). At the margin, ducts containing an in situ cystic adenoid 
carcinoma were also identified. Electron microscopy revealed the 
presence of epithelial and myoepitheliai cells, among which there 
was membranous material. Immunohistoehemisty studies: This 
tumour stained as follows: ER (-), PR (-), p53 (-), c-erbB-2 (+/-), 
Keratin (+) (epithelial cells), actin (+) (myoepithelial cells), S- 
100 (+) (epitheliai-myoepithelial cells), type IV collagen (+) at 
the cystic adenoid areas, Ki-67 (+), more intense at the solid 
regions. 
Conclusions:  FNA is a suitable diagnostic tool for low grade 
cystic adenoid carcinomas, but not for the higher grade ones, 
where differential diagnosis between DCIS, variants of 
infiltrating ductal carcinoma and collagen microspherulosis must 
be made. Hormonal receptors are usually positive in low grade 
tumours, which is not our case. Although p53 was negative, we 
expect a poor evolution of thes particular tumour, due to Ki-67 
overexpression, size the carcinoma and large solid areas.. 
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CYTOGENETICAL ANALYSIS OF 70 DUCTAL BREAST 
CARCINOMAS BY COMPARATIVE GENOMIC 
HYBRIDIZATION (CGH): PRELIMINARY RESULTS. 
Zudaire M.L jj ,  Zozava E.*, Calasanz M.J. '~l, Valent| C.*, 
Martinez-Pefluela J.M. * 
Dpt. of Pathology, Hospital de Navarra i ,  Pamplona (Spain), and 
Dpt. of Genetics, Universldad de Navarra ~ ,  Pamplona (Spain). 
Aims: The purpose of this study is to identify eytogenetic abnormalities 
in a group of duetal carcinomas using CGH, in order to determine the 
correlation between these data and known prognostic and diagnostic 
parameters. 
Material and methods: DNA samples were obtained from formalin- 
fixed, paraffin-embedded tissues. Tumor and reference DNA were 
labeled by nick translation with Fluoreseein-dUTP and Texas Red- 
dUTP. Negative and positive controls were included in each experiment 
Other known parameters of breast cancer were studied (histological 
type/grading, tumor size, lymph node status, estrogen/progesterone 
receptors, bcl-2, c-erb-B2, Ki-67, angiogenesis grade/intensity). 
Results: DNA sequence copy number changes were present in the first 
ten cases analysed. The most frequent aberrations were: losses of lp, 
l lq2l-qter  (37% samples) and Xp, and gains in 8q (50% samples), 
I lql  1-21 and 6q16-22. 
Conclusions: Some of our CGH results have been frequently reported: 
gain of 8q (where c-myc and a possible and still unde~ oncogene 
in region 8q12-22 are affected), gain of llq21-qter (the third most 
frequently amplified region in breast cancer, after MYC and ERBB2) 
and loss of 1 Iq23 (whose loss of heterozigosity is linked to 5 times 
increased risk of diseaso). We have also found a rarely described 
amplification in 6q16-22 (2/10), that will be the subject offiarther study 
by FISH. Clinical correlations will be established when more cases are 
analysed. 
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O P T I C A L ,  U L T R A S T R U C T U R A L  A N D  
I N M U N O H I S T O C H E M I C A L  P R O F I L E  OF 
ADENOMYOEPITHELIOMA OF THE BREAST.. 
Moros Garcfa. M,; Martfnez Tello, D.; Mena Guti6rrez, M.V. 
Depto. of Histopathology, Hospital Clfnico universitario, 
Zaragoza, Spain. 

Aims: We present two cases of adenomyoepithelioma of the 
breast, studied with a combination of optical and electron 
rrficroscopy, and immunohistochemistry. 
Results: Two female patints aged 76 and 90 presented with a 
palpable breast tumour of 3 and 7 cm. respectively. FNA 
suggested carc~n~tm in one case. On section, both masses were 
solid with cySt~" areas. Histology showed tubular cystic 
adenomyoepitl'/e!~'ma with atypia, mierocalcifieations, and 
squamous and se.~aCeous differentiation. Electron microscopy 
confirmed the p~esence of two cellular lines (epithelialy- 
myoepithelial) in these neoplasms. Tubular epithelial cells 
showed ER(-), PR(-), p53(-),c-erbB-2(+/-), bcl-2(+), eytokeratin 
(+), S-100(+) patchily distributed, and EMA (+) in the apical 
pole. Myoepithelial cells were actin (+) and S-100(+) regardless 
of their volume, Ki-67 was low in both cases, specially in the one 
with more marked atypia. 
Conclusions: The most suitable antisera for detection of the two 
cellular types in a case of adenomyoepithelioma are actin 
(myoepitheliai), and cytokeratin (epithelial). S. I00 identifies both 
types in an irregular fashion. We have found no use for 
determination of hormonal receptors, p-53, c-erbB-2 and EMA. 
There could be certain correlation between bcl-2, Ki-67 
expression, nuclear atypia and tomour progression. 
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PROGNOSTIC VALUE OF TUMOR NECROSIS IN PATIENTS 
WITH OSTEOSARCOMA OF BONE TREATED WITH 
PREOPERATIVE CHEMOTHERAPY. 

Bagu6 S, Sancho FJ, Lerma E, Maj6 J*, Clemante F*. 
Dpts. of  Pathology and Orthopedics*. Hospital de la Santa Creu i Sant 
Pau. Barcelona, Spain. 
Aims: The prognostic value of  tumor necrosis percentage as an 
evidence of  response to preoperative chemotherapy (PCh) was studied 
in a series of  36 osteosareomas. 
Methods: A retrospective review of  our Surgical Pathology files from 
1983-1998 disclosed 109 ostecsarcomas. We selected 36 patients with 
localized (stage IIA+e) conventional osteosarcoma of bone who had 
received PCh (eisplatinum and adriamycin) prior to radical surgery 
(amputation or en bloc resection) and in whom follow-up of at least 3 
years was available. In these tumors, four to 28 (mean 12.3) H-E 
stained histologic sections were evaluated. 
Results: Twenty-one patients were males and 15 females. Ages ranged 
from 8-45 (mean 19.3) years. Locations included: femur 19; tibia 13; 
skull 1; humerus 1; radius 1; fibula 1. Tumor necrosis was 80-100% in 
9 patients; six (66%) of  them had no evidence o f  disease (NED) at from 
3 to 13 (mean 7) years. Three patients died of  disease (DOD) at 3, 5 
and 6 years postoperatively. Twenty-seven patients had less than 80% 
tumor necrosis. Sixteen (59%) were NED at from 3 to16 (mean 7) years 
and 9 DOD. Interestingly, eleven of the survivors (68%) had 40% or 
less tumor necrosis. 
Conclusions: Tumor necrosis has been found to be an excellent 
prognostic factor in patients with osteosareoma treated with PCh. Our 
results, however, do not support this as many patients with poor 
response to chemotherapy had a long-term survival. Microscopically 
recognizable tumor cells may be non viable even when the tumor does 
not appear necrotic. The role of  PCh is mainly to prevent distant 
metastasis improving survival despite its effect on local tumor. 

P-046 

FROZEN SECTION BIOPSY ASSESSMENT FOR THE PRESENCE 
OF POLYMORPHONUCLEAR LEUKOCYTES IN PATIENTS 
UNDERGOING REVISION OF ARTHROPLASTIES. 
~ ,  Sancho F J, Machln P, Salt G*, Sancho A*. Depts. of 
Pathology and Orthopedics*. H.S. Creu i S. Pan. Barcelona. Spain. 
Aims: To determinate the reliability of  intracperative frozen sections 
(FSs) during revision hip arthroplasties for the diagnosis of  infection by 
the identification of  polymorphonuclear leukoeytes. 
Methods: 62 patients with prosthetic hip replacement: 19 men, 43 
women. Mean age 65 y. Mean interval between primary and revision 
arthroplasty 12.3 y. FSs were obtained from the host-implant interface 
membranes in the suspicious areas and were stained with H-E. A FSs 
was considerated positive for infection if there were more than 5 
polymorphonuclear leukocytes (PMNs) per high power field (HPF) in 
at least five separate fields. A positive intraoperative culture was the 
criterion for a diagnosis of  infection. 
Results: Of  62 patients, 9 had more than 5 PMNs per HPF and were 
considerated infected. Of these nine, 2 had 6 to I0 PMNs per HPF and 
7 had more than 10 PMNs per HPF. The remaining 53 had 5 or tess 
PMNs per HPF and were considerated negative. Of these 53 patients, 
11 had 1 to 5 PMNs per HPF and 42 had no evidence of PMNs. 
Intraoperative cultures were positive in 10 patients. Of  the 53 patients 
who had negative FSs, 3 were considerated infected on the basis of  
final cultures. Of  the 9 patients who had positive FSs, 7 were 
considerated infected on the basis of  final cultures. The sensitivity and 
especiflcity of  the analysis of  FSs using an index of  moro than 5 PMNs 
per HPF were 70% and 96% respectively. If  an index of  more than l0 
PMNs per HPF is used, sensitivity decreases to 60% and especificity 
increases to 98%. 
Conclusion: The presence of  more than 5 PMNs per HPF on analysis 
of  intraoperative FSs during a revision hip arthroplasty is highly 
suggestive of active infection. Analysis of  intraoperative FSs aids in the 
surgical decision of doing a primary exchange arthroplasty versus 
delayed reimplantation after antibiotic therapy. 

P-047 

SYSTEMIC SECONDARY (AA), AND ISOLATED AMYLOIDOS/S LOCALIZED 
TO ARTICULAR CARTILAGE OF HIP JOINT IN RHEUMATOID ARTHRITIS 

Pill Csilla*, Ttth Anna*, Toman J*, ]~ly M** 
Semmelweis University of Medidnc*, Budape~ a~d ~ of Pathology, National 
Institute Of Rheumatology and Physiotl~mpy**, Budapest, Hungary 

Objec~ve: h)/stemic secondary (Ad) and isolated amyloidosis (IA) localized to the 
articular r162 were studied in a randomized amopsy popniation of 37 in-paticots 
with rheumatoid arthritis (Rd), tO determine: the prcvalan~ of syStem.it scC, Ondery (AA) 
aroyleidosis ia the s3raovial membrane,, and bone man-ow of femoral heads and aob~buln" 
the prevalence of isolaled amyloidesis (IA) localized to the articular cartilage of femoral 
heads and acotabula, the possible qualitative differences of (AA) and (IA) amyloid 
deposits, the possible correlation between (AA) and (IA) amyleidesis, the possible role of 
(AA) arnyloidesis and 0A) in deganeraWe processes of hip joims. 

and Methods: 74 samples of synovini membrane, 74 samples of the femoral 
head, and 68 samples of the acetabnium Of 37 patients were examined. The formaldehyde 
fixed and in paraffin embedded tissue samples wttc stained with HE or Con$o red 
according to Roml~ayi. The (AA) and (IA) amyloid was determined and 
histochemically by congo red staining after perfonnale l~e-m~anant, with KMnO 4 
oxidation-ind~ proteolysis by 0.1% Irypa~ digestion, and by immunohistochem/cal 
f an ,  one. The correlation bctw~i (AA) and (IA) gmyleido~ was detsi.min~ by ga-test. 
Relml~: (AA) amyloid delx~ts were observed ill 10 (13.~) of 74 synovial membranes, 
in 16 (21.6%) of 74 femoral h~J_~ and 14 (20.6%) of 68 ac~tabula. (AA) deposits were 
usually detegled in bland-ve~els, collagen or retioulin fibres of conneofive ti~ue or bone 
marrow. (IA) amyleid deposits were observed in 52 (70%) of 74 femoral heads, m,A 46 
(67.6%) of 68 acetabole localized to the ~T ic in i  zone of atticuler cartilage, (AA) 
w~ylo~d is sensitive to I~4nO 4 oxydatton, followed by ~ypsin ~ge~on (for 1 min), green 
birefi'inganoe with polatiz~l light disappear, while t~olated (dystrophic) amylold let~sed 
to the artioalar cartila~ is resistant (for 1-10 rain), and amyloid depesits remain 
binffringant. Performate prr is followed by pronounced oongophilia. (AA) 
amylold is sensitive to pa~forma~ Im~-ffeatmmt (1 see), while isolated (dys~phic) 
amyloid deports (1-25 see) am res/~t~t. ~ was no ~nificant corrolafion between 
(AA) a~l (IA) amyloidesis (Z~=0.3136, r = -0.1429, p<0.5755). (AA) and (IA) amyleid 
deposits were foond in almost inlact es well as in markedly damaged and distroyed joints. 
Conclusions: Different types of amyloidosis may exist sim~d~aneously. Systemic 
secondary (AA) amyleidesis is one of the main complications in RA. (AA) amylnid 
depo~tion in blood ve~els of synovini membrane and bone is not directly associated with 
cartilage d~aucfio~ but an indir~t role in the p~ho~e~s of damage to cartilage by 
dirninighed tIIIR'ifion ~/1 not I~ e~ lud~ ~ (isolatod) amyloid delx~ts ~ to be 
~ of articular desmLetion ond of RA. 
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GENETIC INSTABILITY IN OSTEOBLASTIC BONE TUMORS 
Roessn~',. A.*, Hauptmann, K.*, Schneider-Stock, R.*, Mittler, U.**, 
Neumann. H, W.*** 
Department of  Pathology*, Department of  Pediatric Hematology and 
Oncology**, Department of  Orthopedics***, Otto-von-Cmericke 
University, Magdeburg, Germany 
Aims: At the histological level, the differential diagnosis of  osteoblastic 
bone tumors is characterized by several problems that cannot be solved 
by conventional histological methods including immunohistology. 
Differentiating ancurysmal bone cyst from telangiectafic osteosarcoma or 
giant 0r tumor from giant cell-containing highly malignant 
ostoosareoma are only two examples reflecting the complexity of  this 
field. To develop a new approach to these diagnostic problems, we 
analyzed the genetic instability in a large number of  bone-forming tumor- 
like lesions as well as in benign and malignant ostcoblastic tumors. 
Methods: Our research concentrated on genetic alterations in cell cycle 
regulator genes: mutations in the p53 and ras genes, loss of  
heterozygosity at the p53, 16 and gb-locus, and amplification of  the 
mdm2 gene and the c-myc gene. In addition to ceil cycle regulators, 
talomerase activity was also analyzed. 
Results: The data show that the number of  genetic alterations increases 
with the malignancy of the tumors. The highest number of  genetic 
alterations could thus be found in conventional intraosseous 
osteosarcoma. In tumor-like lesions, genetic alterations have rarely been 
observed. Rb-LOH could be found in more than 50% of  the highly 
malignant osteosaroomas, but in no case of  low malignant osteosarooma. 
Conclusions: The results of  this study show that analyzing the genetic 
instability probably contributes to improving the differential diagnosis of  
osteoblastie bone tumors. There seem to be considerable genetic 
differences between low and highly malignant osteosarcomas. 
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SMALL ROUND CELL TUMORS OF BONE IN CHILDHOOD. A 
CLINICOPATOLOGICAL AND IMMUNOHISTOCHEM]CAL STUDY 
OF 44 CASES. J Vila Tones*; A. Llombart-Bosch**; S. Navarre**; V. 
Cusi*; R. Huguet*; J. Ilia *; (*) Servei d'Anatomia Patulbgica~ Hospital 
Universitari Sant Joan de D6u, Barcelona. (**) Departamento de Patologia. 
Hospital Clinieo Universitario. Valencia. 
BACKGROUND SRCT of  bone include Ewing/PNET, lymphoma, neuro- 
blastoma, alveolar Rahbdomyosareoma, mesenchymal chondrosarcoma and 
small cell osteosareoma. EW/PNET are characterized by their incidence in 
young people and a highly agressive behaviour. Tumors with 
neuro~todermal differentiation (NED) are classified as PNET whereas 
those without, are labeled as EW. NED indicates a poor prognosis: higher 
incidence of metastases, relapses and poor response to treatment. 
MATERL~L AND METHOD lmpdnts and frozen sections wer.~ taken to 
check the amount and quality of  the tissue. The following markers were 
applied: vimantin desmin, I-IDA-71, LCA, NSE, osteonectin, desmin, 
HHF35 and S-100. Up to 44 SRCT of  hone with elinieopathologieal 
characteristics of  EW/PNET and I-IDA-71(+) were collected The following 
markers were used to search for NED: NSE, NF, Leu-7, Trk and PGP 
9,5. RESULTS EW/PNET showed a monotonous pattern of round cells 
with- out estroma, few vessels and scarce reticulin. Ceils were round or 
elongated, with scarce cytoplasm, poorly defined borders, and fine nuclear 
chromatin with nueleoli. Apoptotic dark cells with condensed chromatin 
were intermin gled with clear cells. HBA-71 was (+) in all eases.NED was 
characterized by Iobular pattern, Homer-Wright pseudoroscttes, and 
variable positivity for NSE, NF, Leu-7, and PGP 9.5. In some cases, NSE 
was (-) but other more sensitive neuroectodermal markers were focally (+). 
Trk A was a feature of PNET whereas Trk B/C were expressed in EW. 
Leu-7 and PGP 9.5 were limited to cells elustws in PNET. 
CONCLUSIONS I-IDA-71 is mandatory in the differential diagnosis of 
SRCT of  bone. More sensitive markers of NED should be used in addition 
to NSE. The cases with NED (PNET), showed a more agressive outcome 
when matched with those without. (Supported with grant number 98/0600 
from FISS Madrid, Spain). 

PREMATURE DEATH AND CARDIAC INSUFFICIENCY IN MALE 
PEROXISOME PROI,1FERA'FOR-ACTIVATED REUEPTOR-ct 
DEFICIENT MICE OVEREXPRF, SSING I,IPOPROTEIN LIPASE 
Ni~hannncr, C.', Brunner, F.**, tilden, M.***, Zcchner, R . " ,  Hi~,fler, G.* 
Depts. of Palhology*, Pharmacology** and Biochemistry'*', University of 
Graz, Austria. 
Aims: Wc established a model for myopathy assr with increased 
impel1 of fatty acids (FA) by generating mice thai overexpress human 
lipoprotein lipase (LPL) specifically in skeletal and cardiac muscle. By 
crossbreeding these mice with mice having both alleles of the pcroxisomc 
proliferator-activated receptor alpha (PPARc0 disrupted, we aimed to 
elucidate the role of PPARcL in FA mediated cell dam.'tge. 
MethtMs: Life span and weight gain were recorded over a 12 months 
period. Metabolic parameters in fed and fasted st-'~tc, 0.atctional tests on 
isolated hearts and morphological changes were evaluated at 3 months. 
Results: Male animals lacking PPARu and ovcrexprcssing I.Pl, in 
cardiac and skeletal mttscle (PPARtt-/- I,Pl, high) did not survive more 
than 3 months whereas I'PARt~ ~/- I.PI. high maIt: animals had an average 
life expectancy of 6 monlhs and all fenlalcs were still alive :filer 12 
months. Morphologic investigation of deceased animals revealed signs of 
acnle cardiopuhnonary congestion but no lipid sttn-age in heart and liver 
as reported after etomoxlr treatment of male PPARu-/- mice. (ilucose 
levels were reduced by 50% in both PPARct-/- LPI, high and normal 
animals of both sexes after overnight foaling. Plasma free FA, triglyccridc 
and cholesterol levels did also not discriminate belween male and female 
PPARa-/- I,PL high animals or between PPARct-/- high and normal 
animals. Left ventricular developed pressure, however, was significantly 
lower in PI~ARa-/- I,PI, high mice. 
Conclusions: Since the reduction of myocardial funclion is the only 
latter discriminating between mLPL high mad normal animals, wc 
believe that it is causally linked Io tbe increase of FA in cardiomyocyles 
and to tile premature death of the animals. It is also suggests Ihal FA 
could indeed be a pathogenic factor in diabetic cardiomyopathy, 
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INFECTIVE ENDOCARDITIS. STUDY OF 37 PATIENTS FROM 
5888 AUTOPSIES. 
Fumanal V, Espinosa I, Machin P, Rodriguez C. 
Department of Pathology. Hospital Santa Creu i Sant Pau, Autonomous 
University of Barcelona. Spain. 

Aims: The present study was performed to determine the frequency of 
infection as a cause of  death in bacterial endocarditis, as well as the 
pathogens and the predisposing factors. 
Methods: We reviewed 37 patients with bacterial endocarditis obtained 
from 5888 autopsies performed in our hospital from 1970 to 1997. 
Results: The incidence was 0.63%. The mean age was 59.8 years (30- 
85 years), There were 19 men and 18 women. The pathogens associated 
with endoearditis were: S. viridians (12), S. aureus (5), S.coagulase 
negative (1), E. Colt (3), Serratia marcences (1), Erysipelothrix 
rhusiopathial (1), Candida sp (2) and Brueella (1). The locations were: 
mitral valve (25), aortic (23) and tricuspid (4). One valve was affected 
in 25 patients, two valves in 9 patients and 3 vaIves in three patients. 
Predisposing factors were: rheumatic disease (11), immunodeficiency 
(8), calcification (5), valve prosthesis (4), bicuspid aortic valve (1) and 
Marfan disease (1). Unclenching factors were surgery (4) and 
catheterism (2). Septic embolism was located in kidney (14), spleen 
(13), brain (13), heart (5), skin (2), lung (2), liver (2) and 
gastrointestinal tract (2). Cardiac complications were valve rupture (5), 
myocarditis (5) and myoeardlc perforation (4). 
Conclusions: The most frequent agent was S. viridians. Among 
predisposing factors, the rheumatic disease was the most frequently 
seen followed, in recent years, by immunodeficieney, calcification and 
valve prosthesis. The valves more frequehtly affected were mitral and 
aortic. Most septic thrombus were located in kidney, spleen and brain. 

ENDOTHELIAL INJURY AND TRAPPING OF BLOOD 
CELLS IN HUMAN MYOCARDIUM FOLLOWING 
CORONARY BY-PASS SURGERY 
~ [ ~ t ~  ~, JARLE VAAGE', RANDI OLSEN I, BJORN K 
STRAUME 3, LE1F JORGENSEN I, DAG SORLIE 2 , Departments of 

1 2 �9 - - 3 Pathology, Surgery, and Commumty medicine, University Hospital 
of  Tromso, N-9038 Tromso, ' Department of Thoracic Surgery, 
Karolinska Hospital, Stockholm, Sweden. 
Aims: During the first hour of repeffusion aRer hypothermic 
cardioplegic cardiac arrest, focal myoeytic and miclova~cula~ injury 
and edema develops. 
Methods: Repeated atrial biopsies were obtained from fourteen 
patients undergoing uneventful coronary by-pass-surgery: before the 
cardioplegia, at the beginning of reperfusion, and following 20 and 60 
min of reperfusion. 
Results: Transmission electron micrographs of biopsies examined by 
stereologieal techniques, revealed endothelial injury. Following 20 
rain of  reperfusion accumulation of  both 
red blood cells (P=O.03) and polymorphonuclear leukocytes 
(P= 0.0004) were found. There was also an intravascular 
accumulation of platelets (p= 0.008) and an extravasation of red 
blood cells (p= 0.02), which increased throughout the observation 
period, 
Conclusions: If reperfusion was started with a gradual rise in 
temperature and pressure the number of platelets in the microvessels 
were lower than following an ordinary, abrupt reperfusion (P = 
0.06). It is concluded that reperfusion injury is associated with 
microcirculatory damage and trapping of blood cells which may be 
favorably modified by a gentle reperfusion technique. 
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BLUE NITROTETRAZOLIUM USE IN SUDDEN DEATH CASES 
Mammadov V., MD, Ph.D. 
l)ept, of Forensic Mcdir Azcrbaijan Medical Uniw'rsity 
app.g8, G.(iuluycv str, I 1/13. Haku 370007, Azcrbaijan 
Aims: To study the set of enzym[~istochemical methods thr determination of 
mosl important intramitochondriaI crtzymcs parameters on ear}y stages o f  
myocardial ischcmia, and It) USC the discow.n'cd pathognomic enzymes 
markers characteristics m determination of cause ofdcalh from AM1. 
Methnds: Picces from lop area. bolh ventricles and interventricular seplum or 
heart had been lakcn for analysis in b2 autopsy cases of sudden death, each 
case. All |aken material h;ls l'rozcn for preparation of cryostal sccliuris. Later 
these scclions havc dried in cryostat camera and incubated inlo incubation 
solutions Ibr enzymes activilics' dctcrmination. To study intracellular 
localization and activity of mitochon&ial enzymcs wc uscd tctrazolium 
reactions. Hislochemica} results assessment carried out visually by 
dilbrmazan conlcnr gradient. Sizes of the standard dilbrmazan or ils 
aggrcgatc forms have bccn measured. 
Results: I,;nzymhistochcmical analysis has shown itself as quite effi:ctive 
diagnostic method ill the ischemic zone identification in hcart muscle o1" 42 
canes. Aggrcgatc condilion of enzymes' markers was the basic histochemical 
parameter in such diagnostics. Big aggrcgatcd marker complexes in 
homogenous colored blue or pink sarcoplasma have bcen sccn in these 42 
cases. Dchydrogcnascs of ischemic zone were marked by standard granules in 
none or cases. Only in thc boarder zone difornr,~z:u~ granules have appeared 
with nonsignificant disturbances in sarcoplasma. Certainly, in intact 
myocardium we could also see absolutcly slandartl granules. 'l'hcy wcrc 
small, oval, dark-blue and not bigger than mitochondria themselves, 
Conclusions: This study has allowed to carry nut the precise assessment of 
cardiomyocytes mitochondria physical condition changes under acute 
insufficiency of the oxygen and energetic material supply to the heart muscle, 
All histochcmical changes m studied cases have been connected with stable 
and obvious parameters of nitrotetrazolium salts, Mitochondrial enzymes ifi 
all cascs of ischcmia have marked hy rough-aggregated, non-stantlard 
ddbrmazan or monoformazan that easily may bc sccn hy the ligh! 
naicroscopy. 
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THE PATHOLOGY OF THE TRANSMYOCARDIAL LASER REVASCULARIZATION 
(TMLR), 
Panizo A, Lozano MD, Sole JJ, Cosin J, Rabago G, Pardo FJ. 
Cllnioa Universitaria. Univereided de Naveua Pamplona. Spain. 

/~ma: TMLR ~ an inv~t.iga~na~ procedure d~igned to rel~'f~se ~ heart wi~ blood 
from the left venfrIoular cavity thresh ff~e TMLR b'acts In patients who ate not e, andldataa 
for a'~gioplasty or coronary bypass surgery. There is a paucity of histologis data receding 
the effects of the laser on mycoardium. The aim of this elzJdy is to evaluate the acute 
hlstologlo effects of laser over the myocadlum. 
Method==: Six rninipigs (body weight range 20-30 kg) were entered in the study. Myocardial 
ischemia was created by proximal lef~ anterior descending c~'onary ameroid cor~"bicters. 
TMLR was performed in the anterior left ventdoular free wall (Isabe~o area) using an 
Exdmer laser. Hearts were havested asutaly {(31; n=l), at 48 h ((32; n=2), at one (03; 
n=l), two (G4; n=l), and three weeks (G5; n=l). Channels in each heart were examined 
rna(xesocplca and histologically by H&E, and Masson's btchroma 
I~ul ts :  F.picardial persons of the channels were easy to localize greedy in G1 and (32 
after TMLR because of prominent pointed fbrln, but they were mote d~colt to identify in 03 
to G5 after TMLR because they were smaller and scarred. Epieadlal lesions valed from 2 
mm on G1 and G2, to <1 mm on 03 to G5. Gressiy, myocadlal channels in G1 and G2 
were easily idenl~tabts as red linear lesions surrounded by a pale rnyonardium l-ram 
t h i ~ .  Mioro~epioaily, G1 and 02 leser-lnduesd channels were flied with abundant 
fibrinous netwerk, piglets, ~d  isuknoytss, surrounded by a dng of necro~c (coagulated) 
myouyea An intense anute Infamm~ory reactian was Induced within ~e channels, which 
splits Into the surrounding eploa'dlurn. On 03 to G5 (one to three weeks after TMLR) laser. 
induced chmnels were filled with mam~ha~3s, for~grvlxxly giant ~ls, and exuberant 
granulation tissue with thin small wailed vessels within a ~bro~astio fdssue. None of the 
freatment sites studied showed a patent channel. 
Con,,luslona: 1) We found different stages of wound healing in channels after TMLR, 
without evidenes of patent and endothelialized laser-created channels, The results suggest 
~at ~ansmycoardiat blood flow may not be ~ rneof~anism of cllnleal behest of ',his 
procedure. 2) The clinical benefit of TMLR may result simply from a nonsbecifio his~ogio 
req:x~se to injury, through the release of anglogenlc growth factors and new blood vessels 
forrnalton (granulation tissue). 
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ORAL ADMINISTRATION OF A TURMERIC EXTRACT IN 
RABBITS WITH EXPERIMENTAL ATHEROSCLEROSIS.  
ROLE OF LDL OXIDATION AND EXPRESSION OF 
ENDOTHELIN-I. 
Ramirez-Tortosa, C.*, Ramirez-Tortosa, MC'", Medina-~mo, MT**, Mesa 
MD***, Garcia dal Moral, R'*", Ruiz Avila, I*, Gil, A. "* 
Dpts of Pathology, (Jaen City Hospital*, Baza Hospital**, University of 
Granada****), Biochemistry Dept "", University of Granada, Spain, 
L-Aims: The oxidation of low-d~nsity lipoproteins (LDL) plays an 
important role in the development of atherosclerosis. Curcumin and 
turmeric extracts are known to exhibit a variety of pharmacological 
properties. We seek to evaluate the effect of one ethanol-aqueous extract 
obtained from rhizomes ofCurcuma kmga on LDL oxidation susceptibility 
in rabbits with experimental atherosclerosis, on etherosclerotic lesion 
formation and on expression of endotahlin-I (Etl) in arterial wall. 
2.- Methods: Eighteen male New-Zealand rabbits were fed for 7 weeks on 
a diet to provoke an atherusclerotic process. Parallel, two of the 
experimental groups were orally treated with a turmeric hydroalcoholic 
extract at doses 1.66 (Group A) and 3.2 (Group B) mg/kg body weight, 
respectively. The third group (Group C) acted as a control and received a 
curcumin-ffee hydroalcoholic solution. Plasma and LDL lipid composition. 
plasma a-tocopharol, plasma retinol, LDL TBARS, LDL lipid 
hydroperoxides, histological analysis of aortic atharo~clerosis lesions and 
IHQ with MoAB to Etl were measured in all experimental groups. 
3.-Results: The first dosage decreased the susceptibility of LDL to lipid 
peroxidation (low production of TBARS), whereas the 3.2 mg dosage did 
not show any antioxidant effect. The plaques in most rabbits were 
relatively uniform in appearance but the most remarkable changes were 
observed in the aortic arch. Etl was expressed as on plaque's foam cells as 
on smooth muscle cells. There no were significant differences in the type 
and de~oo of lesions and in the expression of Etl among the groups. 
4.-Conelualons: a) The oral dosage of 1.6mg/kg of curcuma longa extract 
decreased the susceptibility of LDL to lipid peroxidation but in our 
experimental condition the extract of curcuma had not effect in the 
development of athoroma plaque and in Et-I expression. 
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INTRACARDIAC FIBROHISTIOCYTARY PSEUDOTUMOR. 
Ravina Cabrera M.D.*, Manzano Sanz, C.*, Garrido, P.**, Hern/mdez 
Guerra, AI.*, Martin Corriente, M.C.*, Garcia Suarez, M.P*, Mendez 
Medina, R.*, Martin Herrara, A.I.* 
Pathology* and Cardiac Surgery** Services, Hospital Universitario de 
Canarias, Tenerife, Spain. 
Aims: There are only scant references of intracardiac inflammatory 
psedotumors. They are described as plasmatic cells granulomas or fi- 
broblastic proliferations with inflammatoy component. 
Methods: A 69-year-old man was referred to the Hospital because of 
congestive cardiac insufficiency, dyspnoea, ascitis, and maleolar ede- 
mas. He also showed a diffuse infiltrating mass that caused colapse of 
the right cardiac cavities and severe pericardiac effusion. Lipid analyti- 
cal values were normal. Surgery was performed by pericardiectomy and 
a biospy of the auricular walls was taken. 
The microscopic study showed auricular tissue with a diffuse lesion 
charactized by groups of foam and eosinophilic hystiocityc cells with 
single nucleous or multinucleated, embebbed in a fibrous stromal with 
areas of storiform pattern. Inespecific mononuclear inflammatory cells 
together with neutrophils were also seen. 
Conclusions: We have observed a pseudotumoral lesion of fibrohistio- 
cytary origen affecting the cardiac cavities. Although it has been pre- 
viously reported in other organs, we have not found references in the 
literature describing this fact. 
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INFECTIOUS PROCESSES DIAGNOSED POST MORTEM IN 
HEART-TRANSPLANTED PATIENTS. 
Rodfi~uez C, Argilelles R, Gibernan J, Gurgi M. 
Department of  Pathology. Hospital Santa Creu i Sant Pan, Autonomous 
University of  Barcelona. Spain. 

Aims: To establish the frequency of  infection as the cause of  death 
after heart transplantation (HT) and to compare the last clinical 
diagnostic with autopsy findings. 
Methods: Review of the autopsy findings in 60 HT patients seen in 
this hospital from 1984 to 1997. 
Results: Infections caused death of 23 among 60 HT patients. 
Transplant rejection participated in 8 of  these. An acute rejection took 
place in another group of 11 patients and a non-infectious cause of  
death was found in the remaining 26 Among the 23 infectious cases, a 
bacterial etiology was determined in 1 l ,  fungal in 5, viral in 3, 
toxoplasma in one. Three patients suffered polymicrobian infections; 
(anaerobic and Cytomegalia virus, Candida sp. and S. Faecalis and P. 
Carinii, CMV and Candida). The infections affected mainly lungs (16) 
and heart (5). It acquired a septic syndrome in 11. Three patients 
presented with dissemination of  fungi (Candida sp, CMV, and Candida 
with aspergillus). The microbiologic etiology was established 
postmortally in 8/23 cases (4 fungal, 1 the and 3 CMV). 
Conclusions: Infectious processes of  clinically unrecognized etiology 
constituted a relatively frequent finding in autopsies of patients 
submitted to HT. Among these, fungal and viral agents were the most 
frequently deteeted in cases of  dissemination or affectation of  
unexpected organs. 

P-058 

NICK END LABELING METHOD VERSUS DNA AGAROSE 
GEL ELECTROPHORESIS  FOR DETECTION OF APOPTOSIS 
IN M Y O ~ I A . L  I~FARCTION 
Koddguez-Calvo, M.S., Tourret, M,N.*, Concheiro~ L., Mttfioz., .r_l., 

�9 e z - P ~  
Institute of  Legal Medicine. Univ. o f  Santiago de Compostela. Spain. 
*Dept. of  Pathology. "HIGA Dr. Kossi. La Plata. Arge~atina. 
Alms: The purpose of this study was to comparv two widely used 
apoptosis detection methods'. TUNEL assay and agarose gel 
eleetrophoresis, using formnlin-fixed, p~f~n-embcdded  tissue sections 
ofinfarted mioeardiura. 
Methods:  Myocardial tissue from a tot.el o f  14 autopsy cases were 
examined; 9 corresponded to myocardial infarction cases end 5 to 
Imalthy hearts. As positives controls for apoptosis sections from 2 tonsils 
we, re used. 
The TUNEL assay was performed with the ApopTag| Kit,  according to 
the manufacturer protocol, After DNA isolation, olectrophoresis was 
carried out in 1.7% agarosc gels for lh at 115 V and bands were 
visualized by ethidium bromide. 
Results: The nine mioeardial infarction cases gave interpretable results 
with the ApopTag~ Kit. The pr of  stained nuclei ranged flora 0 
to 74.7% (average 47.3~ Cytoplasmatic s~ainin8 was noted in some 
obviously infare t~  areas. Nuclear positivity in controls ringed fi-om 0 to 
I8.9% (average 8,2%). 
DNA fi'agmenlation detected by agarose gel electrophoresis was 
confirmed in only two out of the nine infarctions tested. 
Conclusions-- The sensitivity of the ApopTag~ Kit to detect apoptotig 
ceils ha myocardial infarction seems to be higher than the agarose 
eleetrophoresis method. This may be due, at least partially, to the use of  
paraffin-embedded tissue and the coexistence of necrosis, which may 
result in a continuous smear makins difficult the recognition of DNA 
bands in the gel. 
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THE ADVENTITIAL MAST CELLS CONTENT OF CORONARY 
ARTERIES WITH PATIENTS WITH ACUTE HEART INFARCTION 

Kaktursky. L. V.*, Yanin, V, A.** 
Research Institute of  Human Morphology*, Moscow, and Mytishchy 
Clinical Hospital**, Moscow Region, Russia. 
Aims: To investigate the mast cells (MC) content of  coronary arteries 
with patient with acute heart infarction. 
Methods: Three groups were investigated: 36 patients with coronary 
atheroaclerosis who died of  heart infarction, and two groups for 
comparison. One is the group of  25 young persons who died of  trauma 
suddenly and second one is the group of  21 old persons with coronary 
atherosclerosis who died without clinical manifestation of  ischemic heart 
disease. Samples of  the proximal part of  the three major coronary arteries 
were obtained by multiple transverse sections with following formalin 
fixation. Histologic sections were stained with toluidine blue. In each 
section an average number of  M e  per section were calculated. 
Results: Statistically significant distinctions of  the content o f  MC were 
found among three groups. Maximum quantity of  MC were found in the 
group of  young people - 64.37:12.51, and, in contrast (p<0.001), minimal 
number of  MC were found in the group of  aged people with 
atheroselerosis - 27.44_+1.77. Number of  MC in the group of  patients 
with acute infarction was increasing in comparison with the group of 
aged atherosclerosis (p<0.001) - 50.23+2.23, but less than in the group 
of  young people (p<0.001). 
Conclusions: Minimal content of MC in the wall o f  coronary arteries in 
the group of old people without isehemic heart disease possibly reflects 
inactive phase of  atherosclerosis. Increasing of  the number of  MC in the 
group with acute heart infarction is important prerequisite for coronaro- 
spasm because MC consist of  the number of  vasoactive substances. 
Increasing of MC in this group could be valued as a sign of acute 
condition ofatherosclerosis. The maximum quantity of  adventitial MC in 
the group of young people is a sign of panicipatlng of  these cells in 
physiological processes of  development and functioning arteries with 
possible balance ofvasospast ie  and vasoproteetive substances. 

P-060 

DNA ASSESSMENT AND MORPHOMETRICAL MEASUREMENT OF URINE 
SAMPLES FROM CASES OF TRANSITIONAL CELL CARCINOMS 
ASSOCIATED WITH SCHISTOSOMIASIS VER SUS TRANSITIONAL CELL 
PAPILLOMA IN EGYPTIANT PATIENTS 
Ahmed M. Abdel Hadi*. Effat R. El Shedf'**,Ali EI-Hindawi**, Maha AkI* and Olfat 
Hammamm* 
Pathology Dept.'.*Theodor Bilharz Institute and **Faculty of Medicine Cairo University; 
Egypt. 
Aims: To find out the value of DNA content of urothelial cells in diagnosis of early 
neoplastic changes in Egyptian schistosomiasis. 
Methods : This work was performed in Theodor Bi]harz Research Institute on 29 urine 
samples obtained from patients suffering from urinany diseases including transitional cell 
papilloma (3 cases), and Transitional cell carcinome(26casas), 16 associated with 
schistosomiasis and 10 cases without as well as 8 normal control urine samples. Routinly 
stained sections were cytopathologically examined followed by morphological 
measurement of nuclear area and nueleocytoplosmic ratio and assessment of the DNA 
content o f urothelial nuclei using the computerized image analysis (I.A) systam on paraffin 
section stained with felgen stain. 
Results: It was found that there was a highly significant increase in M'NA(mean nuclear 
area) in TCC (Transitional cell carcionoma) compared to control cases(p<0.01). It was also 
found that the N/C ratio showed a highly significant increase in cases of T.C papilloma and 
TCC (P<0.01). A significant difference between T.C.C with sci~istosomiasisand T.C.C 
without as regard both nuclear area and N/C ratio. AneupIoid histogram were elaborated by 
76.9% of urine samples of TCC and 66.67% of samples of T.C papilloma, Tetraploid 
histograms represented 3.85% of TCC cases. Cases of T.C.C with schistosomiasis 
elaborated a significance increase in ananploid histogram compared to T.C.C without 
p>0.05 and a significant increase in the mean percentage of the proliferating cells ofS 
phase in cases of T.C.C with schistosomiasis in comparison to cases of T.C.C without 
schistomiasis. TCC cases exhibited a significant increase in the mean percentage of 
aneuploid cells, 5(exceeding rate% and mean unclear ploidy (MNP)compared to much 
lower values in cases of T.C. papilloma. T.C.C cases associated with schistosomiasis 
showed a significant increase in the mean percentage of the proliferating cells at S phase, 
MNP in comparison to cases of T.C.C without. 
Conclusion: Imag e analysis of the cellular morphometric objecti\ve parameters (nuclear 
area and N/C ratio), and assessmient of nuclear DNA content ofurothelialeells can be 
appiied on routinely processed voided urine smears. This help in detecting early urinary 
bladder percanccrous lesions and confirming the diagnosis of urinay bladder cancer. It also 
refilect the cell proliferation and nuclear activity, and it suggest to be of value in 
distinguishing between the different lesions. The use of more than one parameter to 
differentiate between the different lesions, give nearly accurate results. 
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MAMMARY CARCINOMA WITH OSTEOCLASTIC CELLS: 
A CYTOLOGYCALLY AND MACROSCOPICALLY STRIKING 
TYPE PREDOM1NATINGLY DISPLAYING AN ADENOCYSTIC 
PATTERN Review of  the literature and additional four eases 
Aksu 0., Atahan $.,Turhan N., Erdo~an N., Ekinci C. 
Department of  Clinical Cytology, Medical School of Ankara 
University, Ankara, Turkey. 
Aims: Mammary carcinoma with osteoelastic cells (MCOCC) are 
extremely rare tumors with puzzling features. In this study we 
reviewed the unique cytologic, histologic and clinicopathologic traits of 
this entity. 
Methods:We studied air-dried and May-Gr0nwald-Giemsa stained 
cytologic preparations of four patients initially. Then we examined 
histologic sections of  the biopsy and mastectomy materials some 
supported by immunohistochemistry. Finally we evaluated the medical 
records and compared all these findings. 
Results:All patients were premenopausal women with ages 46 to 52 
years. All tumors were solitary and one bilateral varying from 1.8 to 
2.4 em in size. All were nodular tumors with well-demarcated margins 
both mammographyeally and grossly having a soft censistency with a 
red to brown color. Both cytologycally and histologycally there were 
intimacy of mono and multinuclear OCCs with small monotonous 
tumor cells. All had adenocystic except one of the patient with bilateral 
masses in which it was colloid carcinoma. Two eases had axillary 
lymph node metastasis, 3/13 and 2/16 each. Non of  them had visceral 
metastasis and all were free of  the disease. 
Conclusions: OCCs seen easily and plentiful in cytologic aspirates 
makes diagnosis very easy, and expectation of  a better prognosis in 
most of these wall differentiated tumors makes it more essential to 
diagnose these earlier by cytology, while they give a benign impression 
clinically and radiologically. On the other hand one must keep in mind 
that monotonous and small bland tumor cells may cause a false 
negative cytologic diagnosis. 

P-063 

CANCER CELLS IN EFFUSIONS. DIAGNOSTIC SIGNIFICANCE 
OF TELOMERASE ACTIVITY. 

Richard Braunschweig, Jean Benhattar, Pu Yah, Franqoise Delacrdtaz, 
Fred T. Bosman and Anca Mihaescu. 
University Institute of Pathology, Lausanne, Switzerland. 

Aims : Most somatic cells in adult tissues have no telomerase activity but 
this activity is present in a great majority of cancer cells. We have 
compared the presence of telomerase activity using the telomerie repeat 
amplification protocol (TRAP) assay, with cytological examination for the 
detection of cancer cells in pathological effusions. 
Methods :TRAP assays and cytologic examinations were performed in 91 
effusions (pleural, ascltic and pericardic) from 86 unselected patients. 
TRAP assays and cytologic examinations were performed in a double- 
blinded fashion. In order to reduce the chance of false-negative TRAP 
assay results, the integrity of rRNA in tissues was verified in each case. 
Results : Medium concordance (63/91 eases, 69%) between cytological 
examination and telomerase assay was observed. According to the 
cytological diagnosis achieved, the effusions were classified into 
malignant (27 cases) and non-malignant (64 eases). In the 27 eytologie 
positive eases concordance between the telomerase assay and cytologic 
examination was observed in 19 eases (70%). Among the 8 cytologic 
positive cases without telomerase activity, 6 had highly RNA degraded 
materiel. Telomerase activity was detected in 27% (17/64) of non- 
malignant cytologic effusions, and in 11 of them there was a strong 
clinical suspicion of malignancy. 
Conclusions : These results suggest that, provided that the cell sample is 
sufficiently well preserved to allow for undegraded rRNA, telomerase 
activity could be a more sensitive parameter for the presence of malignant 
ceils than cytology. This, however, needs to be verified in large scale 
prospective studies before the telomerase assay can become a useful 
adjunct in routine cytologic examination. 

P-062 

MERKEI,-CEI,L CARCINOMA OF THE SKIN WIT11 PLE1JRAL 
EFFUSION: CYTOLOGYCAI, FINDINGS OF ONE CASE. 
G. Sacchi, O. Forgiarini, A. Chiara, G. Briani and C.Antonini. Department 
of Patholog.,y I.JSSL 10, S. Don~t di Piave Venezia Italy 
Aim: t)leural effusion by Merkel-cell carcinoma of  the skin rarely occur. A 
78 year-old tbmale with two year histo .ry of a Merkel-cell carcinoma oI 
the skin of the right thigh and assocmted renal cell carcinoma of right the 
kidney, developed a right pleural effusion.The original tumor of the skin is 
compared with cytologycal material. Diftbrential diagnoses are discussed. 
Methods:Air dried smears were stained according to May-Grumwald- 
Giemsa. The avidin-biotin complex method was employed tbr Cytokeratin, 
l,eueoeytes Common Antigen, Chromogranin and Synaptophysin. 
Results: Cytologycal smears were composed of a monotonous, hight 
cellular population of small and round cells, with eccentrically placed 
nucleus and indistinct nueleoli: only small rim of cytoplasm was present. 
The cells lbrmed loosely cohesive clusters, Indian files, curved rows and 
rosettelikc structures and revealed positivity tbr Cytokeratin, 
Chromogranin and Synaptophisyn. l,ight microscopy of  the skin tumor 
showed a small cell tumor arranged in solid areas.The tumor cells 
recapitulated the morphology of neop)astic cells seen in the pleural 
effusion, two years later. 
Conclusions: Main differential diagnoses were metastasis from small cell 
carcinoma of a neuroendocrine or undifferentiated type, malignant non 
Hodgkin l,ymphomas and malignant melanoma, Small cell carcinomas 
and carcinoid tumors are the most difficult to distinguish cytologycally 
from primary small-cell carcinoma of the skin because no significant 
difl~rence exist in the chromatin paltem between these neoplasms. 
Lymphomas are noted tbr a noncohesive monomorphic population o| 
tumor cells, in with irregularities, indentation and cleaved appearance ot 
the nuclear membrane exist and lymphoglandular bodies are noted. The 
malignant melanoma cells exibit abundant cytoplasm, bi or 
mullinucleation, eosinophilic macronucleoli and growth in isolated or rare 
loose clusters. Clinical correlation is essential and immunochemistry may 
be helpful to avoid misdiagnosis. 

P-064 

GERM CELL TUMOURS OF EXTRAGONADAL LOCATION. 
Cytological and immunoeytochmnieal study. 
Gareia-Bonaf6 M., Tallada N., Catal~, I* Sufiol M., and Climent F*. 
Dpts. ofPatholngy. Hospitals Vail d'Hebron and Bellvitge*. Barcelona. 
Spain. 
Aims: FNA is an effective method well suited to the diagnosis of CrCT 
and the determination of the correct therapy. This is a report of a series of  
10 primary and 22 metastatic GCTS, corresponding to 27 patients, 
Methods: Cytological and immunoeytocbernieal study of 28 FNA from: 
mediastimun (7), retroperitoneum (3), lymph nodes (13), abdominal mass 
(I), liver (1), kidney (1), adrenal (1) and lung (1). Also 1 sputum and 3 
serous effusions were studied. Beta-hCG was used in 14 eases, alpha- 
fetoprotein (AFP) in 6 ,  cytokeratin in 7, CEA in 5 and placental alkaline 
phosphatase (PLAP) in 4. In a few cases vimentin, EMA and enolase were 
used. 
Results: Cytological diagnosis was stablished in 29 cases: 6 embryonal 
eareinoma(EC), 9 chorioeareinoma, 4 yolk-sac tumour(YST), 2 
seminoma, I teratoma and 7 OCT witthout specification. In 3 eases the 
diagnosis was erroneous. In 16 the diagnosis was confirmed by biopsy 
and autopsy was performed in 2 cases. In cases where OCT without 
specification was diagnosed and cases with erroneous diagnosis, 
histological analysis showed a mixed turnout made up predominantly of  
EC and YST, one case showed areas of chorioearcinoma. 
Conclusions: The main diagnostic difficulty is presented by EC and YST 
as they can be identified as metastasis of epithelial tumours without 
differentiation or adenocareinoma. Pleomorphic cells, light empty-looking 
nuclei, atypical, eosiniphiiic and multiple nuleoli, mitosis and haemorrhage 
are points to bear in mind in the cytological diagnosis of these neoplasms. 
Expression ofbeta-hCG, PLAP and AFP help and may indicate a OCT. 
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FINE NEEDLE ASPIRATION OF PAROTID GLAND 
LESIONS. CYTOHISTOLOGICAL CORRELATION 
Combalia N, Garcia LL, Bella MR, Ferran A, Marqu6s G*, Sire6 J* 
and Rey M. 
Departments of Pathology and Surgery*. Corporaci6 SanitAria Pare 
Taull. Sabadell. Barcelona. Spain. 
Aims: To evaluate the utility of fine needle aspiration (FNA) in the 
study of parotid gland turnouts and to assess its capacity to provide 
and accurate diagnosis and a correct histological identification. 
Methods: 148 FNAs were carried out on parotid gland lesions at our 
Hospital between 1991 and 1998. In 67 patients that underwent 
surgery, comparison between cytological and histological diagnosis 
was made. 
Results: In histological study 57 eases (85,07%) were benign lesions 
and 10 (14,92%) malignant tumours. In 5 benign lesions, the material 
obtained by FNA was inadequate for diagnosis and was excluded from 
the series (benign n=52; malignant n=10). 
FNA yielded a correct diagnosis in 45 of 52 benign lesions: 32/34 
(94,1%) pleomorphic adenoma; 11/15 (73,3%) Warthin's tumour; and 
2/2 (100%) benign cyst. In the other 7 cases a correct diagnosis was 
not achieved but no false positive was made. 
FNA yielded a correct diagnosis in 9 of 10 malignant tumours: 3/3 
(100%) acinic cell carcinoma, 2/3 (66,6%) mucoepidermoid 
carcinoma, 2/2 (100%) malignant lymphoma, 1/1 (100%) adenoid 
cystic carcinoma and 1/1 (100%) poorly differentiated carcinoma. The 
false negative diagnosis was a mucoepidermoid carcinoma arising in a 
pleomorphic adenoma in which only the benign component was 
evaluated in FNA. 
Conclusion: FNA of parotid gland tumours allows a correct diagnosis 
in 86.5% of benign lesions and 90% of malignant ttanours. The 
sensitivity and specificity are 90% and 100%, respectively. 

P-067 

VALUE OF EXFOLIATIVE BILE CYTOLOGY FOR 
DIAGNOSIS OF MALIGNANT OBSTRUCTIVE JAUNDICE 
Ferreres Jl~, Padilla C, Combalia N, Falc6 J*, Galiardo J, Rey M 
Dpts. of Pathology and Radiology*. Corporaci6 SanitAria Pare Tauli. 
Sabadell, Barcelona, Spain 
Aims: To assess the value of exfoliative bile cytology for diagnosis of 
obstructing cancer of the biliary tract. 
Methods: 168 specimens were obtained by percutuneous transhepatic 
biliary drainage from 128 consecutive patients with obstructive 
jaundice due to biliary tract stricture (73 males, 55 females). 104 
patients had malignant obstruction and 14 had benign disease, 
confirmed by fine-needle aspiration cytology in 12, percutaneous 
endobiliary biopsy with forceps in 40, endoseopical biopsy in 6, 
surgical specimen in 12, necropsy in 1, or a combination of 
pereutaneous cholangiography findings and clinical follow-up in 47 
patients. 13 samples of ten patients were excluded from analysis 
because of inadequate follow-up information. 
Results: From 155 bile samples studied, 86 were benign (55%) 
(epithelial cells were not present in 27 of them), 29 were atypical 
(19%), and 40 were suspicious or positive for malignant cells (26%). 
All the patients who had samples reported as suspicious or positive for 
malignancy were confirmed as having malignant disease. None of the 
14 patients with benign disease had positive or suspicious cytology. 
From 29 atypical reports, two patients had benign disease (bile duct 
stones and chronic pancreatitis). In 12 patients, cytology alone 
established the presence of cancer. Overall specificity and sensitivity 
of bile cytology were 100% and 30%. Overall positive predictive 
value was 100% and negative predictive value was 18%. 
Conclusions: Samples from exfoliative bile cytology are simple to 
obtain, the positive results are highly specific and could be a routine 
part of the obstructive jaundice diagnosis. 
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FINE NEEDLE ASPIRATION CYTOLOGY OF 119 ADRENAL 
MASSES 
Fassin~a AS, Fedeli U, Borsato S 
Dpt of Oneologieal and Surgical Sciences, University of Padova, Italy 
Aims: the use of radiological procedures has led to the identification of 
an ever increasing number of adrenal masses. However, only few series 
discussing FNA cytology ofadrenal lesions have been published. 
Methods: one hundred nineteen consecutive adrenal FNAs were 
examined in our department between 1992 and 1998. FNAs were 
performed via a posterior or anterior approach under TAC guidance 
using a 21-gauge needle. Itistological examination of the aspirated 
lesions was available in 55 cases. 
Results: the aspirates were divided in diagnostic (108) or nondiagnostic 
samples (11) The diagnostic aspirates were classified in three groups: 
benign cortical nodules (BCNs), malignant tumours and 
pheocromocytomas. Malignant smears were divided in primary, 
secondary neoplasms and malignant cells of undetermined origin. BCNs 
were 54 (28 confirmed by pathological follow-up). Five adrenal cortical 
carcinomas were diagnosed by cytology, four with histological 
assessment. Metastatic adrenal lesions were 26 (four had histology); the 
most common primary was lung carcinoma with 15 cases. Malignant 
cells of undetermined origin were diagnosed in 10 cases: at histology, 
tbur were primary adrenal carcinomas, one was a paraganglioma, one 
was nondiagnostic In ten cases cytology was consistent with 
pheochromocytoma. Moreover, at cytology we diagnosed also a 
paraganglioma, a ganglioneuroma and a lymphoma 
Conclusions: the high degree of adequacy can be explained by the 
immediate assessment of the samples The cases with a pathological 
fbllow-up have shown that cytology of adrenal masses has a high degree 
of accuracy in classifying lesions as benign or malignant, therefore 
resolving the most important clinical question A limit of the procedure 
may be in distinguishing between malignant tumours of different origin 

P-068 

FINE NEEDLE ASPIRATION CYTOLOGY OF GYNECO- 
MASTIA. A STUDY OF 245 CASES. 
Fortufio-Mar A*, Mayayo E*, G6mez-Aracil V**, Sala J*, 
Fernlndez J*. 
Facultat de Medicina, Universitat Rovira i Virgili*, Reus, and 
Facultad de Medicina, Universidad de Zaragoza**, Zaragoza, 
Spain. 
Aims : To define the distinctive cytologic features of gynecomastia 
and their relation with the numerous clinic factors. 
Methods : We examined the FNA cytology of 245 cases of 
gyneeomastia and we studied 64 clinic and cytomorphologie 
parameters. 
Results: The FNA cytologic features of gynecomastia included a 
variable number of cohesive monoiayered sheets of epithelial duct 
cells with surrounding and superimposed myoepithelial cells. The 
duetal cells had scanty, basophilic cytoplasma and single, round, 
vesicular nuclei with finely granular chromatin and inconspicuous 
nucleoli or chromocenters. A variable number of bipolar naked nuclei, 
single tall columnar cells and stromai fragments were seen in the clean 
background. Histioeytes and apocrine metaplastic cells were 
occasionally noted. We observed significant differences between 
cytologic and clinic parameters, in terms of cellularity and aging, 
drug-induced, non-physiologic and systemic illnesses-associated 
gyneco-mastias and short duration of symptoms. Also, statistically 
nodular, unilateral, left-side and intermediate size masses showed 
more cellular smears. 
Conclusions: In conclusion, this study support that the different 
cytologic appearance ofgyneeomastia is related to the duration of the 
breast enlargement and the etiologic factors. Previous reports do not 
mention any clinical and cytoiogical association. 
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USEFULNESS OF THE BRONCHOALVEOLAR LAVAGE (BAL) 
CYTOLOGY IN THE CRITICALLY ILL PATIENTS. 
Gariio. G., Ortiz, M R ,  Castro, P,  Yrbenes, J.C.*, Gonzhlez-Prado, S.*, 
Sirvent, J.M.* 
Department of Pathology and Intensive Care Unit* 
Hospital Universitari de Girona Doctor Josep Trueta. Girona. Spain. 
Aims: The causes of respiratory insufficiency in mechanically 
ventilated patients are various and may overlap infectious and non- 
infectious etiologies. The cytologic examination of BAL fluid (type of 
ceils and presence of intracellular bacteria in PMN) is analyzed in these 
patients. 
Methods: Thirty intubated patients who developed chest radiographic 
infiltrates and clinical deterioration or fever during their evolution in the 
Intensive Care Unit were included. Respiratory samples were obtained 
by bronehoalveolar lavage in the first 48 hours of the new infiltrates. 
The sampling method was selected according to the clinical state of the 
patient (bronchoscopy or mini-proteeted-BAL). The cytologic study of 
BAL fluid informed about: type of inflammatory cells, presence and 
percentage of intraeellular bacteria in PMN (threshold level >_2%) and 
presence of other opportunistic infections or atypical cells. The smears 
were stained with Diff-Quik, H-E and Papanicolaou. The results were 
delivered within two hours. An aliquot & t h e  BAL fluid was sended for 
culture. 
Results: Initial diagnosis were: pneumonia (19), ARDS (6), COPD (3), 
bronchoaspiration of gastric content (1) and pulmonary embolism (1). 
Cytology changed diagnosis and treatment in 10 patients (33%). When 
results of cultures arrived, changes in diagnosis rose to 50% and 
treatment to 83%. The final diagnosis were: bacterial pneumonia (17), 
viral pneumonia (2), ARDS 14), lung carcinoma (3), pulmonary 
tuberculosis (1), aspergillosis (1), pulmonary edema (1) and lung 
contusion (1). The total mortality was 73% (22/30). 
Conclusions: Cytology of BAL fluid is a useful tool in critically ill 
patients, giving rapid and valuable information in order to establish a 
correct diagnosis and, therefore, a more accurate treatment. 

P-070 

CYTOLOGICAL EXAMINATION OF LIVER FNA. INTRA AND 
INTEROBSERVER VARIABILITY. 
Q.r&n~dos-Carrefio. K., Fermindez-Segoviano, P., Aramburu-Gonz/flez 
JA, Camarmo-l-lern/m, E,  Murillo-Santana, N 
Dept. of Pathology, Itospital Universitario de Getafe, Madrid, Spain. 
Aims: To determine the diagnostic value and reproducibility of cytological 
parameters in liver FNA from benign and malignant lesions and to evaluate 
the intra and interobserver variability in such samples. 
Methods: A total of 140 FNA samples from benign and malignant liver 
lesions were analyzed by five independent observers, utilizing a model with 
28 dift~rent cytological parameters. There were 29 benign lesions, 49 
hepatocellular carcinomas (HCCA), and 62 metastatic tumors (MT) Step- 
wise logistic regression was used to analyze the multivariate contingency 
tables, and the kappa values were used for evaluation of intra and 
interobserver agreement. 
Results: Irregular nuclear contour, three-dimensional groups, and atypical 
naked nuclei were strongly associated with malignancy. The presence of 
granular cytoplasm and capillaries were most commonly associated to 
HCCA, while eccentrically placed nuclei and necrosis were strongly 
associated to MT. With consensus diagnosis, the sensitivity of cytological 
analysis was 100%, and the specificity 07%. There was excellent 
interobserver and excellent to perfect intraobserver agreement for the final 
cytological diagnosis There was a/hir to very good interobserver agreement 
tbr 22 of the 28 cytological parameters studied. 
Conclusions: There are several Cytological parameters that are highly 
diagnostic in distinguishing benign from malignant and primary from 
metastatic liver disease by FNA analysis. Most of these parameters are 
reproducible by observers with different experience in the field of cytology. 
The sensitivity of FNA cytological evaluation of liver masses varies from 
t>5% to I00%, and the specificity from 83% to 100% depending on the 
different observers. 
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PITFALLS IN THE CYTODIAGNOSIS OF HODGKIN'S DISEASE 
Jimenez-Heffeman J.A., Vicandi B, Lopez-Ferrer P, Hardisson D, 
Viguer JM. 
Department of Pathology La Paz Hospital. Madrid, Spain 
Aims: To describe the cytodiagnostic accuracy and pitfalls in a large 
series of Hodgkin's disease (HD). 
Methods: All the cytodiagnosis of HI)during a 19-year period (1980- 
1998) were reviewed. Cyto-histologic correlation was present in 142 
while 15 were discordant. Thirty-one cases of HI) with a previous 
cytodiagnosis different than liD were also selected. Patients with known 
HD or without biopsy were not included in the study. 
Results: The sensibility was 82.1% and the positive predictive value 
90.4%. Pitfalls could be divided as follows: 
1. Non-Hodgkin lymphomas (15): 10 large cell lymphomas and 5 
cytodiagnosis of lyraghoproliferative disorder without further 
specifications. They represent the most common pitfall during the last 
years. 
2. Reactive lymphadenopathies (6): they concern cases with suppurative 
and granulomatous changes and one case of infectious mononucleosis, 
3. Metastatic carcinoma (5): none of these errors were performed during 
the last 10 years. Related to tumors with suppurative changes and 
lymphoid stroma. 
4. Related to scarce material (20): negative (8), non-representative (8) 
and suspicious of malignancy (4). 
Conclusion: FNAC constitutes an excellent diagnostic method for the 
initial evaluation of HI). Cytologic pitfalls have changed from one 
decade to another reflecting the increase experience of eytopathologists. 
At the present, Ki-I positive- and T cell lymphomas constitute the most 
important diagnostic challenges. 
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FINE-NEEDLE ASPIRATION CYTOLOGY IN 
DERMATOLOGY 
~ ,  Fern~indez-Figueras MT, Llatj6s M, Rovira C, Bielsa I*, 
Ariza A 
Dvpts. of Pathology and Dermatology*, Hospital Universitari 
Germans Trias i Pujol, Badalona, Spain. 
Cytology is a well-established diagnostic method. However, 
pathologists have been reluctant to use FNAC in dermatology, mainly 
for two tea,sons, namely their scarce experience in cytological 
diagnosis of skin diseases, which is dealt with in very few papers or 
textbooks, and the accessibility of skin for biopsy purposes. 
Nevertheless, in some circumstances FNAC may be more adequate 
than biopsy: (1) to avoid unnecessary scars, (2) to avoid urmecessary 
surgical procedures of lesions which prove to be benign after the 
clinico-cytological diagnosis is made, (3) to rule out metastasis in 
oncologic patients, (4) for reassurance of patients who deny 
permission for biopsy, (5) to determine patient priority without 
compromising the eventual pathologic diagnosis in surgical facilities 
with long waiting lists, (6) in children and (7) on special anatomical 
locations, or (8) even because of economical concerns, as in 
underdeveloped countries. In situations like those, unfamiliarity with 
the cytologic features of cutaneous diseases precludes the use of 
FNAC. 
Even though skin FNAC may prove to be necessary in only a few 
occasions, we must be prepared to cope with the subtleties of this 
reproducible diagnostic method. We have used a simple post-exeresis 
self-teaching technique that simulates a real working situation without 
damaging the biopsy or bothering the patient, and has allowed us to 
acquire the necessary expertise to face cutaneous cytologic diagnosis 
with confidence. 
In this poster you will be able to experiment yourself with our method 
of cutaneous FNAC. 



P-073 

ItPV DETECTION USING HYBRID CAPTURE 11 IN PATIENTS 
REFERRED 'FO A CERVICAL PATHOLOGY UNIT 
LIe__ veins B., Ponce J., Albadalejo D., Aharea N., Catal/t I, FetTer JE. 
C.S.U.Bellvitge and lnstitut Cataltt d'Oneologia. Barcelona, Spain. 
Aims 
Detection of HPV in cytology samples can be helpful in the management 
of lesions of the uterine cervix. Hybrid Capture 11 (Digene/Abbot) is an 
alternative to PCR methods in clinical cytology laboratories that has to be 
evaluated. 
Material and methods 
A series of 108 patients retorted to our hospital for having an abnormal 
cytology was included in the study. Colposcopy, cytology and sampling 
tbr HPV detection were performed in each patient at the same time. 
Biopsies were taken in 84 cases. Mean age was 39 years (19-69). 
Cytology results were grouped according to the Bethesda system. Hybrid 
Capture 11, using low and high-risk HPV types probes, was applied. 
Results 
HPV was detected in 57/113 cases (50%): high risk types in 39 ( 34.5 %), 
low risk in 8 (7%) and beth high and low risk HPV types in 9 (8 %). 
HPV was found in 12/48 (25%) normal cytology cases, 3/11 (27%) 
ASCUS, 24/35 (68.5%) LSIL and in 17/18 (94%) HSIL. HPV testing 
was positive in 14/36 (39%) patients with normal biopsies, 20/32 
(62.5%) with LSIL and in 16/16 (100%) with ttSIL. 
Conclusions 

HPV detection by Hybrid Capture 11 is a sensitive test that can be 
easily implemented in clinical cytology laboratories. 
ttPV detection in tfSIL was very high (94-100%). However, many 
LSIL cases (31.5-37.5%) were negative for HPV. 
Infection by low risk HPV types was infrequent 
ItPV was detected in a high proportion of cytology (25%) and biopsy 
negative eases (39%). 

P-075 

CYTOLOGICAL GRADING OF DUCTAL CARCINOMA IN SITU 
(DCIS) 
MeKee~ Q.., Tildsley, G., Hammond, S.* Department of 
Cytopathology, Royal Surrey County Hospital, Guildford, U.K 
*Clinical Decision Making Unit, Broadmoor Hospital, Crowthorne, U.K. 
Aims: To identify features that distinguish between the subtypes of 
ductal carcinoma in-situ and possibly differentiate in-situ disease. 
Methods: 66 eases of histologieally proven pure DCIS (39 high grade, 
12 cribriform and 15 low/intermediate grade) with a preoperative 
cytology report of earcinoma were retrieved for review. 7 cytological 
features were assessed and scored from 1 to 3: cellularity, cell 
dissociation, nuciear size call uniformity, nueleoli, nuclear margins and 
chromatin pattern. We also recorded the presence of calcium, necrosis 
and foamy macrophages, a eribriform pattern in cell clusters, and 
evidence of infiltration by tumor ceils into fat and stroma. Clinical 
features were correlated with the cytological features. 
Results: High grade DCIS has predominantly large, pleomorphic cells, 
low grade including crihriform DCIS shows small, well-differentiated 
evils. Most high grade lesions demonstrated calcium and necrosis, this 
was less frequent in the low grade and cribriform cases. Foamy 
maerophages were more common in high grade and cribriform types of 
DCIS as opposed to the non-cribriform, low/intermediate grade DCIS 
None of the cases showed infiltration of fat and stroma by tumor ceils. 
Condnsion: In this study the absence of tumor infiltration into fat and 
stroma was a constant feature but cannot be taken as definite evidence of 
pure in-situ disease. However, together with pleomorphic carcinoma 
cells, calcium, necrosis, macrophages and 'casting calcification'.~)n 
mammograms with no soft tissue mass, this is virtually diagnostic of 
comedo-type high grade DCIS. Cribriform DCIS was always low grade 
with a typical erihfiform appearance. Low/intermediate grade DCIS has 
no particular diagnostic features. 
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IMMUNOCYTOCHEMISTRY IN THE DIFFERENTIAL DIAGNOSIS OF SEROUS 
EFFUSIONS: A COMPARATIVE EVALUATION OF EIGHT MONOCLONAL 
ANTIBODIES IN PAPANICOLAOU STAINED SMEARS. 
MD Lozano., A Panizo, G. Toledo, I. Sola, FJ Pardo-Mind~n. 
Dpt. of Pathology. Cllnlca Universitaria. University of Navarre. Pamplona Spain. 

Aims: The distinction between pleural mesothelioma (MS), reactive mesothelium 
(RM), and adenocarcinoma (AC) in serous effusions continues to be a diagnostic 
problem in pathology. The use of vadous immunohistochemical markers to 
facilitate this differential diagnosis has become common, specially in surgical 
samples. But, as yet, no antigen is expressed specifically in mesothelial 
proliferations nor in aOenocarcinomas. Thus, the optimum panel of antibodies 
has to be reported. Most of these antibodies have also been applied to serous 
effusions also with variable results. The aim of this study is to evaluated the 
usefulness of eight antibodies in the diagnosis of these type of effusions. 
Methods; A total of 44 cytological specimens of serous effusions (26 pleural, 15 
peritoneal, and 3 pencardlal), from 30 AC, 3 MS and 11 RM previously stained 
with Papanicolaou were selected and stained with HMBE-1, Trombomodulin, 
Calretinin, MOC-31, ESA, E-Cadherin, CEA and CD-15. The immunoreactions 
were independently evaluated by two observers and considered 0 if negative, 
and 1 if clearly positive (cytoplasmic and cell membrane reactivity). A stepwise 
logistic regression analysis was applied to our data to select an appropriate panel 
of antibodies. 
Results: Statistical significance was found with HMBE-1, trombomodulin, ESA, 
MOC-31 and CD-15, when compared both AC versus MS, and AC versus any 
type of mesothelial proliferation (MS plus RM). Using HMBE-1, 80% of ACs were 
negative while all 3 MS react strongly with a p value of 0,003. A value of p = 0,02 
was reached with trombomodulin antibody with 76,5% of AC showing no 
immunoreactivity. ESA and MOC-31 emerged as great discriminators, with p 
value <0,01 and 0,001 respectively. CD-15 was also useful with a p = 0,034. No 
differences were found using the other antibodies. Ten ACs, all 3 MS and 10 RM 
were double immunostained with HMBE-1 and/or MOC-31 and ESA with good 
results. 
Conclusions. Immunohistochemical studies performed on Papanicolaou stained 
cytological smears are useful in the differentiation between metastatic AC and 
mesothelial proliferation. HMBE-1, trombomoduUn, ESA, MOC-31, and CD-15 
are the most useful. If the sample Is scarce, double immunostaining with two 
different antibodies could be of help. 
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FINE NEEDLE ASPIRATION OF ADNEXAL TUMOURS: 
CYTOHISTOLOGICAL CORRELATION 
Mendez I, Combalia N, Ferreres JC, Orellana R, Ferran A, Gallardo J, 
Antoni J*, Corona M*, Mellado F*, Roy M. Dept of Pathology and 
*Gynecology Corporaci6 Sanitaria Pare Tauli. Sabadell. Barcelona. Spain. 
Aims: To evaluate the utility of transvaginal fine needle aspiration (TFNA) 
for diagnosis study ovarian tumours. 
Methods: 1330 US-guided of adnexal masses have been performed in 
1.149 patients during the last ten years. Tumours were surgical removed in 
505 cases and eytohistologieal correlation was made. Cytologic diagnosis 
has been assembled in positive for carcinoma, negative for malignant cells 
and inadequate. Diagnosis as suspicious or atypia have been included in 
positive group because it implies a similar surgical attitude. 
Results: 

! Histologie diagnosis Cytologic diagnosis 
Positive Negative Inadequate Total 

Benign 8 360 20 388 
Malignant 87 5 5 97: 
Borderline 8 11 1 20 

Total 103 376 26 505 
With these results, we have obtained a sensitivity of 85,5 % and specificity 
of 97,8 %, a positive predictive value of 92,2 % and negative predictive 
value of 95,7 %. 
Serous cystadenomas, endometriosis and reactive mesothelial cells are the 
most important causes of false positive diagnosis and mueinous turnouts of 
borderline malignancy and adenocarcinomas arising in endometrlosls cysts 
are causes of false negative diagnosis. 
30 of the ovarian carcinomas diagnosed by TFNA were histologically on 
stage Ia (FIGO). None of them has recidivated after a follow-up between 3 
months and 9 years with a average of 51 months. 
Conclusions: TFNA of adnexal tumours is an effective and reliable 
method to avoid unnecessary surgery in cases of benign pathology, and 
allows a preoperative diagnosis of malignancy. 
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FINE NEEDLE ASPIRATION CYTOLOGY OF AN ADULT 
MULTIFOCAL RHABDOIVfYOMA OF THE NECK. 
Momao J., Novo O., Oarela-Jim6nez J.A., Jimdr~z M., Limbn M. 
Department o f  Pathology, Hospital de Mdrida, Spain. 
Aim: The fme needle aspiration cytology (FNAC) of  an adult 
multifocal rhabdomyoma (AMR) of  the neck region in a 61-year-old 
male is documented, The patient presented with five nontender masses 
(0,5-4 cm) in the left side of  the neck and paraplauyngeal space. 
Methods: A FNAC o f  the main mass with a 25x0,5 mm gm,ge needle 
was performed. Smears were stained by Papanicolanu and 
Romanowsky techniques. Histological and immunohistochemical 
studies were also made on the formalin-fixed tissue. 
Results: The aspiration smears were cellular, showing polygonal-to- 
round or elongated individual and cluster cells, with abundant well- 
defined granular amphophilic to eosinophilie cytoplasm, and 
measured 15 to 80 p.m. Ocassioaal cross striations were also seen. The 
nuclei were uniform, round and peripherally located. The background 
was clean without any necrotic debris or inflammatory cells. The 
cytologic picture was interpreted as rhabdomyome, and the patient 
was operated on. Histoiogioally proved to be an adult rhalxiomyoma. 
The tumor cells showed strong positivity for desmin, myogiobin, actin 
and weak positivity for S-100 protein and vimentin, 
Conclusions: AMR are rare benign tumors o f  striated muscle origin. 
Only very few cases bare been reported. They have an unexplained 
predilection for head and neck region and affect more males patients 
than females. Most cases DOnUt in individuals over 40 years o f  age. 
The characteristic cytology, histology and imrnunophenotypc, 
distinguish AMR from other lesions with which it is frequently 
ODRflkq~ inchlC~l~g rhabdomyosaro0ma, gramllar cell tumor, 
onoocytoma, HQrtlde cell tumor o f  thyroid gland, acinic-cell 
carcinoma of  salivary gland, hibernorrm, etc. 
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LUNG CANCER: BRONCHIAL ASPIRATES AND DIOPSY SPECIMENS IN 
ITS DIAGNOSIS. STUDY OF 112 PATIENTS WITH BRONCHIAL 
ASPIRATES. 
MD Garcia de Lucasr MM Moreno-Rodripuez. M P&ez-Sicilia, B Jurado.G~mez. 
"Voile de los Pedroehes" Hospital, Pozoblanco (Cdrdoba). Spain. 

Introduction: Lung cancer (LC) is one of the most frequent tumors end its 
pathologic typification decisively affect in prognosis and antinenplsstic 
treatment. The cytology of sputum has been used as diagnosis method in these 
patients, but this technique is being displaced by others as aspirates with 
flexible f~robronchoscopy (FBC) or transbronchial fine-needle aspirates. 
Methods: We reviewed correlation of cytologic study of bronchoaspirates 
(BAS) and clinics, radioingics and FBC findings in 112 patients who came to 
our hospitat during the years 1997-1998. In 36 of these patients bronchial 
biopsy was else made. 
Results: In 92,3% of patients with non.suspicious radiology of neoplasia and 
91,8% of normal FBC the cytology was negative (p-O,O003). Of patients with 
LC corroborated by Iobctomy or pneumectomy, 91,3% had positive cytology 
before and in 65,5% of these the simultaneous biopsy corroborated the 
diagnosis (p-0,0023). 20% of patients with negative cytology had positive 
biopsy (p-O,OO23L No significative relation found between clinic symptoms 
and cyto-histological findings. 
Conclusions: The correlation found between radiolngic and FBC findings and 
the cytologic study of patients support these techniques for diagnosis of LC. 
The clinics sympton's velorotion is more subjective and non-valuable. The 
biopsy specimens are available for confirmation of cytology or as/like 
diagnostic technique in cases of negative cytology. 
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FINE NEEDI,E ASPIRATION CYTOLOGY OF CLEAR CELl,  
HIDRADENOMA OF *FIIE BREAST. A CASE REPORT. 
Mqreu M[*., Fortufio A*, CasteBs I**, Castro M*, Encinas X***. 
Serveis de Anatomia Patolbgica% Radiologia** i Cirurgia***, 
HospilaI-ResidGncia Sent Camii, Sent Pore tie Ribes, Spain. 
Aims : To describe the cytological features of a benign tumour of the 
sweat gland, pre~nted as a breast lump, that can be mistaken with a 
primary or metastatic tumor of  the mamary gland. 
Case report: A 88-year-old woman was seen in our Hospital with a lump 
in the breast Phisical examination revealed a 2 x 2 cm, firm mass in the 
upper, outer quadrant of  the right breast. The skin over was ulcerated. It 
was clinically diagnosed of carcinoma. Mammography revealed a well 
circumscribed lesion. Ultrasound investigation demonstrated a solid- 
cystic nodule A fine-needle aspiration cytology of the turnout was 
pertbrmed. Cytologic examination revealed a moderately cellular 
specimen containing sheets of  cohesive epithelial cells, numerous 
multinucleated giant cells, histioeytes and cellular detritus. Bipolar naked 
nuclei were absent. Some epithelial cells were euboidal with scant cyto- 
plasm and others had polyhedral, escamoid cytoplasm. Nuclei were round 
to oval, without atypia. A small number of  cells had clear cytoplasm and 
vesicular nuclei. There were fragments of hialynized stroma In view of 
the unusual clinical and cytological findings, excision biopsy was 
recommended. 3'he histopathologie study showed an ill-defined, ulcerated 
and ]obulated turnout with marked ibca] stromal hyalinization. 3"he solid 
component was a mixture of  small basaloid cells and polygonal cells with 
clear appearance. Numerous histiocytes with loamy cytoplasm, 
cholesterol clefts and multinueleated cells were seen at the periphery of 
the turnout. There was evident connection between the turnout and the 
overlying epidermis. The diagnosis was that ofclear cell hidradenoma 
Discussion : Fine needle aspirates of clear cell hidradenoma have been 
rarely reported, and it is recognized that tbey can be a source of 
diagnostic pitfall. An accurate knowledge of their cytologic t~tures  
could be extremely helpful in order to identity, them correctly. 
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MONITOR CONTROL OF COLPOSCOPY, CYTOLOGY, 
HISTOLOGY IN .146 PATIENTS DURING 4 YEARS WITH 
PRIMARY HPV TYIPING BY PCR. 
Onnis .G.I., Yuferova E., Torrisi A., Bassan P., Matteucci M., Minucci D., 
Pascarella M.*, Meloni A.* 
Dpt of Oncol. Oynecol. Cytodiagn. and dpt of Microbiology* 
University of Padua, Italy 
Aims: This study was devoted to the analysis of the relationship between 
coiposcopy and cytology-histology in the presence of high end iow risk 
HPV infections. 
Methods: Colposcopy, cytology, histology, HPV tyiping by PCR. 
Results: We examined 146 patients in the period 1994-1998. These patients 
were divided according to the colposcopy diagnosis into the following 
groups: ANTZG0* (I), O1" (II), G2* (IlI), NTZ* (*italian classification). 
The objects analyzed have been the cytological and histological diagnoses, 
as wall as the HPV tyiping by PCR. The first cytological exam has 
demonstrated the presence of HSIL and HSIL with HPV's alterations in 9% 
(I), 16% (11) and 44% (lll). The 30% oftbe 1 group, 33% &the II group and 
67% of the III group have been shown to contain DNA sequenCes from high 
risk HPV types. The first histologic exam has pointed out the presence of 
moderate and high grade dysplasias as wall as in situ carcinomas in 17% (I), 
35% (IlL 55% (III). These patients were controlled after the therapy four 
years later. The c, ol~scopy was NTZ in 63% (I), 53% (lI), 75% (IIl). The 
cytology in I group did not demonstrate the alterations of high grade, while 
they were present in 2% ofthe I/group and in 33% of the/If group. In the 
group of patients with NTZ the dysplasias of high grade was exhibited in 
17%. The histological analysis has shown CIN 1 in 46% and CIN 2-CIN 3 
in 18%. The presence of high risk HPV types was emphasized in 31%. 
Conclusions: It was demonstrated that there is an evident correlation among 
eyto-histological alterations and the presence of high risk HPV types in the 
patient with ANTZ. The cyto-his~ological alterations in the absence of 
colposcoplc alterations should also not be neglected. 
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FINE NEEDLE ASPIRATION (FNA) OF THYROID LESIONS. 
CYTOHISTOLOGICAL CORRELATION AND DIAGNOSIS 
VALUE OF FINDINGS. 
Orellana R l, Bells MR I, Combalia N 1, Ru6 M 2, Sol/t j2  Zidan A 3, 
Gimdnez 04, Sire6 js, Padilla C 1, Gareia L I, Mdndez I ], Marquds G 5, 
Maurici D 4, Roy M 1. Pathology ~, Radiology 3 and Surgery s Departments, 
CEPSS z, Endocrinology Unit 4. Corporaci6 Sanit/u-ia Pare Tault. Sabade11. 
Barcelona. Spain. 
Aims: To evaluate the usefulness of thyroid FNA to provide an accurate 
diagnosis and to identify eases tributary of surgical treatment; and to 
determine cytological findings with diagnostic value. 
Methods: 92 thyroid FNAs with adequate material from patients with 
subsequent thymidectomy were reviewed by 2 pathologists without 
clinical information, making an agreement diagnosis and evaluating many 
cytological parameters about cellularity, colloid, other findings and 
usefulness of cell block. Correlation with histological diagnosis and 
therapeutic orientation was done. Cytological parameters were studied 
statistically with ehi-square and exact Fisher tests. 
Results: Diagnosis accuracy was 77,1%. About theoretic therapeutic 
orientation (surgery/no surgery), results were: sensitivity: 86,6%, 
specificity: 96,7%, PPV: 92,g%, NPV: 93,7%. Celt block was useful for 
diagnosis in 20,8%. In the most prevalent histological diagnosis, 
cytological findings with significant value (p_<0.001) were the following: 
for nodular hyperplasia (NH) vs. neoplasm (N): quantity of epithelial 
ceils, quantity of colloid, cell size, nuclear size, irregular nuclei and 
nueleoti; for NH vs. follicular neoplasm (FN): follicular pattern; for 
papillary carcinoma (PC) vs. follicular lesions (NH and FN): intranuelear 
inclusions, nuclear clefts and multinueleated giant cells. Macrophages and 
fibrous tissue were no statistically significant. 
Conclusions: Thyroid FNA is useful for therapeutic orientation, and 
acceptable for diagnostic accuracy. Some cytological findings have 
significant value and can be useful in the cytological diagnosis, while 
others are not in our series. 
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THYROID ANAPLAST1C CARCINOMA: CYTOLOGIC 
FINDINGS ON 7 CASES DIAGNOSED BY FNA. 
Pav/~ A.. Chuli/t M.T., Niveiro M., Ortega E., Carratala M.D., Segui J. 
Servieio de A. Patol6gica. Hospital General Universitario de 
Alieante. Spain. 

Aims: To review cytological aspects of anaplastic thyroid carcinoma 
and to correlate them with surgical specimens. 
Methods: 7 cases of anaplastic thyroid carcinoma diagnosed by Fine 
Neddle Aspiration (FN.A),  with histological correlation, accounted 
between 1992-1998. 
Results: Patient age ranged from 51 to 72 years (mean 62 ), 3 were 
female and 4 male. In three cases, a well-differentiated component 
was identified in the biopsy (not present in FN.A.), two papillary and 
one tbllicelar carcinoma. Cytologically all cases showed numerous 
highly malignant cells, with spindle, giant and/or squamoid 
appearance. 
Conclusion: FNA yields a correct diagnosis in all of the anaplastic 
thyroid carcinomas studied by this procedure registered in our 
hospital. The bizarre cells present in these cytologies are diagnostic 
and they were found in all the eases. 
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NUCLEAR GRADE BY FNA CYTOLOGY IN BREAST 
CARCINOMA. CORRELATION WITII THE HISTOLOGICAL 
GRADE IN CORE BIOPSY. 
Ortega~ E., Segui J., Chulifi, M.T., Pay~i A., Niveiro M,  Noiseux P, 
Cabezas A, Aranda F.I., 
Servicio de Anatomia Patol6gica. Hospital General Universitario de 
Alicante. Spain. 

Aims. To correlate the nuclear grade obtained in FNA cytology with the 
histological grade in the core biopsy made at the same time, and 
comparison with the definite grade on the surgical specimen when 
available. 
Methods. 89 cases of breast cancer diagnosed in 1998. 87 invasive 
carcinomas and 2 CIS. 79 cases with definite surgical specimen, Fisher 
criteria (1-3) for cytology grading and Elston Ellis criteria for biopsy 
grading. 
Results. 6 3 0  correlation between nuclear grade obtained by FNA and 
the histological grade in needle biopsy. 
61% correlation between the nuclear grade and the definite histological 
grade on surgical specimen. 
No case with a discrepancy superior to one grade, The histological 
grade tends to be higher than cytology (nuclear) grade. 
Conclusion. Nuclear grade in FNA cytology have and acceptable 
correlation with surgical biopsy so as to allow the prediction of the 
definite histological grade in 6 1 0  of cases and having no more than one 
grade discrepancy in the rest of the cases. 
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DIAGNOSTIC ACCURACY OF INTRAOPERATIVE 
CYTOLOGY IN LESIONS OF THE NERVOUS SYSTEM 

"" r i M , Debra Lipinski, CT(ASCP), 
Pathology Dept., Detroit Medical Center and Wayne State 
University, Detroit, Michigan, USA 

Aims Intraoperative cytologic touch imprints (IOC) are frequently 
used in frozen section examinations. The objective ofthis study 
was to evaluate the accuracy of IOC in the diagnosis of lesions of 
the nervous system. 
Material and Methods We evaluated 1OC and frozen section 
preparations from forty-two central and peripheral nervous system 
lesions obtained from craniotomies and stereotactic biopsies. 
Cytologic diagnosis was compared to the final histologic diagnosis. 
Results Patient ages ranged from %79 years. Accurate 1OC 
diagnoses was obtained in cases of metastatic carcinomas (8), 
ehordoma (1), malignant melanoma (2), high grade astrocytoma 
(6), meningioma (6) and pituitary adenoma (2). Both cases of 
oligodendroglioma were interpreted as benign neural tumors. 4 
atypical meninlliomas were classified as meningiomas on IOC 2 
cases of ana•Jutic meningiomas were incorrectly diagnosed as 
carcinomas The remaining 9 cases ofastrocytosis/low grade 
astrocytoma were favored to be benign neural lesions on IOC 
Conclusion 
I. IOC is diagnostically accurate in classifying metastatic 

carcinoma and high grade astrocytoma 
2. Diagnostic problems are encountered with low grade 

gliomas and atypical and anaplastic meningiomas 
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CHILDHOOD RHABDOMYOSARCOMA IN FINE NEEDLE 
ASPIRATION BIOPSY SMEARS SIMULATING BENIGN LESIONS 
Pohar-Maringek ~. 
Department of  Cytopathology, Institute ofOneology, Ljubljana, Sloveeia 

Aims: to point out some of the lesions that could represent a pitfall when 
differentiating them from a less common pattern of  rhabdomyosarcoma 
(RMS). 
Methods: During a 23 year period, 37 cases o f  histologically and/or 
immunocytochemically confirmed FNAB aspirates of  childhood RMS 
were collected at our institute, Among these there were 8 cases of 
embryonal RMS with a benign cytomorphologic appearance. We 
compared their morphology to the morphology of  three benign tumors: a 
neurofibroma, a benign hemangioendothelioma and a juvenile 
hemangioperieytoma. ,Morphologic comparison was based on Giemsa 
stained smears. The Papanicolaou stained smears, when available, were 
used for immunocytochemical staining. 
Results: The morphology of  the selected 8 cases of  embryonal RiMS was 
indistinguishable from that of  the three benign tumors. In all cases smears 
contained a moderate number of  very cellular tissue fragments and few 
dissociated cells. Tightly packed cells looked immature, They were small, 
unimorphous, with scant cytoplasm and round or slightly oval nuclei. 
Tissue fragments also contained various amounts of  stroma. The RMS 
cases contained no classical rhabdomyoblasts and no bi or multinucleated 
cells. 
Desmin was positive in all performed cases of  KIWIS and was negative in 
neurofibroma and hemangiopericitoma. S 100 protein and CD31 did not 
prove helpful. 
Conclusion: Neurofibroma, benign hemangioendothelioma and juvenile 
hemangiopericitoma can morphologically be indistinguishable from 
embryonal RMS in FNAB smears, Positive reaction to desmin is helpful in 
differential diagnosis. 
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CYTOLOGIC CHARACTERISTICS OF PERIPHERAL 
NEUROECTODERMAL TUMORS IN FINE NEEDLE ASPIRATION 

CYTOLOGY AND INTRAOPERATIVE SMEARS. 

Retrospective study of three cases 

Angeia Miguclez Simrn, Teresa Ribas Arifio, Francisco Mibmel i~,quierdo Garcia, 
Nieves Alonso Oreajo. 

Servicio de Anatomia Patolbgiea. Hospital de Lern, Lern, Spain. 

Abstract: 

AIMS: The aim of this report is to contribute In the cytodiagnosis and categoriz~Ltion 
of this interesting group of tumors, that represents the 6% of the malignant soft 
tissues tumors. They present in a broad range of age. its behavior is highly agressivc 
with recurrence and metastases shortly after the diagnosis. 

METHODS: We describe retrospectively three cases, two from fine needle aspiration 
cytology (FNAC) and one from intraoperativc smear. The diagnosis was suggested, 
and subsequently confirmed by histological and ancillary studies. The eylologyc 
material was stained with Ginmsa, Hematoxilin and eosin and Papanicolaou methods 

RESULTS: Cytologic features described were identified, including monotonous 
appearance of the ceils, -which showed scanty clear cytoplasm-, nuclei with fine 
chromatin and one or two small nucleoli, and cellular arrangement in cohesive and 
organoid fashion or as single cells. We did not find, large nucleolL cellular debris, 
nuclear pleomorfism and infiamnmtory componenl, and the mitosis were scanty. 

CONCLUSION: Peripheral neuroectodormai tumors (PNET) are ram lesions of the 
family of the Ewing tumors, including osseous and extraossoous lesions, mainly 
localiz~l in soft tissues. Their cytologic diagnosis by FNAC or scrimp smears is 
difficult. However their morphological characteristics strongly suggest the correct 
diagnosis, without the use of any other ancillary studies, being a good oricnbativc 
procedure in order to head toward the cermet management of the tumor. 
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H O R M O N A L  RECEPTOR STATUS DETERMINATION IN 
CELI~-BLOCKS FROM BREAST FNA. CORRELATION WITH 
BIOPSIES AND INFLUENCE OF INTERCURRENT THERAPY. 
M.J. Re y, M. Sol& M. Mufioz, PL. Fernandez, F. Maderudo, A, 
Martinez, A Cardesa. 
Hospital Clinic i Provincial. University of  Barcelona. Barcelona, Spain. 
Aims: To stablish the usefulness e r a  simple method &hormonal receptor 
determination in cell-blocks from breast FNA by comparing results with 
those &subsequent surgical specimens. 
Methods: 30 eases in which immunohistochemical determination of  
estrogen and progesterone receptors was performed in cell-blocks from 
FNA and in further biopsies. Cell-blocks were obtained at~er rinsing the 
needle and syringe with formalin. Evaluation was performed following the 
same criteria as for biopsy material. 14 patients had been treated with 
neoadjuvant chemotherapy between FNA and surgery. No treatment had 
been administered to the remaining 16. 
Results: 

CELL-BLOCK 

BIOPSY 
Positive 
Negative 

Untreated pa ients (n=lr )  
ER PR 

Pos Neg Pos Neg 
9 2 11 1 
1 4 1 3 

Treated pal 
ER 

Pos Neg 
6 3 
2 3 

~nts (n= 14) 
PR 

Pos Neg 
3 2 
5 4 

A high concordance was observed in untreated patiens for ER (p=0.03; 
Kappa value: 0,59) and PR (p=0,02; kappa value: 0,67). Correlation was 
poor in treated patiens (p>0,3, kappa value<0,3). 
Conclusions: Intercurrent therapy effect is the most likely cause for 
discrepancies in treated patients, lnmunohistochemical determination of 
hormonal receptors in cell-blocks from FNA avoids unnecessary biopsies 
in patiens not suitable for surgical therapy, and allows to know the 
hormonal status prior to the application of neoadjuvant chemotherapeutic 
regimens, 

P-088 

HEPATOCELLULAR CARCINOMA AND APOPTOSIS: STUDY WITH 
ANCILLARY TECHNIQUES IN FNAC MATERIAL 

Teresa Ribas Arifiq, Elena Gareia Lagnrto, Angela Migurlez Sim6n, Francisco 
Izqulerdo Garcin. 

Servicio de Anatomia Patol6gica 
HOSPITAL DE LEON. LEON. SPAIN 

AIMS: FAS/APOi/CD95 is a 48-kd transmembrane glycoprotein member of the 
tumor necrosis factor/nerve growth receptor superfamily, originally identified as the 
mediator ofapoptosis in T lymphocytas. Now it is know to be expresed in a variety of 
normal human tissues and tumors. The bcI-2 gone product is a potent inhibitor of 
apoptosis induced by a variety of stimuli. We investigated the role of apoptosis and 
their implications in carcinogenesis in hepatocellular carcinomas (HCC) diagnosed by 
ultrasound guided FNAC, using 1) in situ DNA nick end labeling ([NSEL) method 
studied by fluorescence microscopy, and 2) immunohistochemical study with a 
specific antibody for bcl-2 protein. 

METHODS: 30 samples diagnosed as HCC are selected in patients with enough 
follow-up and material available for ancillary tecniques, The slides stained with 
Papanicolaou method are selected and bleached in order to perfom the ISEL method 
with TdT-mediated dUTP nicke end labelling and studied by fluorescence 
microscopy, and immunostaining for bcl-2 protein. We analyze the relationship 
between size of tumor (range 3 cm/multifocality), grade of differentiation observed by 
cytologic methods and apnptutic index. 

RESULTS: The apoptotic index based on the percentage of positive cells on iSEL, 
ranges from inapreciable to 15,6 per 1000 ceils, and it is unrelated to differentiation or 
tumoral size. No nuclear staining is observed in nude nucleus or in multinucleated 
tumoral cells. Bcl-2 expression is correlated with the lowest apoptotic index. Refered 
to the survival of the patients, the most important criterion is the size of tumor, but the 
the apoptotic index could be important in the smallest ones. 

CONCLUSION: It is possible to detect apoptosis using ancillary methods in material 
from FNAC of HCC, the only method of diagnosis in some cases. The apoptotic index 
is not related with the grade of the tumor, but it is interesting its determination in the 
minors of little size in order to study it as a possible prognostic factor. 



P-089 

DEDIFFERENTIATED CHONDROSARCOMA: 
CYTOMORPHOLOGIC FINDINGS OF 7 CASES. 
DR Saloman, AC Hailing, DE Wenger and AG Nascimento. 
Mayo Clinic, Rochester, MN, USA 
Aims: Dedifferentiated ehondrosarcoma is a rare variant of chondrosarcoma 
a s s i s t e d  with a very aggressive behavior. It is characterized by areas of 
low-grade chondrosarcoma juxtaposed to areas of high-grade sarcoma. This 
study was undertaken with the objective of studying the cytological findings 
of dedifferentiated chondrosarcoma in CT-guided fine needle aspiration 
biopsies. 
Methods: The cytology files were reviewed for all bone and soft tissue 
lesions diagnosed by fine needle aspiration in the period from January 1990 
to December 1998. Seven cases of dedifferentiated chondrosacoma 
diagnosed by FNA were identified. Retrospective review of the clinical, 
radiographic, and cytomorphologic findings of these cases was performed, 
Results: All patients were men, 44 to 81 years old (mean age, 67). Five 
patients presented with tumors involving pelvic bones, one involving the 
proximal femur and the other involving the tibia. Pain was the most 
common symptom at presentation (5 patients). One patient presented with 
pathological fracture, and in the other patient the pelvic tumor was 
discovered during work-up for metastatic disease in the orbit. All patients 
had CT-guided FNAB as the first diagnostic procedure. The smears showed 
fragments of ehondroid matrix or clusters of atypical chondroeytes 
reminiscence of well-differentiated chondrosarcoma in 5 specimens. 
Features of a high-grade anaplastie sarcoma were seen in all eases. A thin 
core biopsy was obtained in 5 eases. Surgical resection was performed in 3 
patients. Four patients are dead of their disease (mean follow-up, 5 months); 
2 patients are alive with disease (follow-up, 6 and 36 months), and a single 
patient is alive free of disease (8 months). 
Conclusions: The diagnosis of dedifferentiated chondrosarcoma is reliable 
by FNA. Correlation between the radiographic image with the cytological 
findings of a biphasic neoplasm, containing features of a chondroid lesion 
associated with areas of an anaplastie sarcoma, allows to the correct 
diagnosis in most of the cases. 
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O c c u r r e n c e  o f  cUia ted  a d e n o c a r c i n o m a  cells  in p l e u r a l  ef-  
fus ion  f r o m  a p a t i e n t  w i t h  (an u n k n o w n )  o v a r i a n  ca rc i -  
n o m a .  

Birgit Guldhammer Skov, 
Department of Pathology, Gentofte Hospital, Denmark. 

Aims: To demonstrate an unusual finding in the pleuraI effusion from a 
patient with metastatic ovarian carcinoma. 

Methods and results. A 74 years old woman, without any pulmonary 
symptoms or clinical evidence of abdominaI disease, was referred to the 
hospital with a pIeural effusion. The effusion contained malignant tumor 
cells, often arranged in clusters and papillary formations, the tumor cells 
being large with the presence of  cytoplasmic vacuoles. No psammoma 
bodies were noted. By light microscopy, most of  the tumor cells were 
ciliated having a tuft o f  hairlike processes, observed as unipolar, bipolar 
and pericellular structures (Fig.). As we suggested, that these cells were 
metastatic tumor cells from an ovarian carcinoma, the patient underwent 
an explorative laporotomy and malignant tumor tissue was localized to 
the right ovary with carcinosis. The histology of the tumor tissue re- 
vealed a serous type of ovarian carcinoma with plenty of psammoma 
bodies. 

Conclusion. The presence of tufis &hairlike processes, observed by 
light microscopy, is extremely rare on malignant cells, but has once been 
described (l). This case confirms the diagnostic value of finding these 
ciliated adenocarcinoma cells in pleural effusions from a patient with 
ovarian carcinoma. 

Reference: 1) Gupta PK.et al. Diagn Cytopathol 1985: 1(3), 228-31. 

P-090 

CYTOLOGIC FINDINGS OF AN EXTRASKELETAL MYXOID 
CHONDROSARCOMA 
SaniwJn, X., Huerta, M. V., Martln-Romero, b:, Famadas, (L, Mirr, P. 
Dpt, ~'l'athoh~g,y, ( 'llnica Girona, (]irons, Spain. 
Aim: we present the cytologic findings of an extraskeletal myxoid 
chondrosarcoma and emphasize their similarity to myxoid liposarcoma. 
Case: a 54-year-old woman presented with a tumour in the left popliteal 
fossa which appeared 1 year ago. NMR showed a large well-defined tumor 
that extended from the posterior part of the left thigh to the popliteal fossa 
and displaced adjacent structures. This mass was fine-needle aspirated. 
Results: the cytologic smear showed an abundant myxoid matrix and a 
moderate amount of  fusocellular cells with mildly pleomorphic and 
hyperchromatic nuclei. The cytoplasms were scant and eosinophilic. The 
tumour cells were arranged in an arborescent pattern. A delicate branching 
capillary network and some cells with vacuolated cytoplasm were also 
observed. It was diagnosed as a fusocellular tumour with abundant myxoid 
component, suggesting myxoid liposareoma. 
The lesion was surgically resected. Grossly, it was composed of two large 
lobulated masses that measured 10 em each one. The cut surface was solid 
and bright, with an homogeneous gelatinous appearance. Microscopically, 
it was composed by oval or fusiform cells with little nuclear 
pleomorphism, low mitotic activity, and eosinophilic, and sometimes 
vacuolated, cytoplasms. The cells were arranged in strands embedded in 
an abundant myxoid matrix with some areas that showed a chondroid 
aspect. The tumour exhibited a proliferation of small vascular channels. 
The final diagnosis was extraskeletal myxoid chondrosarcoma. 
The patient is currently alive and receive complementary radiotherapy. 
Conclusion: the cytologic features of  extraskeletal myxoid 
chondrosarcoma are similar to those of myxoid liposarcoma. This two 
entities may be confused not only due to location and gross appearance but 
also at the cytologic level because of the myxoid stroma, mildly 
pleomorphic nuclear appearance, presence of some vacuolated 
cytoplasms, and a prominent capillary network. 

P-092 

CYTOPATHOLOGIC ASPECTS OF LEIOMYOBLASTOMA. 
REPORT OF SEVEN CASES. 
Tallada N.~ Garcia M., Medina N.,Sufiol M. 
Dpt.of Pathology. Hospitals Vail d'Hcbron.Bareelona.Spain 
Aims: Leiomyoblastomas (LMB) are relatively uncommon 
neoplasms of controversial histogenesis, they are most frequently 
located in the stomach, but are also encountered outside the digestive 
tract. Few reports exist on their cytomorphologic features. 
Methods: Seven cases of LMB obtained by FNA (3) or imprint 
cytology (4) are reported ; four of them were diagnosed as malignant 
by histopathology. Our purpose is to contribute to the still 
inadequately known cytomorphlogy of this tumor. 
Results: Cytologic smears contained numerous epithelioid and spin- 
dle-shaped cells. Bi and multinucleate cells and naked nuclei were 
also seen. Intranuelear pseudoinelusions were observed in three 
cases. No mitotic figures were found. Lymphocytes and hemosiderin- 
laden macrophages were also present. 
Conclusions: The varied morphology of LMB points to the diagnosis 
but the potential aggressive behavior of the turnouts cannot he 
established only on the basis of cytologic material. The use of 
immunohistological markers on smears or cell block indicates the 
mesenchymal origen due to positivity for vimentin and negativity for 
desmine,  S 100 and epithelial markers.  In our opinion the cytologic 
spectrum of LMB permits their diagnosis by using "epithelioid 
mesenchymal tumor" (EMT) as the best term to designate them. The 
nomenclature EMT indicates their epithelioid appearance and 
mesenchymal histogenesis. 
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cY'roMoIRPHOLOGY OF FITUITARY ADI~OMAS ON FNA, 
REPORT Ol? I~OUR CASES. 
Talhr N, ~rch-Bonar~ M, Ortoga A, MedlRI, N,  . ~ "  
Dpt. of Pathology, llo~p|tais Vail d' l lebron.  Iia~xelonL Spain 
"Dpt. of Fethulo~, Hospital Arnau de Vilanovll. Llelda. Spain 

Aims: Pitaltar 7 Adeuema$ 0JA) constitute nbo~t 10 to 15 % of all 
Mtraeraneal tumen~ The d~slflcltion is bal(tt on eize, histolnglc 
pattern and hormon,I secretory actlvlty; electrolt microsoo W is also 
rdevaut, The c-~ologic features of PA have~ Dean ducdbed on 
sm~rS, imprints or touch prepare(inns from lllposy specimens for 
intraoperatlve dlugaosla o fb~ in  tumors. Cyaticlehanges are possible 
but unfrequent. We present four cases of non-f.tttioning PA, ghree 0f 
them as cystics tumors of sdlsr  region, ~NA wus realized 
/ntrnperatore~y. One esle was a clinically sulDecled meniagtoma 
eztendlng from the base of skull and paraJellar ttglatt into par,tonsil 
sinuses. FNA was performed througout nasal 111811. 
Melhod: Cytoloaic features are revi~d, llbrmouai immuno- 
hlstochemlcal aoa}ysls On biopsy material was performed. K167 w ~  
studied in case fourth on c?tologie material. 
Relults: PA pre~,,t with trabecnlar, aelnar a nd round glandular 
groups. Dens, jp-atmlar and dear cytoplasm./qbnomorphie, round 
n6elel with prominent nudr ; frequently denuded (case [our). 
J~  ensas were nezative for:. PRI~ FSH, LTII,STHI IS]B[ nnd ACTfl. 
g167 showed J p a ~ 7  I~sitlvi~. 
C~dustons: Dk~l'~t,i~l cytologic di~gaosis mtWt be estsllliJbed 
with ~odendros l ioma , meMngtoma and cranwpharyugiomas.No 
coo'elation was seen among atypla and more =li~O'~ssive behavior. 
Prnliferstive nuduur u t i g m  (Ki 67) has bee= rased m determine 
prognosis. Our fourgh c m  presented as a ghmt am1 invaslve PA and 
uo rehtJonshlp co=ld b= verified with nuclear lmntanoreaelivity and 
growth or Invasslvenem 

P-095 

FINE-NEEDLE ASPIRATION CYTOLOGY OF PANCREAS: A 
REVIEW OF 237 CASES 
Toledo G, l,ozano MD, Sola J J, Pardo-Mind~a FJ. 
Clinica Universitaria. Universidad de Navarra. Pamplona. Spain. 
Aims: The use of fine-needle aspiration cytology (FNAC) of  the pancreas 
has had a great impact on the diagnosis of pancreatic masses. Since the 
introduction of FNAC, some centers have adopted a policy of no obtaining 
confirmatory tissue samples from the pancreas. We undertook a 
retrospective study to evaluate the efficacy of  FNAC in assessing 
pancreatic masses. 
Methods: Two hundred and thirty-seven radiologieally guided FNAC of  
the pancreas performed in u period of  ten years were reviewed. All 
material was stained with Papanicolaou and when available a cellblock 
was obtained. Surgical material from pancreas and other metastatic organs 
when available were also evaluated and compared to the FNAC material. 
Results: Patients were 142 men and 95 women. One hundred and twenty- 
five aspirates (52,7%) showed malignant tumors, two of them were 
metastatic neoplasms. One hundred and twenty-three (98,4%) were 
primary malignant tumors: 107 adanoearcinomas, 6 cystadenocarcinomas 
and 10 neuroendoerine tumors. Forty patiems (32%) had available surgical 
specimens and thirty-eight (95%) were malignant: 27 adenocareinomas, 
10 endocrine tumors and one metastatic neoplasm. Fifty-nine patients 
(24,9*/0) had benign aspirates: 28 ductal epithelium, 17 inflammation, 7 
pseudocysts and 7 cysts. Two benign aspirates turned to be malignant in 
the biopsy. Twenty-four (10,1%) aspirates were suspicious for 
malignancy. Eighteen had biopsy, corresponding all of them (100%) to 
malignant neoplasms. Twenty (8,4%) aspirates were unsatisfactory for 
diagnosis; four oftbem were malignant in the biopsy. 
Conclusions: FNAC is a simple and highly accurate method in the 
diagnosis of pancreatic lesions. In our experience radiologieally guided 
FNAC of pancreatic masses is highly sensitive (90%) and specific (96%). 
All (100%) suspicious lesions showed malignant neoplasm in the follow- 
up biopsy. 

P-094 

UTILITY OF CYTOKERATINS AND CEA IN PRIMARY AND 
METASTASIC CARCINOMAS IN PA.A.F. OF THE LIVER. 
Tarroeh~ X., Casalots, J, Morlius, X., Foreada, P., Gonzalez, C., Gonzalez, 
G., Solos, A. 
Dept. of Pathology, Hospital Mtitua de Tcrrassa, Terrassa, Spain. 

Alma: The aim of  this study is to examine differences in the expression of  
Citokeratins (CK) and CEA in hepatocel[ular carcinoma (HC) and 
metastasic carcinomas (MC) of  the liver in PAAF specimens. 
Methods: We examined 29 liver PAAF: 13 HC and 16 MC (9 colorectal, 
2 pancreatic, 3 of  lung, 1 of tongue and 1 of unknown origin). 
lmmunohistochemical studies were performed in cell blocks using avidin- 
biotin-peroxidase complex technique. We used: CK7, CK20, AE 1 (CK 10, 
14, 15, 16, 19), and CEA. Statistical analysis was made by using ~2 
analysis and Fisher exact test. 
Results: The results of immmunostaining, specificity and sensibility in the 
diagnosis of MC, and statistical significance (p-value) for each antibody 
are shown in the next table. 

MC 7/16 15/16 8/16 13/16 
-Coloreetal 0/9 9/9 8/9 9/9 
- Pancreas. 2/2 2/2 0/2 2/2 
- Lung 3/3 2/3 0/3 1/3 
- Others 1/2 1/2 0/2 I/2 
Sensibility 43,8% 93,8% 50% 81,3% 
Speei deity 92,3% 84,6% 100% 76,9% 
P-value 0,03 0,00002 0,002 0,002 

Conclusions: This study confirms the usefulness of CK7, CK20, AEI, m~d 
CEA in the differential diagnosis between HC and MC in PAAF of the 
liver. CK20 is specially useful for diagnosis ofeolorectal MC. 

P-096 

Morphofunctional paculiaritiea of the thyroid gland in children & in 
teenagers in endemic goitre in a district ufAzerbnijun. 
V. B. Shadlinski, N. T. Movsumov, Z. gh .  Ragimov 

"File main part of the research rupresenrs material ill 34 inlarged thyroid glands 
taken from dead bodies of people living in endemic goitre district of Azerbaijan. 
Patients were basically admitted due to mechanical trauma incidents, with ages 
from 3- I5 years. 
Together with developmental actions, our study of the thyroid gland was charac- 
terized by morphological paculifirities showing a local effect of goitrr causing 
factors. Most important from them is the development of Ganglion centers,which 
are first seen in children of 7 yrs. In Childrefi between 7- 12 yrs the ganglionic ' 
activity was abruptly activated & inages 12- 15 yes together with the develop- 
ment of small ganglioqic centers growth isolation was observed. Formation of 
ganglionic centers coincided with the staa of the rapid growth & physiological 
malfunctioning of the gland.Thus noted that in endemic goitre regions the thyro- 
id gland in children & teenagers are characterized by ganglionic centers of the 
colloidal type.Structural differentiating of the thyroid gland lays in the I 0 th year, 
but in ages 12-15 wheq the thyroid gland was activated the numbe, r of gland 
parenchymal follicular type may be connected with the action of the endemic 

goiter causing factors.In conditions of deficiency of iodiue in external environ- 
ment and other goitre cansing factors disturb the normal activity of the gland 7 is 
accompanied by increase in flze fimctional activity of the thyroid gland in puber- 

ty, given preconditions for external secretory cycle and reinforc~cl proliferation 
of the thyroida! parenchyma. 
Deficiency in teenagers may be considered as a result of the activation of extra 
follicular proliferation oftbe thymidaI epithelium 7 in relationship of the secm- 
torial cycle phase the seamtion destroyed its product.Tbe study also showed such 
formations that together with its growth actions the tissne undargocs changes by 
influence of endemic goitre causing factors to gether with adaptation to growth 
activity.In ages 3-7 yes intra-follicular proliferation of the thyroicial epithelium is 
evoked with tile growtiz of bumpy nipple like protrusions. These am seen in con l 
nection with the secretion &prodnction of the thyroidal honnoqe. After the age 
of 7 yrs intrafollioular proliferation noticeably slackens but increase the collec- 
tion & accumulation of colloids which increases the development and size of the 
follicles of the central colloid and most important the inerea.~ in ganglions. 
Development period of 12-15 yes is characterized by constant progress and inure 

-uses the activity of extra follicular proliferation. 



P-097 

E-CADHERIN MUTATIONS IN MUCOEPIDERMOID 
CARCINOMA OF THE THYROID 
Roeha AS ~, Soares P~, Maehado JC ~, Berx G 2, M6ximo V ~, and 

Sgbrinho-Sim6es M. ~' ~ 
IPATIMUP; ~ Laboratory of Molecular Cell Biology, University of 

Ghent and ~ Medical Faculty of the University of  Porto, Portugal. 
Background E--cadherin expression has been described as minimal or 
absent in poorly differentiated and undifferentiated carcinomas of the 
thyroid in contrast to a variable degree of  immunoreactivity/mRNA 
expression in papillary and follicular carcinomas. An association between 
reduction or loss of E-eadherin immunoexpression and unfavoumble 
prognosis was found in papillary carcinomas. In a previous study we 
found a missense mutation in a single ease of diffuse sclerosing variant of 
papillary carcinoma (DSV) (Soares et al Int J Cancer 70:32-38,1997) 
Aim & Materials and Methods - In order to find if E-eadherin 
mutations are asseeiated to DSV, we studied six additional cases of this 
variant, as well as 10 cases of mueoepidermoid carcinoma which is a 
variant of thyroid carcinoma that shares some features of DSV, and 13 
"classic" papillary carcinomas. Every ease was studied by 
imunohistoehemistry and PCR/SSCP. 
Results - Mutations were found in one out of the seven DSV and in all 
the 10 mucoepidermoid carcinomas ; in the latter we observed a 
mutational hot spot in exon 8 with predominance of a splice site point 
mutation. There was an association between histotype, mutation and 
immunohistoebemical staining pattern. In papillary earoinomas and DSV 
the absence of mutations was accompanied by a heterogeneous 
cytoplasmic expression of E-eadherin together with focal membrane 
expression. In mucoepidermoid carcinoma, there was a clearly abnormal 
or absent immunoexpression. 
Conclusion - We conclude that E-eadherin gene mutations are 
associated in thyroid, as elsewhere, with particular tumour histotypes: 
mucoepidermoid carcinoma in the thyroid, diffuse carcinoma in the 
stomach and Iobular carcinoma in the breast. 
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ANAI,'~JlS BY ]ROW cYrOMEI'RY OF THE TtlYROID NODI/1E 
CYIOLOGY. STUDY WIllt CYIOI~J~TIN, V~IF~'I~,  KI-67, BCL-2 AND 
CD4~ 
Ctm-a:ks M no, A*, Rosdl6 Sastm, F,*, 1 .e6rt, P.**, Pin~k A.**, PteaG ~lloam, HI,.****, 
H ~ ,  A.****, M ~n-lt:z E.~,axtta-o, J.*, O 'Cornvor, E*** 
Dpts. of Patholc~*, l lor~olo~** 'and Ertltxa'klokrg~**** 11c~pital Universit,Tk) Dr. 
Peset, Wattr~a Dpt. of Flow Cy tometry * **, ,School of M ~ University of Valox:ia. 

Aims: There is ~i(Lr'ablc tx)ntrovosy in the d~"~3sis 'and ~o'p~.atk)n of the thyroid 
cytolo~.The fe~tres used todist~x~ish the~bns ofnodularg0acr li~n follioalar ai~o~m 
cx foIlicular~t~rarnay rr~ beseen t,ytok~_dly. Wepostulateto t.e, ethe fbw cytotrr..X~ 
to r~re~sethedii~ ofthelinenax~cytok~ ofthethyroid nedu/e 
Methods: We have studied atrial ot"67 t~thy roid patrmts with palpabkc thyroid nodule In 
53 parka'it thesm'olew',~cxtlak~dby fmen~xx~asp~tion ~ld in 14 by sur6~ biopsy. All 
the sartples w~te studL~ for cytokta-am,,~-~ Ki-67, tx:b2 r~l CD44. "I'he stat~ic atdy 
w, ts a:o.xr~lisht:d wit h the proffa-n S~"SS 6. I. I t~ W~k3ws. 
Results: The ~ tr~trial w',ts :,satisfact~ ~a 50 ~t,~. The histolob~c diagms~ wt.rr 
coltoid nak~ 32 cases, l ~ a . ~ ' ~ m a  7 o.~a.~, 1 {t~thle ttaTx)r 2 c~cs, follio..t~ ~ r m  
3 cescs, papally ~ 4  cases ~ H~shimoto thyroiditg 2 c~e, cs. The wtoktr,~. 
v~mn!m ~md CY)44 wt~e positive in p ra:t L~ally the whole ~ of the dilt~ent d ~ i c  
~x~s. Ki-67",l'ld hel-2 showed ~h'~fialdift;a'cnc~ (p,: 0.04 and p. 0.0001 respectivdy ) 
~nongtbllicular n t x ~ m  und the r,.~t ot'pathokrs~s. CD44 pr~,mt~ hil:ha- ~ values in 
tbtlkx~ c~cmom 0r~ 60%)that in follka~r ~ ( m :  40%), b~ tkre was m statistical 

Cend usions: qq~e cy tcra:tric evak~ion of the t hy roid cy tok.W with Ki-67 ~ trd-2 
be of great help t~" the diflhmtial dialysis Ix~twe~ ~ o u s  nc/dulc and |btl~ff, r 
r~op/ff, m ard ~ R)llicaJ~ ~imon~'~d lbllictl~ ~ r a  Cytokc,--atfft, vilrl~m and 
CD44 ~re not tr, diat rm~o-s, hxtividt~ly c o r t s i ~  to tstablish d i f l ~  ~mng the 
differ,~ dia~ostic goups. CD44 valt~s pm.~t ~ ~ w e ~  Ib~l/cu~ o.r, mom and 
tbllioalar a:k~ra, tlx~u~ a g'e~er casuistry would bene,.~s,~y to acmrrplish the study. 

P-098 

EXPRESSION OF LEUKEMIA INHIBITORY FACTOR (LIF) 
AND LIF RECEPTOR (LIF-R) IN THE HUMAN ADRENAL 
CORTEX: IMPLICATIONS FOR STEROIDOGENESIS 
Chri~mnh M, R~mha'rgr l, Ana-Maria Bamberger 1'2, Hermarm 
Herbst3~ Frank Ulrich Ball I, Heinrieh M. Sehulte 3 
University Hospital Eppendorf, IDept. of  Medicine and Zlnstitute 

3 of Pathology, Hamburg, Germany; IHF Institute for Hormone and 
Fertility Research at the University of Hamburg, Germany 
Aims: It is well established that steroidogenesis in the adrenal 
cortex is regulated by extraadrenal factors, such as ACTH and 
angiotensin II. However, over the last years, it has become 
increasingly clear that paraerine and autocrine mechanisms are also 
important for steroid synthesis in the adrenal gland. The current 
study was designed to analyze whether the pleiotropie eytokina 
leukemia inhibitory factor (LIF) and/or its receptor (LIF-R) are 
expressed in the normal human adrenal cortex, and whether they 
may play a role in regulating stereidogeuesis. 
Methods: Expression of LlF and LIF-R in the human adrenal gland 
was analyzed by RT-PCR and by immunohistoehemistry, using 
LIF- and LIF-R-speeifie primers and antibodies, respectively. The 
effect of LIF was studied in steroid-producing NCIh295 adrenal 
carcinoma eells. 
Results: Both LIF and LIF-R mRNA are expressed in the adrenal 
gland, as well as in the NCIh295 adrenal carcinoma cell line. The 
correct sequences of the PCR products were verified by restriction 
enzyme analysis and DNA sequencing, lmmunoeytoehemistry 
reveals expression of both proteins in the normal human adrenal 
cortex. Finally, we show that LIF can significantly enhance basal 
and ACTH-induced production of  eortisol and aldosterene in 
NCIh295 cells. 
Conclusions: We show for the first time that LIF and its receptor 
are expressed in the normal human adrenal cortex. Our functional 
data indicate that the inttaadrenal LIF/LIF-R system may 
participate in regulating adrenal steroidogenesis. 

P-100 

VALUE OF FINE-NEEDLE ASPIRATION CYTOLOGY (FNAC) 
REPETITION IN FOLLOW-UP OF THYROID NODULES 

De Mieuel C, Echegoyen A, Urbiola E, Almud~var E, Fernindez P, 
*Men~ndez E. 
Hospital Virgen del Camino, *Hospital de Navarra. Pamplona. Spain 

Aims: To determine the value of FNAC in follow-up of patients with 
thyroid nodular disease. 
Methods: We have revised 4938 cytologies performed on 4099 patients in 
our Hospital between 1984-1997. The aspiration was repeated in 473 
patients with a previous cytological diagnosis. 
Results: Second FNAC showed identical cytological results in 
429(90.7%) cases and was different in 44(9.3%). 30 patients of the last 
group were suspicious or malignancy and 26 of them, underwent surgery. 
At surgery, 14 out of 26(53.8%) were malignant: 5 well differentiated 
follicular arcinomas, 7 papillary carcinomas, 1 lymphoma and 1 
extrathyroid paraganglioma and t2 were benign lesions: 7 follicular 
adenomas, 4 nodular goiters and 1 Hashimoto lhyroiditis. All the 
discordants non suspicious cases(14) were nodular goiters with 
lymphoeitic (9) or granulomatous (5) thyroiditis in the second aspiration. 
None of them were surgically removed. 
Conclusions: Repeatted FNAC performed in patients with prior benign 
cytological diagnosis resulted in reclasification in 44 of 473(9.3%) 
patients. Repeat aspirates increase the malignancy yielt, The malignancy 
was confirmated in 53.3%. The cause of all non suspicious discordances 
has been the persence in the second aspiration of a component of 
thyroiditis, probably consecuence of tisular lesion by reaspiration. 
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THYROID CANCER WITH DISTANT METASTASES: A 
REVIEW OF 122 CASES. 
Decaus~in M*, Bernard MH**. Tourniaire J**, Peix JL***, Berger N* 
Department of Pathology*, Hrtel-Dieu ; Departments of  
Endocrinology** and Surgery***, H6pital de I'Antiquaille, Lyon, 
France. 

Aims : distant metastases (DM) are rare in differentiated thyroid 
carcinomas and usually associated with a poor long-term survival, in 
order to assess the characteristics that could predict a worse prognosis, 
we reviewed the initial thyroid cancer of patients with DM 
Methods : among 1161 thyroid cancers (medullary excluded) enrolled 
in our institution from 1965 to 1998, 122 patients (9.5%) developped 
DM. 
Results : DM oecured between a few months to 40 years after the initial 
diagnosis. In 12 cases, DM were preeessive. This series included 90 
female and 32 male patients whose age ranged from 15 to 83 years with 
a mean age of  53.6 years. Eighty-six patients (70%) died of their cancer. 
DM were located in bone (21 cases), lung (45), bone and lung (25) and 
31 elsewhere (liver, brain, skin...). Histologlc slides were available in 91 
cases. The primary thyroid tumors were classified as papillary 
carcinomas (49 cases), follicular careinomas (17), purely insular 
carcinomas (4), H0nhle cell carcinomas (10), anaplastic tumors (7). 
Four cases were excluded from the study (I malignant lymphoma, 3 
metastases). The mean tumor size was 5.7 era. In thirty-four eases the 
tumor extended beyond the thyroid gland In 41 eases (45%), an insular 
component was found, which was pure in 4 eases, or associated with a 
papillary (21 eases), follicular (I0), columnar (4) or oxyphilic (2) 
carcinoma. In the insular subgroup, the mean age was 55.4 years, the 
mean size 6 cm, and 30 patients died oftbeir disease (73%). 
Conclusions : the results of  our study indicate that older patient age, 
larger tumor size and extension beyond the thyroid gland are the main 
characteristics of  thyroid carcinomas developping DM. Furthermore, the 
presence of an insular component in an otherwise differentiated 
carcinoma should be carefully searched since it is a poor prognostic 
factor that should lead to a more agressive therapy. 
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PAPILLARY MICROCARCINOMA OF THYROID: Clinical and 
evolutive characteristics. 
F. Garcia-Brafado. A. Puras, P. Fernandez, A. Echegoyen, R. 
Guarch, I. Romeo*, C. de Miguel 
Departments of  Pathology and Surgery(*). Virgen del Camino 
Hospital. Pamplona. Spain. 

Aims: To review the incidence of papillary microcarcinoma of thyroid 
(PMT) between the patients controlled by the Pamplona Thyroid 
Pathology Unit in the last 10 years. 
Results: In this time we have diagnosed 26 cases of PMT which 
represent the 20% of the total number of papillary carcinoma of thyroid 
(n=128), the 7.6% of thyroid carcinoma (nffi341) and the 2% of the 
thyroid operated n =1264). 
In 5 cases the diagnosed was made after the appearance of a metastatic 
lymph node without palpable goiter (group 1). One patient died with 
lung metastasis. 
In 2I cases the PMT was a finding in specimens removed by other 
causes (group 2). No one had associated metastatic adenopathyes, nor 
local infiltration. After a 5,2 year follow-up all the patients are free of 
disease. 

N IAGE I r ~  II TAt~ c. MtlaaCgSrgCaTY I DEAD 

Conelusions: Papillary thyroid microcarcinomas are frequently 
discovered in surgical removed thyroids, but the overall prognosis is 
generally excellent even if the tumour is multicentric. 
The PMT with inaugural metastmsis have worse prognosis and are 
frequently of the tall cell variant. 
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MPM2 EXPRESSION OF THE FOLLICULAR CELLS IN 
FOLLICULAR TUMOURS OF THYROID 
Dzicciot. J., Zimnoch L. 
Depts. of  Pathology, Medical University, Bialystok, Poland. 
Aims: The aim of  this study was to determine expression of IVlPM 2 in 
follicular cells o f  thyroid in neoplastic and non neoplastic follicular 
tlmlours. 
Methods: The patients were divided into four groups: Group I (nffil0) - 
patients with follicular carcinoma, group II (n=10) - with follicular 
adenoma, group III (n=10) - with fol "~ular hyperplasia and group IV 
(n*10) patients with nodular goiter. MPM 2 was determined by 
immunohistochemical techniques. Irrammohistocbemical studies w~r 
prformed on formalin fixed, paraffin-embedded tissue with Streptevidin- 
Biotin Complex using the DAKO LSAB kits and DAB as a chromogen. 
Mitotic aet'rvity of  follicular cells was defined as the percentage of  
antibody-positive cells compared to the total number of  follicular cells. 
Statistical analysis was performed using a Mann-Whitney test. 
Results: Statistical significant di~rences were found in nuclear 
expression ofMPM 2 in follicular cells between follicular carcinoma and 
follicular adenoma, follicular hyperplesia and nodular goiter. 
Conclusion: The results o f  this study indicate that expression ofMPM 2 
maybe useful in diagnosis of  follicular tumors of  thyroid. 
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NULL CELL ADENOMAS AND ONCOCYTOMAS OF 
THE PITUITARY GLAND. AN ULTRASTRUCTURAL AND 

IMMUNOHISTOCHEMICAL STUDY 

1". N. Georgiev, MD, D. Ph. 

Medical  Faculty 
DvpanmentofPathology, Alexander'sunivcr~i~ hospiml. 

1431- Sofia, Bulgaria 

A i m s : The aim of this study is to examine by electron microscope and 
immunohistoehemistry 116 pituitary adenomas unassociated clinically and 
biochemieally with excessive hormone ptoduction and to verify the exist- 
ence oftwo morphological entities - null cell adenoma and oncocytoma. 
M �9 t h o d s : For light microscopy hemalaun-eosine, Mallory-Heiden- 
hain's, Gomod's, and Grimelius'stalns and PAS and PAS-orange G pro- 
cedures are used. Ultrastructurally the small tumour pieces have been 
undergoing the routine technique starting in the operation room. For 
immunohistochamistry anti-h OH and h-Prolactin, anti-h FSH and b-LH. 
anti-h ACTH, anti-beta endrophin, anti-gastrin and anti-CEA are tester 
by immunopcroxidase and imunofluorescent techniques. 
R �9 s u I t s : By light microscopy all adenomas in our series arc chro- 
mophobic by Mallory-Heidenhan's and PAS-oranga G stains and lack 
agryrophylia by Grimelius'procedure. The cells are mostly monomor- 
phic composing most often diffuse pattern of ehromophobic adenoma 
and more rarely sinusoid or trabecular ones Ulnastructutally all tumours 
show lucent cytoplasm containing relatively few, poorly developed or- 
ganalles and rare secretory glandules measuring 100-150 nm in diam- 
eter, Focal hormone immunoreactivity for prolactin, FSH and LH has 
been found in 24 cases, the rest being totally negative. The most impor- 
tant result in our study is the oncocytic transformation found in the cyto- 
plasm of 64 adenomas which we designate as pituitary oncosytomas. 
Coneulsiom: Null cell adenoma and oncocytoma are two different mor- 
phologic entities comprising the non-~nctioning pituitary adenomas based 
on electS'on microscopic and immunohistochemic findings. 
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CHROMOSOME IIQ LOSSES IN SPORADIC ENDOCRINE 
PANCREATIC TUMORS: ANOTHER TUMOR SUPPRESSOR GENE 
TELOMERIC OF MEN 1 ? 
Speel, E3M*.,  Meier, D.*, Matter, C.*, Muletta-Feurer, S.*, Van 
Asseldonk, M.**, Roth, J.*, Heitz, P.U.*, Komminoth, P.* 
Dept. of Pathology, University of Z~irich*, Switzerhmd, and Dept, of 
Human Genetics, University Hospital Nijmegen**, The Netherlands. 
Aims: Endocrine pancreatic tumors (EPTs) occur sporadically and rarely 
in association with multiple endocrine neoplasia type 1 (MENI). Many 
EPTs reveal loss of heterozygosity (LOH) al chronaosome I lq13, 
containing the MENI tumor suppressor gene, but only a part of these 
tumors also harbor MENI gene mutations (Am J Pathol 154:429-436, 
1999). Hence, it has been postulated that an additional tumor suppressor 
gene might exist at l lq13 in endocrine tumors (Genes Chromosomes 
Cancer 22:130-137, 1998). To identify allelic losses distal of the MENI 
locus (llql3-qter), we examined 30 sporadic EPTs with different 
molecular techniques. 
Meth(~s: DNA extracted from 30 frozen EPTs was examined for allelic 
losses of 1 lq with comparative genomie hybridization (CGH) and PCR- 
based microsateltite analysis using markers PYGM, D I IS4946 (MEN I), 
D11S4936 and DI IS913 (all l lq13). Touch preparations of EPTs were 
analyzed by fluorescence in situ hybridization (FISH) using cosmid probes 
for MEN i, F213 and INT2 ( 1 I q 13) combined with it centron~ere 1 t probe. 
Results: Losses of 1 lq were detected in 17/30 (57%) EPTs. Fifteen (50%) 
of theses tumors harbored deletions of the MENI gene locus, including 6 
tumors with isolated losses and 9 tumo~ with losses of the MENI gene 
locus plus distal 1 lq13 markers. Of these 9 EPTs five showed l lq losses 
as revealed by CGH, four of which exhibited monosomy by FISH. 
Interestingly, CGH detected in two EPTs regional losses of I lq13-q22 not 
involving any of the tested MENI and telomeric I tql3 markers. 
Conclusion: Our results suggest the existence of a second tumor 
suppressor gene located telomeric of the MEN I gene, which might play a 
role in the pathogenesis of EPTs. 
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GONAIX)'~OPIN-I~I~-I ~ASING HORMONE RECEPTOR DISTRIBUTION 
IN NORMAL PITUITARY CEILS AND PITUITARY ADENOMAS 
La Rosa, S., Ceiato, N., Ueeeila, S., Capeila,C. 
Dpt. of  Clinical and Biological Sciences, University of Insubria, Varese, 
Italy 
Aim: The gonadotropin-releasing hormone (GnKH), which is known as a 
regulator of gonadotroph cells, has been recently indicated as a biological 
modulator of  other pituitary cells, including somatotroph ceils. Its 
activity depends on binding to a specific receptor (CmI~R), which is 
known to be expressed by FSH- and LH-eeils. CmR.HR mRNA, however, 
has been recently detected in normal pituitaries and also in various 
pituitary adenomas, including FSH-LH cell, GH-eeit and ACTH-ceil 
tumors. However, studies indicating specific cell localization of GngHR 
in normal pituitary cells have never been reported. Our aim was to 
evaluate the immunohistochernical expression of  GnRHR in normal 
pituitary cells and related adenomas. 
Methods: Formalin fixed and paraffin embedded normal pituitaries and 
50 pituitary adenomas (12 FSH/LH-, 10 GH-, 3 GH/PKI.,-, 5 PRL-, 2 
TSH-, g ACTH-, and 10 ct-subunit/nuIl cell tumors) were immunostalneA 
with specific antibodies directed against GnRI-IR (clone A9E4, 
Novocastra,UK) and various pituitary hormones. Coloealization studies 
were performed using double lal~l immunostalns. 
Results: GnRHR immunoreactivity was found in gonadotroph (FSH-LH) 
ceils, and, unexpectedly, also in GH- and TSH-eeils. Among tumors, 
GnRHR was detected in 7/12 FSH/LH-, 8/10 GH-, 2/3 GH/PRL-, and 
6/10 r adenomas, whereas was lacking in TSH-, 
ACTH-, and PRL-eell tumors. 
Conclusions: This study represents the first demonstration of CmPdtR 
protein expression in normal non-gonadotroph cells and related pituitary 
adenomas. Since GnRH is known to be expressed by normal and 
edenomatous pituitary ceils, on the basis of our results, it may be 
concluded that interaction between GnRH and CmPd-IR might play a role 
in modulation of several pituitary functions, through a paraerine and/or 
autoerinr fashion. 
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CONTRIBUTION OF THE INTRAOPERATIVE BIOPSY IN 
THYROID PATHOLOGY. ANALYSIS OF 104 CASES. 
A. Puras. A. L6pe~.Cousillas, I. Romeo*,P. FernAndez, C. de 
Mignei, E. Men~ndez**. Departments of Pathology, Surgery* and 
Endocrinology.** Virgen del Camino Hospital. Pamplona. Spain. 
Aims: The use of intraoperative biopsy (1.B.) in the diagnosis of 
malignancy in thyroid tumors remains controversial, In order to asses 
it's benefit we have evaluated the results achieved during 1998. 
Material and methods: We have examined 104 surgical specimens 
of unilateral or bilateral total thyroid resections, and subtotal 
thyroidectomies where our Pathology Thyroid Unit Protocol indicated 
to practice a I.B. Every surgical specimen was thoroughly sampled 
during the I.B. When traslucent nodules were identified, the diagnosis 
of Hyperplasia was made on macroscopic grounds; if the nodules 
were firm, touch imprints and frozen sections of the nodule were 
made. Cuts of at least two levels were stained with toluidine blue and 
H&E. A conclusive diagnosis could not always be achieved. In those 
cases a provisional diagnosis was given, 
Results: 45 Nodular hyperplasias ("nodular or mulfinodular goiter"), 
15 Adenomas, 8 Diffuse Toxic Goiter (Graves disease), 34 well 
differentiated Ca., 2 Medullary Ca. and 1 Anaplasic Ca.Anapl~ico. 
From amongst the 29 specimens with no histological intraoperative 
diagnosis, in 26 cases the diagnosis of benignity was confirmed; in 3 
cases carcinoma was found. In 66 eases of the 75 with histologic I.B., 
a conclusive diagnosis was achieved and confirmed later in all of 
them; in the remaining 9 a provisional diagnosis of Carcinoma was 
given because the frozen section was not conclusive. 
Conclusions: l.-The intraoperative diagnosis of Thyroid Pathology 
has demonstrated to be useful in 86,5% of the cases. Twenty-five out 
of 37 Carcinomas were diagnosed in I.B. 2.- False negative eases in 
I.B., were found to be 2 Papillary Mierocarcinomas and 1 H(Lrthle cell 
Ca. 3,- These results have been achieved using a Protocol for the 
diagnosis and treatra~t of Thyroid Pathology. 
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OXYPHILIC PAPILLARY CARCINOMA OF THE THYROID 
WITH LYMPHOID STROMA. A report of 7 cases. 
Ludvikov& M.*. Ry[ka, A.***, Korabe~nfi, M.**, Michal, M.* 
Depts. of Pathology* and Biology**, Medical Faculty Charles 
University, Pilsen and Dept. of Pathology***, Medical Faculty 
Charles University, Hradec Krfilov6, Czech Republic. 
Aims: Papillary carcinoma (PC) is the most common type of primary 
thyroid malignancy. Several morpho[ogic variants of PC have been 
described, some of flaem with prognosis different from tile common 
PC. Oxyphilic v~bants of any thyroid neoplasms are assumed to 
portend generally more aggressive biological behavior. We report 
herein the clinicopathological and immunohistoehemical features of 7 
cases of recently recognized entity - thyroid oxyphilic papillary 
carcinoma with lymphoid stroma (Warthin-likc PC). 
Methods: All presented cases were retrieved fi'om the surgical 
pathology files of our departments, hnmunohistochemical 
examination and in situ hybridisation (ISH) for EBV-eucoded RNA 
using an EBV-ISH detection kit was performed in all eases. 
Results: All 7 patients were women aged from 45 to 85 years. 
Associated Hashimoto thyroiditis was present in one case only. All 
tumors showed papillary arrangement. The tumor cells had nuclear 
tizatures of I'C, their cytoplasm was oxyphilic; diffuse or focal stromal 
lymphocytic infiltration within the tumor was prominant, hnmuno- 
histochemistry demonstrated positivity of tumor cells for keratin, 
thyroglobulin, Leu-M1 and antimitochondrial antigen. S-100 protein 
positive dendritic/Langedaans' cells were uniformly present. MIBI 
labelling index was low. EBV/ISH revealed no positive signal in 
neoplastic cells. 
Conclusions: This variant of PC is relatively rare mad occurs 
predominantly in elderly women. The characteristic histologic features 
are distinct and well recognizable. Indolent behavior of these tumors 
seems to be consistent with presence of dendritic/Langerhans' ceils 
and with low proliferative activity. We did not prove a role of EBV in 
pathogenesis of this lesion. 
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ANALYSIS OF THE CYCLIN DI/pl6mK4/pRB PATHWAY IN 
PARATHYROID ADENOMAS 
Crist6bal, E. ('), Arribas, B. (*), A I c ~ r ,  J.A. (*), Martinez, J.C. {**), 
Polo J�9 (*), Tardfo, J.('"), Carri6n, R ('), Memireuez. J J*) 
Department of  Pathology and Surgery. Hospital Gregorio Marafi6n e )  

�9 (***) 
Institute Oft~lmico r Hospital de El Esconal . Madrid. 
Spain. 
Aims: Cyelin DI/pl61NK4/ pRb pathway controls GI--~S ckeckpoint 
and is frequently altered in human neoplasias. Parathyroid adenomas 
(PTA) are benign clonal cell proliferation*s in which cyclin Dt (CDI) 
is frequently overexpressed. In some cases, a chromosomal 11 inver- 
sion involving PRADI gene is present. Information concerning cell 
cycle regulation in PTA is scarce. This prompted us to explore the 
expression of  related proteins in PTA and in normal parathyroids 
(NPT). 
Methods: A total of  46 patients with PTA and 11 NPT were included 
in this study. They were immunostained with antibodies against CD1, 
p16 n~K4 and Rb. The results were quantified using CAS200 nuclear 
protein soRware and statistically analysed using non-parametric meth- 
ods (Mann-Whitney test). 
Results: While Rb and CDI showed a parallel and intense expression 
in at least 25-50% of  the PTA cells, p16 r~K4 was expressed in a small 
percentage (<25%) of  the tumour cells�9 Surprisingly, Rb and CD1 
showed similar results in NPT and PTA (p>0.5). In contrast, p16 n~K4 
was completely absent in NPT (9<0.05). 
Conclusions: Our findings confirm the presence of  alterations in the 
eyelin Dt/pl6rNJ<4/pRb pathway in PTA. p16 INK4 expression appears to 
be a reliable discriminative marker. Absence of signifieative results. 
concerning CD 1 expression is in contradiction with previous literature 
reports and must be probably placed in the context of our findings in 
NPT. CDI upregnlation seems to be physiologic phenomena in NPT. 
Its rare occurrence in other normal tissues and benign tumors merits a 
deeper exploration of the corresponding regulatory pathways. 
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PRIMARY MALIGNANT TERATOMA OF THE THYROID 
GLAND: A CASE REPORT 

Perez-Mies, B., Perez-Alonso, P., Tejerina, E., Riestra, M.L., Nistai, M. 
Dpt. of Pathology, Hospital Universitario La Paz, Madrid, Spain. 

A i m s :  Malignant teratomas of  the thyroid gland are rare We report a 
case occurred in a 37 year old female, 34 weeks pregnant, with a 4 
weeks history of slight tender enlarging IeR neck mass 
Methods: Four days after delivery, emergency surgery was needed 
because of suddenly compression of  the~ upper respiratory tract. Total 
thyroidectomy was performed. Microscopically, the tumor showed 
cysts covered with different epithelia, eartiiagne and immature neural 
tissue. She developed local recurrence and local lymph node 
involvement two months after surgery. The sections of  the metastatic 
tumor showed predominantly immature neural tissue. 
Results: Reviewed 4746 thyroid glands in our department files, 
containing one or more nodules, 603 primary carcinoma were found 
and only 2 of  them (0,3%) were teratomas, one mature in a 11 year old 
patient and the ease report. The cases left followed this distribution: 
407 were papillary carcinoma (67,5%); 137 follicular carcinoma 
(22,7%); 25 medullary carcinoma (4,2%); 16 H0rthle cell carcinoma 
(2,7%); 11 anaplasic carcinoma (1,8%); 5 epidermoid carcinoma 
(0,8%). 
Conclusions: Although extragonadal immature teratomas are 
uncommon, their behaviour is very aggressive and their prognosis is 
worse than other primary thyroid carcinomas. A combination of  
surgery, chemotherapy, and radiotherapy is recomended for treatment. 
This is the second immature teratoma of thyroid gland reported in a 
pregnant woman. 
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AGGREKSIVE SUBTYTE O F  FOLLICULAR VARIANT OF PAPILLARY 
CARCINOMA 

E. Mufivz, X. Guo, D. Kleiner, M.J. Merino 
Laboratory of Pathology, National Canc~ Institute, NIH, Bethesda, MD 

A i m s :  The follicu/er variant of papillary carcinoma is associated with 
indolent biological behavior and good lm'ognnsis. OccasionAlly, cases with 
aggressive behavior and distant metastases are known to occur, but the true 
biological behavior of these lesions remains to be ~ .  
Method: Twelve eases of follieuler variant of papillary carcinoma (FV of 
PC) with aggressive behavior (AFV) and 15 classical variants wea'e studied. 
Clinical and histological parameters were evaluated as well as the proliferative 
ma_rk~ (MIB-1), and p53 expression. Genomic DNA, was extracted from 
mierodissected tumor and nomm] ceils, and LOH at specific loci 17p13.1 
(p53) was correlated. 
R e s u l t s :  l~dients range in age from 23 to 71 years. Three [latients with 
AFV presented with cervical masses, and two with distal metastases involving 
ltmg and Kidney. Tmnor size was larger in aggressive forms (4 era) that in 
classical forms (2.5 am). Capsular peaelraflon was seen in all cases of AFV 
but only in 40% of classical cases. Cervical nodal involvement was seen in 
92% of AFV, and paratracheal nodes in 8%. Histologically, both tumor types 
were composed of follicles lined by cuboidal cells in which the characteristic 
"clear nuclei" was present. Eiglatyrtine (89%) of aggre#stvo eases stained 
positive for Mib-1, mad 78% for p53. In contrast, none of the classic cases 
showed staining for any of these markers. 
Conclusions: We report an aggressive subtype of follicular variant of 
papillary carcinoma of thyroid charas te~ by aggressive behavior and distant 
metastases. Immunostalning for Mib-1 and p53, can be useful for 
recognizing this aggressive subtype of Papillary Cancer. 
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IS ELECTRON MICROSCOPY STILL REQUIRED FOR THE 
DIAGNOSIS OF PITUITARY ADENOMAS ? 
Vent~o, L., Pluot. M.. Diebold, M.D., Patey, M. 
Department of Pathology, University Hospital, Reims, France 
Aims : to evaluate the diagnostic contribution of electron 
microscopy (EM), of some proliferation indices (PI) and of 
imrnunohistoehemistry (IHC), respectively. 
Methods : 105 eases were analysed by EM, PI (nucleolar 
organizers-AgNORs, PCNA, MiB1-Ki67) and IHC : GH, prolactin 
(PRL), ACTH (24-39 and 1-24), gFSH, SLI-I, t~TSH, c~ sub-unit. 
Results : the series included 27 GH, 38 FSH and/or LI-I, 13 PRL, 4 
mixed (GH + PRL + ACTH or a sub-unit), 16 ACTH, 5 
undifferentiated cell, 1 acidophilic stem-cell adenomas and 1 
oneocytoma. AgNORs were neither correlated with clinical and 
biological data, nor with immunohistoehemistry and ultrastructure. 
PCNA index was high (73 %) in the 3 recurrent adenornas ; MiB1 
index value was high (1,4 %) in 38/72 rnacroadenomas (>  10 ram) 
and in the stem-cell adenoma (2,4 %). IHC alone diagnosed 3 cases 
(2 FSH-LH, 1 GH + PRL adenomas) in which necrosis was 
extensive. EM alone diagnosed 8 eases (1 GH, 1 PRL, 1 
oncocytoma and 5 undifferentiated cell adenomas) for which IHC 
was entirely negative, IHC and EM as cumulated methods were 
necessary to tim diagnosis of undifferentiated cell adenomas (5) and 
plurihormorml tumors (11/27 GH, 3/13 PRL, 4/4 mixed, 6/16 
ACTI-I and 1 aeidophilic stem--cell adenomas i.e. : 25 eases). Among 
the silent adenomas, GH and FSH-LI-I adenomas were correctly 
classified by IHC and EM, but  types 2 and 3 ACTH silent adenomas 
were characterized only by ultrastructural features. 
Conclusion : of a total of 105 cases, cumulated IHC and EM were 
necessary to the precise diagnosis of 37 cases i.e. more than one 
third, demonstrating that EM is still required for the diagnosis. It is 
important that for each ease different fixatives adapted to the panel 
of antibodies used for IHC and specific fixatives for EM be used ; 
ideally, some samples should be even frozen for an eventual 
additional study by molecular pathology. The proliferation indices 
we investigated are of little value in the diagnosis of pituitary 
adenomas. 
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DENDRITIC CELL RECRUITMENT IN PAPILLARY CARCINOMA 
OF THE THYROI[) 
Scarping S.*, Stoppacciaro A.*, Ballarini F.*, Colarossi C.*, Sozz,ani S.** 
Allavena P.**, Mantovani A.** and Ruco L.P.* 
Dip.di Medicina Sperimentalc e Patologia, Universitfi "'La Sapienza"* 
Roma, and istituto di Ricerche Farmacologiche "Marie Negri'**. Milano 
Italy. 
Aims: Papillary earchmma of the thyroid is often as~)ciated with a striking 
chronic inflammatory reaction and may have a high content of intratumoral 
detulritic cells. The possibility that recmimeut of DC is achieved |h,ough 
release ofchemotactic factors by tumor cells was investigated. 
Methods: Primary cultures of papillary carcinoma cells and of normal 
thyroid cells were estabilished in 9 cases. Chemotactic activity was 
investigated in supernatants of 25-35 days culture using 48-well chemotaxis 
clmmbers and monocyte-derived dendritic cells. Chemokines potentially 
responsible for DC migration were identitled through an RNa~ protection 
assay or RT-PCR. 
Results: Normal and tumor thyroid cells released chenlotactic activity tbr 
dendritic cells and showed high levels of 11.-8, MCP-I and MIP-3<x 
mRNA. Since >95% cases of papillary carcinoma arc characterized by high 
expression of Met protein (the high affinity receptor for H(iF), we have 
tested the ability of HGF to regulate chemokine release. HGF stimulation of 
thyroid cells induced a 5 fold increase of chemotactic activity and RNA 
transcription for RAN'I'ES, IP-10, MIP-I[~ and MIP-Itx. We have the,, 
correlated production of chemotactic activity by tumor cells with 
distribution of dendritic cells in tissue sections. It was tbund that tumor 
associated dendritic cells had a zonal distribution st the outer surface of the 
tumor where Met protein is more intensely expressed by tumor cells. 
Conclusion: H(iF-receptor-positive papillary carcinoma cells arc capable 
to releasing chemotactic factors active on dendritic cells. Moreover, 
chemokine release is upregulated by HGF, raising the possibility that this 
meccanism is eflbctive in recruiment of dendritic cells into the tumor. 

P-115 

p53/MDM2 PATHWAY ABERRATIONS IN PARATHYROID 
PATHOLOGY: p21 war! AND MDM2 ARE FREQUENTLY 
UPREGULATED IN PARATHYROID ADENOMAS. 
Arribas, B. (*), Crist6bal, E. (*), Alc~tzar, J.A. ('), Martinez, J.C. (.*), 
Polo J.R. ~*), Tardio. J.('"), Carri6n, R. ('), Men~guez, j.t*) �9 
Dept of Pathology and Surgery. Hospital Gregorio Marafl6n (), Insti- 
tute Oft/dmico ('*)and Hospital de El Eseorial ('**). Madrid. Spain. 
Aims: Parathyroid (PT) adenomas (PTA) are the main cause of pri- 
mary hyperparathyroidism. Typically, PRAD-cyclin DI (CDI) gene 
rearrangements are known to be present in at least some sporadic 
PTA. Surprisingly, in spite of their benign nature, CDI ovcrexpression 
is a frequent finding. However, cell cycle regulation in normal para- 
thyroid tissue (NPT) and PTA remains largely unknown. We have 
systematically explored several proteins involved in the 
p53/MDM2/pI9 ~ r  pathway in PTA and compared the results with 
NPT. 
Methods: We immunostained 49 PTA and 12 NPT with anti p21 wAF', 
MDM2, p53, p27 KIP' antibodies. The proliferative cell fraction was 
assessed with Ki-67 Ab. The slides were processed by cytometry 
(CAS200) and the results statistically analysed using non-parametric 
methods (Mann-Whitney test) 
Results: p21 wAFI (p<0.05) and MDM2 (9<0.05) expression as well as 
the cell proliferation rate (Ki-67) (p. <0.05) were significantly higher 
in PTA compared with NPT. The opposite results were found for 
p27 KIP' (!o<0.05). Only some PTA showed occasionally positive 
staining for p53, albeit no significant difference (p<O.05) was found in 
comparatione with NPT. 
Conclusions: MDM2 and p21 wArl were the more discriminative 
markers in our hands in order to differentiate PTA of NPT. This over- 
expression is surprising taking in account the benign nature of PTA, 
and makes them suitable candidates for further molecular analysis. 

221 

P-114 

p53, bcl-2 AND Bax EXPRESSION IN THYROID CARCINOMAS 
Batiq~atou. A., Zolota, V., Tiniakos, DG., Scopa. C~, 
Department of Pathology, University of Patras, Patras, Greece. 
Aim: Apoptoals represents a critical pathway whose abnormalities are 
linked with carcinogenesis, p53, a tumor suppressor gene and inducer of 
apoptosis, bcl-2 which prevents apoptosis and Bax, which acts to 
promote programmed celt death are important regulators whose 
abnormal expression or mutation is correlated with several human 
cancers. To investigate their relationship to thyroid carcinogexiesis we 
analyzed their expression in thyroid carcinomas (Cas). 
Materials and Method: Paraffin sections from forty thyroid Cas (29 
papillary, 2 follicular, 3 medullary, I Hurthle cell and 5 undifferentiated) 
were examined with the monoelonal antibodies anti-p53 (DOT) and anti- 
bcl-2 and the polyclonal anti-Bax, using streptavidin-biotin 
immunohistoehemical technique. For p53 >5% nuclear staining was 
estimated as positive. Bel-2 and Bax were evaluated as follows: 0, 
negative; +,<10%; +% 10-50%; +++,>50% of tumor cells positive. 
Results: p53 protein was detected in 5 papillary (17%), 4 
undifferentiated (80%), and one medullary (33%) carcinoma and was 
undetectable in the two follicular and the Hut, hie ceil Cas. Bcl-2 
immtmoreactivity was noted in 27 papillary (93%), 2 undifferentiated 
(40%) as well as in all follicular, medullary and Hurthle cell Cas. 
Moderate or intense Bax immunostaining was noted in all papillary, 
follicular, medullary and Hurthle cell Cas, and in 4 out of five 
undifferentiated Cas. 
Conelusions: Elevated p53 expression in undifferentiated carcinomas 
as compared to papillary ones, suggests that p53 genetic alterations are a 
late event in thyroid carcinogenesis and could be linked to their reported 
worse prognosis. The increased co-expression of bcl-2 and Bax in 
papillary and follicular Cas suggests a possible genetic deregulation of 
apoptosis which may contribute to their pathogenesis. 
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THE ARMANNI-EBSTEIN LESION REVISITED 
Thomson, J.L., Hansen, T.P. 
Institute of Forensic Medicine, University of Southern Denmark, 
Odense. 

Aims: It was the aim of the present investigation to examine the contents 
of the vacuolated tubular cells in the kidneys in diabetic coma - the 
Armanni - Ebstein phenomenon. 

Methods: Frozen sections were made of kidneys in a medico-legal 
material of diabetics. The sections were stained with the "re,trot" method 
for neutral fat. Sections were also stained with haematoxylin-eosin and 
periodic-acid-Schiff (PAS) 

Results: The vacuolated cells were strongly stained for lipids in their 
cytoplasm. The red staining was uniform and extensive in the proximal 
tubules. The PAS stain was negative. 

Conclusions: The proximal tubules in the kidneys in hyperglycaemia 
contain neutral lipids and only smaller amounts of glycogen. This is 
consistent with the known hyperlipidaemia in diabetics. The observation 
may have consequences for the prevention of diabetic kidney disease and 
other late manifestations. 
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TYPE II DIABETES MELLITUS DUE TO HORMONE-RELATED 
AMYLOIDOSIS OF THE ISLETS OF LANGERHANS IN RHEUMATOID 
ARTHRITIS 
T6th Anna*, p/tl Csilla*. Toman J*, Bdy M** 
Semmelweis University of Medicine*, Department of Pathology, National 
Institute of Rheumatology and Physiotherapy**, Budapest, Hungary 

Type 11 diabetes mellitus (DM) of elderly patients is a chronic disease of 
multiple etiologies. Probably the most important etiologic factor of adult 
type (DM) is hormone-related (isolated) arayloidosis h~'alized to the islets 
qf l,m~gerhans (hl,4L). (hlAL) amyloidosis is a progressive cumulative 
larocess, and may be accompanied by clinically latent or manifest (DM). 
Aims: The prevalence and relationship of (7)M). (hlAL). and fatal .~eptir 
mfec/itm (1,$1) were investigated in a randomized autopsy population of 
141 in,patients with rheumatoid arthritis (RA). to determine the 
relationship between (hlAL) and (DM), and the influence of (hlAL) on 
(/,S/) 
Methods: The formaldehyde fixed and paraffin-embedded tissue were 
stained with HE or Congo red according to Romhb, nyi. (hlAl,) and (FSI) 
was determined by retrospective histological investigation, (DM) was 
clinically diagnosed. The correlations were analysed by ~,2-test. 
Results: (hlAL) was observed in 16 (11.3%)of 141 RA patients, In nine of 
16 patients (hlAL) was accompanied by manifest (DM) (contingency 
coefficient=0.7818 - p<0.0001). In one of 9 patients (hlAL) and manifest 
(DM) were accompanied by sepsis (contingency coefficient=-02307 - 
ir<09762 not significant). In one of  7 patients (h/AL) and clinically latent 
(DM) were accompanied by sepsis (contingency coefficient=-0.0819 - 
p<0.7070 not significant). Twenty-six (18,4%) of 141 RA patients 
suffered of  clinical manifest (DM). in 5 patients it was accompanied by 
sepsis (contingency coefficient=0.1239 - p<0.6555 not significant). Fatal 
septic infection was found in 23 (16.3%) of  141; it was accompanied by 
(DM) in 5 and by (hlAl,) in 2 patients (contingency coefficient=-0.1713 - 
p<0.9379 not significant), 
Conclusions: Hormone-related amyloidosis localized to the islets of 
Langerhans is associated with clinically manifest (controlled), or latent 
(uncontrolled) adult type diabetes mellitus. Controlled and treated 
diabetes mellitus does not correlate with the frequency of fatal sepsis. 
Uncontrolled clinically silent stage of adult type diabetes mellitus might be 
accompanied with a higher risk of (FS1), but this correlation could not be 
confirmed in this autopsy population. 
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AUTOINMMUNE THYROIDITIS: IMMUNOLOGICAL AND 
IMMUNOMORPHOLOGICAL CORRELATION 
Khmelnitsky, O,K.*, Trctiakova, M.S.*, Basinsky, V.A.** 
Dpts. of Pathology, Medical Academy of Postgraduate Education, St, 
Petersburg, Russia*, and Medical Academy, Grodno, Byelorussia**. 
Aim: Comparison of immunosemlogical and immunohistoehemical 
features of chronic autoimmune thyroiditis (AT). 
Methods: Laboratory data of serum of the T and B lymphocytes, 
triiodothyronine (T3) and thyroxine (T4) levels, and immunoglobulins 
M,G.A w~re used. Histology of operated thyroids from the same patients 
w a s  made with subsequent morphometry and immunomorphological 
analysis with primary antibodies to T and B lymphocytes (CD45RO). 
CD45RA), thyroglobulin, immunoglobulins M and G (Shandon & Dace). 
Results: AT classic form (72% cases) and so-called "nonspt~ifie" focal 
thyroiditis (28% of eases) were studied. A positive correlation between T 
activated and B lymphocytes rates in both serum and tissue (P<0,01) was 
found. Also a strong positive correlation was noted between T 
lymphoeytes levels in serum of AT patients and expression of CD45RO 
in histologic preparations (P<0,001). In paraffin sections of thyroid from 
patients with classic AT T/B lymphocytes index was 2 times lower than 
in cases of "nonspcoifie" focal thymiditis, No significant diftbrence 
between levels of Ig M,G,A in group of patients and control group 
without thyroid pathology was revealed. Severity of lymphoid cell 
infiltration correlated negatively with level of T-lymphncytcs (including 
activated subsets), with T3 and T4 thyroid hormones and thyroglobulin 
expression of tissue. Reverse correlation was found between thyroid 
hormones levels and area of sclerotic changes (P<0,001), while levels of 
B and T-activated cells were higher in cascs with more prominent 
sclerosis. Interestingly to mark strong negative correlation between B and 
T-activated lymphocytes levels and thyroid hormone production. Pre-, 
intra- and postoperative evaluation in serum of T and B lymphocytes 
indicated increasing of their levels in 6 and 12 month after opcrution, 
Conclusion: This data allow to select valuable diagnostic and prognostic 
criteria ofautoimmune thyroiditis, 
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RECURRENCE IN PARATHYROID HYPERPLASIAS IS 
PREDICTED BY TIlE AgNOR QUANTITY 
Tuccari G., Abbona G.C.*, Giuffr~ G., Papotti M.*, Barresi G., 
Bussolati G.* 
Depts. of Human Pathology, University of Messina and of Biomedical 
Sciences and Oncology*, University of Turin, Italy 
Aims: recurrence in parathyroid hyperplasia has been yet investigated 
analyzing histological parameters and proliferative fraction, although no 
data about proliferation rate are available in this condition, 
Methods: nineteen eases of parathyroid tb, pe~pi,t~[a, ~,iIh a well k,~own 
clinical history (9 recurrent and I0 non-recurrent), were studied; nineteen 
cases of parathyroid tumours were also tested as pathologic controls. 
Clinical and pathological data, including age, sex, preoperative calcium, 
phosphorus, parathyroid hormone serum levels, weight and size of 
resected glands and follow-up informations were available. From the 
corresponding formalin-fixed paraffin-embedded tissue blocks, 41.tin thick 
sections were submitted to the AgNOR technique according to guidelines 
of the Committee on AgNOR Quantification. By image analyzer and 
specific softwares, the mean area (I-tin ~) of AgNORs per nucleus (NORA) 
was evaluated at one focal plane in at least 100 nuclei per specimen; 
difi"erences of mean NORA values among considered groups of patients 
were assessed by Analysis of variance and the Newman-Keuls' test. 
Results: the mean NORA value encountered in recurrent hyperplasias was 
3.600+0.317 l.tm2; this value was significantly higher (P<0.001) in 
comparison to that lbund in non-recurrent hyperplastic glands 
(2.261~0 276 Bin2). Both hyperplastic groups showed significant lower 
(P<0.001) mean NORA values in comparison to that found in tumours; the 
difference was significant even when tumours were compared with 
hyperplasias considered as a whole (P<0.001). 
Conclusions: the proliferation rate, expressed by AgNOR analysis, is able 
to determine the higher risk of recurrence in parathyroid hyperplasias; this 
standardized parameter may represent an additional tool in the predictive 
biological behaviour of hyperplasias, similarly to that reported for nodular 
pattern of growth and elevated Ki-67 values. 
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CHROMATIN TEXTURE FROM HEMATOXYLIN STAINED THYROID 
LESIONS 

FERRER-ROCA O., PEREZ-OOMEZ JA, 
Catedra Anatomia Patologica. Facuitad Medcina. Universidad de La Laguna. 38071. 
Tenerife. Canary Islands. Spain. 

Aims: Quantitative aspects of cytology and histology should be 
considered in diagnostic standardisation processes. 
Methods: Cells stained with progressive hematoxylin and taken from 
paraffin blocks were overlaid with the extracted texture. This 
technique was based on the lineal detection of the grey level gradient 
developed from the common logarithmus of  the integrated optical 
density (IOD) of each individual nucleus. 
Results: Diffuse and nodular goiters (36) have "salt and pepper" 
appearance. Adenomatous goiters (2) and adenomas (26) cells have 
"blurry or smudgy" chromatin, while atypical adenomas with capsular 
invation(4) have a "woodworm" nuclear appearnce. Encapsulated 
folliculo-papillary carcinomas (3) have large nuclei with "empty 
grappe skin". 
Conclusion; This findings enforce the suitability of computerized 
textural techniques to recognize objective chromatine textural aspects, 
particularly the used technique which is a mathematical function of  the 
DNA contact of the nuclei. 
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GENETIC HETEROGENEITY OF BENIGN THYROID LESIONS 
Statitc and flow eytometry, karyotyping and " in situ" hybridization analysis 

FERRER-ROCA O.. PEREZ-GOMEZ JA., CIGUDOSA JC. 
Ca/edra Anatomia Patologica y Servicio Citogenetiea. Faeultad Medcina. 
Universidad de La Laguna. 38071. Tenerife. Canary Islands. Spain. 

Aims: Analysis of the genetic instability of thyroid tissue 
Methods : 75 thyroid lesions ( 38 goiters, 30 adenomas, 3 folliculo- 
papillary encapsulated carcinomas and 4 normal thyroid) were studied 
by static and flow cytometry. Four cases were also analized by"  in 
situ" hybridization (centromeric probes for chromosomes 1 and 17) 
and ten cases by G-banding cytogeneties. 
Results demonstrate a polymorphysm and genetic instability in the 
thyroid tissue that may be related with the spontaneous 
polyploidization of  their cells. The most consisted finding in citometry 
was the presenee of two clones associated with clinical or histological 
hyperactivity (46% bersus 23% in non-functioning cases: Chi-square 
distribution with a p<0.005). Chromosomal anomatities were detected 
in two out often cases: (46,XX,t(5,t9)) in 87% ofeelis of a diffuse 
hyperplastic goiter and 49,XX,+7,+17,+22 in 19% of cells of a 
thyroiditis case. Finally, the" in situ" hybridization technique showed 
hidden trisomies ofclonal origin in all of  the studied cases. 
Conclusion:Genetic instability of thyroid tissue even in benign and 
normal tissue have to be considered in order to evalute prognostic 
factors in thyroid neoplasias.. 
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MICROADENOMA FORMATION IN THE INTESTINE OF 
TRANSGENIC MICE EXPRESSING AN ACTIVATED ~- 
CATENIN MUTANT. 
.Berrebi D *, Romagnolo B "', Kahn A ~, Peuchmanr M ' ,  Perret C ** 
Service d'Anatomie et de Cytologic Pathologiquos, H0pital Rober~ 
Debrd, Paris* and Inserm U129, ICGNL Paris*, France 

Aims: Mutations in the Adenomatous Polypo~s_ Colt (APC) gone or 
activating mutations in the 13-catenin gone Itself cause aberrant post- 
translational ~ccum'a~t~on 'c,f ~ ca~c~ir, which is th~,,~ght to be 
responsible for the excessive 13-eatertin signaling involved in the 
actwation of oncogenesis. 
Methods: We have generated transgenic mice that express a mutant 
13-catenin with an NH2-terminal truncation (A NI31 13-catenin) in 
their intestinal villi in order to  analyse the oncogenie potential of  
activated 13-catenin in the small intestine. This mutant lack both the 
GSK-3b phosphorylation domain involved in the control of I~-catenin 
stability and the ot-catenin-binding domain necessary for 13-eatenin 
adhesion. 
Results: Transgnnic mice synthesising large amounts of the activated 
13-catanin mutant show resumption of  proliferation in the small 
intestinal villi,, increased apoptosis and abnormal epithelial cell 
migration leading to dysplasia and micro-adenoma. Progression to 
adonoearcinoma was not demonstrated, probably because of  the early 
death of the animals as a result of abnormal kidney development. 
Conclusion: Our findings demonstrate that in vivo expression of  an 
activated 13-catenin mutant in the intestine is sufficient to stimulate 
epithelial cell proliferation and to lead to mieroadenoma, which 
supports the idea that deregulation of  the I~-catenin signaling 
pathway may be the main oncogenic consequence of  APC mutations 
in intestinal neoplasia 
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Regulation of MMP-2 Expression and Tumor Invasion of Malignant 

Melanoma by p38 Mitogen-aetivated Protein Kinase 

.Carsten Denkert. Antje Siegert, Anja Leclere, Andreas Turzyr~ki, and 

Steffon I-Iat.vtrn~n- 

Institute of  Pathology, Charit~ Hospital, D-10117 Berlin, Germany 

Aims: Proteo~ie enzymes, such as matrix-metalloproteinase (MMP)-2, 

are involved in invasion of  malignant melanoma. P38 mitogen-activated 

protein kinase (p38MAPK) is a stress-induced member of  the mitogen- 

activated protein kinase family. Concerning similarities between 

inflammatory tissue and tumor tissue, we investigated the function of 

p38MAPK in invasion of  m~lignant melanoma. 

Methods: Immtmohistochemistry, Imtmoblotting, Northern Blot, 

Zymography, Invasion assay 

Results: p38MAPK was found to be constitutively phosphorylated at low 

levels in MEWO cells. Inhibition of  MMP-2 mRNA was observed after 

treatment of  cells with SB 203580, a spectre inhibitor of  p38MAPK, for 

24h as well as 48h. Parallel to the changes observed in mRNA levels of 

MMP-2 flaere was a reduction of  gelatinase activity of  MMP-2 observed 

in zymogram. Invasion of  eeUs through a matrigel basal membran was 

reduced alter inldbition ofp38MAPK by SB 203580. 

Conclusions: This study shows that p38MAPK stimulates expression of  

MMP-2 mad invasion of  malignant melanoma cells in-vitro. 
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S-ADENOSYLMETHIONINE IN THE TREATMENT OF 
ACETAMINOPHEN OVERDOSE. 
DQminguez-Franio M P*, Martin Duce A**, Santana A***, Pinedo F*, 
Lass I **, Alemany S**, Ortiz P**,Ruiz A***. 
*Pathology Unit, Fundacion Hospital Alcorcon. Alcoreon, Madrid, 
**Service of General Surgery.and ***Pathology.Principe de Asturias 
University Hospital. Alcald de Henares. Madrid.Spain 
N-acetylcysteine (NAC) is the treatment of choice for aeetaminophen 
(APAP) overdose.The SAM-synthetase is the enzyme that catalyses the 
synthesis of S-adenosylmethinone (SAM), route connected with the 
synthesis of glutathione. 
Aims: 1) To confirm the effectiveness of NAC after APAP overdose. 2) 
To investigate the efficacy of  SAM as hepato-protective agent. 3) To 
investigate if the association of SAM plus NAC enhance the 
hepatoproteetive effect. 
Material and Methods: Male, 20 week-old mice weighing 25 g were 
treated with APAP (350 ms/Ks) ip. The groups studied were 1) APAP+ 
saline.2)APAP+SAM 3)APAP+ NAC 4) APAP+SAM+NAC. In each 
group the treatment was administred at intervals of  0,3,4,5 ha. Mortality 
was determined at 24 ha. At that times it was studied in a|l the groups: 1) 
Blood levels of AST and ALT.2) Hepatocelular necrosis was determined 
in histological sections and graded from 0 to 3.3) Intracellular levels of 
SAM-Synthetase 
Results: 1) Early and late administration of SAM and NAC showed a 
significative improvement in survival in respect to the APAP group 
(p<0,01 at Oh) and (p<0,005 at 3, 4 and 5 h). 2) A significant reduction of 
AST and ALT plasma levels was demostrated in SAM and NAC groups. 
3) The extension of  the liver necrosis was reduced in the NAC group as 
compared to APAP and SAM groups. 4) There was an improvement of 
SAM-synthetase activity in the SAM group as compared to the APAP 
and NAC groups. 
Conclusion: The survival and biochemical results show that the SAM 
can be an alternative in the treatment of acute failure after acetminophen 
overdose. 



224 

P-125 

NASA DESIGNED ROTATING WALL EIOREACTOR SYSTEM AS A 
SURGICAL PATHOLOGY TOOL 
PH Dumy, MJ Merino. S Haffill, HM Linehan, L Margolis 
Laboratory of Pathology. National Cancer Institute, Laboratory of 3D NASA 
Tissue Culture, National Institute of Child Health and Human Development, 
Bcthesda, MD 
A jllllllll~l: NASA Engineers recently designed a rotating wall biomactor instrument 
that simulates conditions of space flight. The purpose was to permit 
experimentation on tissue responses and behavior of tissues under the 
microgravity microcnvironment of space flight. The inatrtJment operates 
computer-asaisted to provide nutritional balance, simultaneously providing for 
metabolic wastes and required pC2 tensions. 
Method: We considered whether the system would support human tissue 
samples and undertook a comparison of neoplastic and benign samples. Tissues 
tested incloded discarded tonsils, lymph nodes, joint synovia, skin, t[plenn, general 
soft tisaur bone, prostate, lung, kidney, brain, and carcinomas of prostate, GYN 
and lung. Histologic examination was done at baseline, i0-14 days, and up to 6 
weeks of cultivation. 

Growth of the following was successful with preservation of epithelia, 
ductaler histoarchitr stroma and mierovessels at Day 10-14 and again at day 
30-36: skin, prostate, spl~n, tonsils, lymph nodes and lung. Intermediate success 
was found with adipose, breast, and synovia, it was different to maintain brain 
and kidney. Large cell carcinoma of lung was easily maintained while prostate 
carcinoma at bast: line showed progressive differentiation to more normal acini. 
Tumors of rnes~chymal origin also were maintained with limited experience. 
C~dusiom: The NASA bioreactor has potential as an adjunctive msea.mh to~I 
for use in human pathology investigation. It may be an inducer for tumor 
differentiation. 
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COMPARISON OF THE EFFECTS OF TAMOXIFEN AND TOREMIFENE 
ON APOPTOSIS IN RAT LIVER 
K~rki, A.*, M~n~I~I, E.**, HirsimfLki~ Y.**, Laine, !.*, Hirsim~ki, P.* 
*Turku University Central Hospital, Dept. of Pathology, BioCity, Tykist0katM 6.B.6. 
FIN-20520 Turku, Finland; **Orion Pharma, P.O. Box 425 FIN-2010I Turku, 
Finland 
Aims: The role of apoptosis during hepatocarr was studied in tamoxifan- 
induced hepatocelinlar carcinoma in the rat. Comparisons were made with 
turemifene. Tamoxifen and toremifgne are antiestrogens which are used in the 
~'eatment of breast cancer. 
Methods: Equimolar doses of the antiesWogens (tamoxifen 45 mg/kg and 
toremifene 48 mg/kg) were given by oral administration to six week old female 
Sprague-Dawley rats for 12 months including a 3-month recovery period. 
Glutathione S-transfarasc P (GST-P) was detected immunohistoehemically from 
paraffin-embedded sections with a specific antibody. Apoptetic cells were either 
visualized by ha*matoxylin eosin staining or with in situ detection by labeling 3"- 
ends of DNA by a digoxigenin-ddUTP/ddATP with terminal transferase and enti- 
digoxigenin antibody. The expression of GST-P-positive loci is a marker of 
hepatocyte initiation and their induction is predictive for carcinogenic potential. 
Results: Tamoxifen increased the incidence of OST-P-positive foci significantly 
after 3 months trea~nent whereas turomifenr induced only a few GST-P-positive 
foul Hepatocellular carcinoma was found in 4 out of 5 rats after 12 month's 
tamoxifen treatment but not in toremifene treated rats. The detection of apoptotic 
cells with hanmatoxylin cosin staining was the more sensible method. After 6 
month's antiestrogen a'ea;mcnt the number of apoptotio hepatocytes increased 
significantly. Both antiestrogens caused a time-d, pendant increase in the number of 
apoptofio hepatoeytes. In toremifene treated rats the number of apoptotic 
hepatocytes was reduced to control leveI after the 3-mon~ recovery Fariod. The 
highest incidence of apoptotic hepatocytes was found in mmoxifan-induced liver 
tumors. In the proneoplastic feel no increased number of apoptotic cells was 
observed. 
Conclusions: Apoptosis may play a role in the mechanism of promotion of 
tamoxif~-induced 1leer tumors. 
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Orientation of  collagen fibers and presence of  silicone particles in 
the capsule of  textured silicone mammary implants. A study in 
rabbits. 
R. Guareh. A. Puras, A. Arellano and F. Escudero * 
Dpt. of  Pathology, Hospital Vi rg~ del Camino, Dpt. of  Plastic 
Surgery*, Hospital San Juan de Dins, Pamplona, Spain. 
Aim.-The most common complication o f  the silicone mammary implants 
is the capsular oontmomre. The deposition of  collagen fibers and the 
presence o f  silicone particles in the capsule of  mammary implants were 
studied. The two factors have been associated with this complication. 
Material and methods.-Each one of the 30 adult female white rabbits 
received 4 silicone mammary implants: subcutaneous smooth and 
textured, and submuscular smooth and textured. A total of  120 implants 
were used. The orientation of  fibers of  collagen and the presence of 
silicone particles were studied in each specimen (4 for each capsule- 
implant) at 5, 16, and 30 weeks after implantation. 
Results.- The capsule formed around subcutaneous and submuscular 
smooth implants was thin, with layers of  arranged collagen fibers, paraUel 
to the implant surface. No silicone fragments were identified.The capsule 
of  the textured implants was thicker, with layers of collagen fibers aligned 
parallel to the overall implant surface. The capsule-implant interface 
showed irregular fibrous projections, resulting from tissue ingrowth into 
the pores of  the textured surface. For this reasofi the textured implant was 
fixed to the capsule. In contrast, the capsule of the textured implants 

showed silicone particles in 89,28% and 96,55% of  the subcutaneous and 
submuscular implants, within forcing-body giant cells. These results were 
observed at 5, 16, and 30 weeks after implantation. 
Conclusion: Biocell textured surface doesn't prevent the linear 
deposition of  collagen fibers. Silicone particles may shed when the 
textured surface is exposed to mechanical forces and may become 
incorporate with the capsule. We believe that prevention of  capsular 
contracture, clinically observed with Biocell implants, is owed to the 
capsule-implant adherence, which counteracts contractile forces of  the 
linearly arranged coIlagen fibers and stimulus from silicone particles 
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MONOCYTES AS REGULATORS OF TGFo[~I ACTIVITY IN 
EXTRACELLULAR MATRIX PRODUCTION. 
D.Fedorov., A.Ivanov, O,Gledskikh, M.Paltsev. 
Moscow Medical Academy, Moscow, Russia. 
Tissue regeneration and repair proceed in cascad~ fashion beginning 
with inflammation and finally extracellular matrix (ECM) deposition. 
Cytokines produced by both resident cells and monocytes/macrophages 
(MO) infiltrating zone of injury regulate ECM production. 
Aim: Influence of M0 on development normal tissue reparation and 
scar formation was studied. 
Methods: Distribution of ECM components, bFGF and TGF-[31 by 
immunohistochomical methods was studied in granulation tissue at 12, 
21 d after wounding of scald in patients. Levels of bFGF and TGF-[31 
in skin organ culture were measured. 
Results: Granulation tissue formation accompanied by intensive Me 
infiltration. In granulation tissue intensive accumulation of fibronectin, 
laminin and collagen types I, m and weak deposition collagen'type IV 
were found. Level of matrix-associated form of bFGF was significantly 
increased but levels of soluble and matrix-associated forms of TGF-~ 1 
were like in control. In the same time level of cell-associated TGF-~ 1 
was increased. Tha abundance of M o in zone of injury prevented of 
wound healing. 
Inhibition of M0 infiltration induced collagen type IV accumulation, 
decrease of laminin and collagen types I, HI deposition, appearance of 
matrix-associated, and increase of soluble form of TGF-}I, and 
decrease of matrix-associates bFGF and start of tissue repair. The total 
absence of M 0 leaded to disappearance of matrix-associates bFGF and 
TGF-~I, and increase of soluble TGF-}I, and hypertrophic scar. 
Condusions:  Thus, M0 induced ECM components formation by 
change of TGF-Ol activity are of key regulators by tissue reparation. 
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TREATMENT WITH NON-HYPERCALCEM[C ANALOGS OF 
VITAMIN D AND GONADAL STEROIDS AUGMENTS 
ANABOLIC CHANGES IN RAT BONE. 
Berger E, 1L_. eider-Treio L. i Frisch B, 1Lifsehitz-Mereer B. 
SWeisman Y and SSomjen D. 
Institute of ~Pathology and 2Endocrinology and ~Bone disease unit, 
Sourasky Medical Center, Israel. 
l nttvdm;~ion: Vitamin D analogs upregulate biochemical rcsptmscs and 
sensitivity to estradiol (E2) of rat bone due to increased cellular 
receptors of E2. 
Aim: The present study was designed to correlate histological changes 
with biochemical anabolie effects due to sequential treatment with 
vitamin D analogs and Ez. 
Method: " Less-caleemic" side chain analogs of vitamin D CB 1093 
(CB) and MC 1288(MC) (from Leo Pharmaeeutics) were injected 
daily into prepubertal female or male rats on days 1-5 and 8-11 
followed by Ez on days 6 and 12 sacrificed on day 13. Paraffin 
embedded bone sections were stained for PCNA, using the avidin 
biotin method. Methyl methacrylate bone sections were stained for 
giem~ for morphology study. 
Results: Increased number of proliferating osteoblasts was detected by 
anti PCNA, after sequential treatment with CB or MC together with 
Ez. This increase was to a greater extent compared to the effect o f  
each of the hormones administrated separately,. These results are in 
accordance with anabolic morphological and biochemical changes. 
Conclusion~:These skeletal changes due to sequential treatment with 
gonadal steroids and "less-calcemic" analogs of vitamin D suggest that 
a form of  combined treatment might be useful against metabolic bone 
loss such as in post menopausal osteoporosis. 
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TUMOR HYALINE GLOBULES: MATURATION AND RELATIONSHIP 
TO PLASMA MEMBRANE PERMEABILITY 
Panadimitriou J. C.. Draehenberg C.. B., Rucker C., Newkirk C. 
University of  Maryland School of Medicine, Baltimore MD USA 
Aim: We have previously studied the relationship of  tumor hyaline globules 
(HG) to apoptosis, and found a potentially causal relationship. The 
multiplicity of  proteins found within or around HG led us to investigate the 
association between HG and alteration of membrane permeability. 
Methods: We studied histological material from 68 malignant epithelial and 
mesenchymal tumors. The sections were stained by H&E, PAS+diastase and 
Masson's.Ten cases were studied by electron microscopy. Immunoperoxidase 
stains tbr for kappa, lambda, alpha 1-anlitrypsin, C3 and fcrritin were also 
performed. 
Results: All HG stained with PAS~diastase. Two types of  HG were 
identified. Type i stained dark red on FI&E and Masson's stains and Type II 
stained pale pink on H&E and green on Masson's stains. Ultrastructurally 
Type I HG consisted of clearly recognizable sccondary lysosomes, whereas 
Type 11 HG represented large homogeneous lipid droplets. The latter were 
often associated with fibrin fibrils that pcrmeated them and eonnectcd them 
to the cxtracellular space. This phenomenon was also clearly demonstrated 
with Masson's stain, staining red fibrin fibrils transversing the green Type [I 
HG. Whereas all tells containing HG stained for kappa, lambda, alpha 1- 
anlitrypsin, C3 and ferritin, only cells with Type 11 HG showed deposits 
consistent with fibrin, 
Conclusions: HG represent degenerative cellular components, related to 
apoptosis. The current study indicates that HG exhibit a maturation process 
that is linked to the plasma membrane permeability. Thus, Type 1 HG 
represent an early phase of  cell disintegration, when the plasma membrane 
is permeable to small proteins only. Type II HG are end products of  cell 
death, when the plasma membrane is widely permeable creating a continuity 
between the intra- and extraeellular spaces, which are at that point linked by 
fibrin fibrils. 
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A N G I O G E N E S I S  I N D U C E D  IN M U S C L E  BY A 
RECOMBINANT ADENOVIRUS EXPRESSING FUNCTIONAL 
ISOFORMS OF BASIC FIBROBLAST GROWTH FACTOR. 
Celia Garcia-Martinez, ,~ule Ooolon, V~ronique Trochon', Elisabeth 
Connault, He Lu', Marc Abitbol", IVlicbel Perricaudet and Thierry Roger. 
UMR 1582 CNRS-RPR-IGR, Institut Gustave Roussy, PR2, 39 rue Camille 
Desmoulins, 94805 Villejuif, France. * U353 INSERM, Institut 
d'Hrmatologie, Hfpital Saint-Louis, 1 Avenue Claude Vellefaux, 75475 
Paris, France. ** CERTO, Facult6 de Mrdecine Necker-Enfants Malades, 
156 rue de Vaugirard, 75015 Paris, France. 
Aims: The present work studies the angiogenie effects of a replication- 
deficient adenovirus (Ad), Ad-RSVbFGF, bearing the human basic fibroblast 
growth factor (bFGF) eDNA, either mixed with Matrigel and injected 
subcutaneously or directly injected in the muscle of mice. 
Methods:  We evaluated angiogenesis in mice 14 days after injection of 
Matrigel plugs containing Ad-RSVbFGF. The recombinant virus was also 
injected into the hindlimb muscles of mdx mice. The myofibre necrosis- 
regeneration process in this animal model of Duehenne's myopathy results in 
the presence of numerous foci of immature fibres that are more efficiently 
infected by Ad vectors than are mature fibres. Moreover, this process mimics 
the situation observed in an ischemic muscle where necrosis is followed by 
muscle regeneration. Tissues were excised, fixed and embedded in paraffin. 
Semi-serial 5 l.tm-thick sections were prepared. Immunohistochemical 
detection methods were used to document expression of the human bFGF 
proteins and to quantify vessels in the injected tissues. 
Results: Along the interface between hypodermis and the Matrigel plugs, an 
abundant granulomatous tissue was observed including neoformed 
capillaries, fibrohlast proliferation and increased production of stromal 
matrix. Numerous fibroblasts and several foci of hyperplastic capillaries were 
also found exclusively within Matrigel plugs. 6 days after injection in the 
muscle, we observed an increase in the vessel number within the 
gastrocnemius injected with Ad-RSVbFGF compared with the contralateral 
hindlimb. Furthermore, arterioles and venules of the perimysium showed 
some degree of dilation of their lumens. 
Conclusions:  The data presented here demonstrate that a recombinant 
adenovirus harboring bFGF gone is capable of expressing this growth factor 
in a localized manner and during a short period of time in myofibres. 
Moreover, Ad-mediated transfer of the human bFGF gene can induce 
angiogenesis in muscle, making this vector a potential treatment for 
therapeutic angiogenesis of ischemic diseases. 
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THE EFFECT OF NITROGEN OXIDE ON ItEAL1NG OF WOUNDS 
P eruv, Yu.L.*, Sheckter, A.B.**, Milovanova, Z.P.**, Gavrilchak, 
A.V.**, Rudenko, T.G**, Pekshev, A.V.*** 
Medical Center under the auspices of Administration of the Russian 
Federation President's Affairs*, Sechenov Medical Academy, 
Moscow**, State Technical University***, Moscow, Russia 
Aims: to study the possibility and mechanism of  nitrogen oxide (NO) 
effect on healing of wounds, 
Methods: the effect of  nitrogen oxide obtained chemically and 
plasmochemically was studied on experimental models of aseptic and 
infected rat skin wounds (linear and 300 mm 2 ill size) and human skin 
fibroblast (Fb) culture. Light and electron-microscopic studies as well 
as the inclusion of SH-thymidine and ~H-uridine were used 
Results: cell proliferation, DNA, RNA, and protein synthesis in the Fb 
culture increased 1.5 2.6-fold on exposure to NO in the dose- 
dependent manner. The wounds, notably infected ones, revealed 
normalization of microcirculatory disorders, abatement of 
inflammation, intensification of phagocytosis, activation of 
macrophages, acceleration of Fb proliferation, collagen synthesis and 
fibrillogenesis, and epithelization The mechanical strength of the scars 
at 7 days increased 2.5 2.7-fold The area of large wounds at 10, 14, 
18, and 21 days reduced 2 - 3-reid depending on the degree of wound 
infection, the dose and source of NO. The maximum effect was 
achieved with plasmochemical NO. High NO doses lead to an 
inhibition of the wound process and a decrease in DNA, RNA, and 
protein synthesis in the Fb culture. The use of plasmochemical NO for 
treating chronic and sluggish wounds, ulcers, and burns in clinical 
setting proved to be markedly efficacious. 
Conclusions: gaseous NO stimulates the healing process affecting 
vascular and nervous trophism, phagocytosis, and Fb proliferation The 
effect is dose- and NO source-dependent. 
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EFFECTS OF BPC 157 ON MtCROVASCULAR REACTION 
AFTER THERMAL INJURY 

Pigac B,*, Aralie~ G., Konjevoda P,, Miku~ D., Sikiri6 S., Seiwer~ S. 
Institute o f  Pathology Medical Faculty Zagreb, *Institute of  Pathology 
Medical Faculty Ostjek, CROATIA 

BPC 157, a gastrointestinal tract pentad~aptide described firstly few 
years ago, showed so far a vast variety of organoproteefive effects in 
different type of injury. One of the morn prominent actions was 
antiia~mmatory and entiedematous activity. Also a prominent effect on 
healing of different wound type was described. Angioproteetioo was one 
of the common denominators in many so far described BPC 157 effeots. 
In this study we investigated the effect of  BPC 157 on microvascular 
reaction after thermal injury. Methods. For experiments male albino 
Wistar rats, 5 animal per group, were used. After animal preparation a 
probe heated on 620 C wss applied to their skin during different time 
periods ( 2 0 , 3 0 , 4 0 , 5 0  and 60 seconds respeetivdy). BPC 157 and 
control substance were applied locally immediately after injury 
indoction. Colloidal carbon was applied intravenously after 4 5 , 6 0  + 75 
minutes and aRer 2 and 3 hours r~peetively. The animals were sacrificed 
5 minutes after carbon administration. After routine processing tissue 
samples were assessed on light microscepy by scoring or using image 
analysor system (SFORM, VAMS Zagrda) and on electron mieroscepy, 
for different parameters. The obtained results were statistically analysed 
using Mann - Whituey and KruskaU - Wailis tests. Results. BPC 157 
treated animals showed significantly lower oedema and vessel 
congestion, less extravasation of erythroeytes and celloidal carbon as 
well as less reactive changes of endothelial cells. Conclusion. Our results 
support the concept of direct endothelioproteetive action of BPC 157 
which should be further investigated. Literature: Seiwerth, S. et al., 1997. 
BPC 157 effect on healdng, d. Physiol. (Paris) 91, 173-178. 
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QUANTITATIVE AND MORPHOLOGICAL CHANGES IN 
PERITONEAL CELLS AFTER rhTNF-ct INDUCED SEPTIC 
SHOCK IN PREGNANT RABBITS 
PoMdniewski .......... G.*, Terlikowski, S.**, Sulkowski, S.***, 
Bieteeki, M.*, Kulikowski, M.** 
Depts. of Obstetrics*, Gynecology and Septic Obstetrics** and 
PathologieaI Anatomy*** Medical University of  Bialystok, Poland 
Aims: The aim of the study was to examine the hypothesis that TNF-cr 
is an important local immunomodulator of immunity cell function at 
the sites in the peritoneal cavity of pregnant rabbits in the course of 
septic shock induced by i,p. rhTNF-ct administration. 
Methods: The study used pregnant and non-pregnant white Dutch 
rabbits, e. 3kg b.w. The rhTNF-tx (4xl07U/mg) was injected in a single 
i.p. dose of 100/.tg/kg b.w. as the stimulus to induce experimental 
shock. Control animals received i.p. PBS. The peritoneal cavity was 
rinsed with PBS after 12h following i.p. injections and cytologleal 
study were made. Examination of the cytosmears staining by HE and 
MGG, and AS-D naphtol esterase were performed in a light 
microscepe. Cellular changes were evaluated in SEM and TEM 
microscope. 
Results: The studies found no significant qualitative and quantitative 
differentiation in the population of peritoneal cells in pregnant and 
non-pregnant animals. Features of increased phagocytic activity and 
apoptotie-type changes were observed in neutrophils and macrophages. 
Most of evaluated eosinophils show characteristic ultrastructural 
degranulation changes. 
Conclusions: The presence of TNF-ct not only activates the permanent 
set of immunocompetent cells of the peritoneal cavity bat also 
contributes to the rapid flow of other haemogenous cells involved in 
the process of local delimitation of an inflammatory proeess. No 
features of a decrease in cell reactivity were observed in pregnant 
animals. 
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PATHOMORPHOLOGY OF TIlE EXPRE~'~ION OF E-SELECTIN 
AND VCAM-I AFTER COINCUBATION OF IIUMAN UMBILICAL 
VEIN ENDOTHELIAL CELl,  CULTURES WITH A CAUSATIVE 
AGENT OF LYME DISEASE BORRELIA BURGDORFERIsI. 
Rotter, A.*, Ke~, D.**, Battista, U,***, Pezdirc, M.**** 
Institute of Pathology,* Institute of Microbiology,** Institute of 
Biophysics,*** Institute of llistology and Embryology, **** Medical 
]hculty, University of Ljubljanu, Slovenia. 
Aims: To visualize and assess the expression of E-selectin and VCAM-I 
by human umhillcal vein endothelial cell (IIUVEU) cultures vdlr 
stimulated with causative agent of borreliosis, differcot species of Borrelia 
hurgckw/bri sensu late (Bb sL). 
Methods: The consequence of direct contact of HUVEC cultures with Bh 
xL is upregulation in the expression of different adhesion molecules (cell 
receptors), e.g. E-selectin and VCAM-I, regularly expressed by stimulated 
HUVEC cultures. In our experimcnts, we used primary HIIVEC cells, 
isolated from li'csh umilical cords by modifying the methods of Jatl'e 
(1973) and Sellati (1995), and HUVEC cell lines. Harvesled HUVEC cells 
were growing in flasks, containing M1OO or EMEM growth medium, and 
plated into 24-wells microplates with round cover-slips or,' the bottom of 
each well. After thc incubation with diftbrent amounts and species of Bh 
sL, TNF-+x as positive and EMEM as negative controls, lbr the dil]i:rent 
period of time, we gently washed all wells, fixating cells with methanol, 
and perlbml~ indirect immunohlstochemical reactions (IHR) with 
monoclonal antibodies against E-sclectin and VCAM-1. 
Results: On light microscopy (I,M) the products of IHR were seen as 
different amounts of tiny brown granules, but usually only on the surthec 
of the HUVEC cell monolayers, limited to the borders of cytoplasm 
membranes. There were also diflbrcnt time-and dose-dependent intensities 
of positive reactions. EMEM controls were negative or slightly positive. 
Conclusions: The morphology and the locations of IIIR products on the 
confluent monolaycrs of IItlVEC cultures, seen by 1,M, can be different 
from the usually seen IHR products. So, it is sometimes very difficolt to 
assess, whether the IHR is real or it is an artithct. 
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CATHEPSIN B PAKTICIPATION IN THE COIJ.AGEN 
D ~ A T I O N  DURING THE REGRESSION OF EXPERIMENTAL 
HEPATIC FIBROSIS 
Rvvnysk+ V.*. O , & ~  V.*, OneaE*,  Bachs E*,  Blsj V.** 
4tN,Testemiteaz~ Meditml University*, g;_shinev, Moldova, and Centre 
of PMholosy, Academy ofSoienoea**, ~ ,  M~ldovL 
Aims: L To reveal the pa t ic ipmon of  c t d t e i ~  B in the i n t r ~ i M . r  
end/or exlt~ellulsr co l l t~a  d e # o n ;  Z To determine what cells of  
fibrotie liver pmedcipate in this process. 
Methmts: The liver fibrosis in the r~ was induced by CCI~ injection. 
The activity of  eathepsin B in fibrotic liver in the 10 md  21 days after 
the injection cancellation was inve~g~ed electron.~m~ochealically. Z- 
AhvArs-Ars-MBNA(Bach~) served aB the eubstratton for catheq~sin B. 
We treed Smith sad Wm Frmk (1975) teclmique. 
Rcstdts: The l-eaction predu~ wtm revealed as afme ~umlm" sediment 
in the ~ en11 sad fibrobl~t p t m e o l ~ o ~ s  ~ f r ~ m ~  
ofcollasen fibrils. We foond v~-aeellulu- localization of eathelmin B 
in both periods of investi~tion. The reaction product having the shape 
of ~ eleeet~on-dense ~'emiles was noted on rite hepatoeyte, Kept~ 
cell mid fibt'obinst pltunmlenwna afld on adjaeeut eollagefl fibrils. 
CenchnJom: The dete~ed eztt~ellular activity e f  r B chain S 
the fibrosis fesression susgente that in addition to the intracellulm- 
proteolyzis, cMhepsin B is secreted by hepatocytes, macropheses and 
fibroblmts in the intracellulsr spree and em take part in the 
~ranel tuler  col leen  d e ~ o ~  
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NON-GENOMIC ANTIC-PROLIFEKATIVE 
PROGESTINS: DOSE-DEPENDENCY AND 
SPECIFICITY. 
S ~ r ,  G.*, Olsen, E.L.*, Endresen, PC*, ~rbo, A** 
Dept. of Pharmacology*, Dept. of  Pathology**, 
Biology, University of ' l ' rom~, Troms~, Norway. 

EFECTS OF 
CELL CYCLE 

lnst of Medical 

Aims: Characterize the antiproliferative effects of  progesterone and 
other progestins on transformed human celt lines fi'om cancers of  the 
uterine cervix, 
Methods' (;ell culture with serum supplemented media without phenyl 
red. fiowcytometric DNA content analysis was pertbrmed after ethanol 
fixation and propidium iodide staining, steroid receptors were assayed by 
immunochemistry. 
Results: Progesterone, medroxy-progesterone and megestrol acctate 
caused a concentration-dependent growth inhibition in C4-1, C33A and 
Me-180 cells. The C4-1 cell line was studied further since it was devoid 
of genomic receptors tbr progesterone, estrogen and testosterone. The 
antiproliferative effect of progesterone was not reversed by blockers o f  
genomic receptors. The present study showed a half-maximal inhibition 
at about lO~w'mt and that progesterone caused an increased cell ti'action 
in GI phase 
Conclusion: The present study indicates that progesterone has a growth 
inhibitory effect conveyed by a specific non-genomic mechanism of  
action which arrests the C4- I cells in the G~ phase. 
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(2OMI~AI~ATIVE STUDIES ON THE ULTRASTRUCTUI(E OF 
THE RAT LUNGS AFTER 1NTI~ATUMOR TREATMENT OF 
MORRIS HEPATOMA WITH rhTNF-ct AND ITS MUTEINS 
Nowak, H.F,*, T_erlikowski, S.**_, Sulkowski, S.*, Sulkowska, M* 
Dcpts. of Pathological Anatomy* and Gynecology and Septic 
Obstetrics** Medical University of Bialystok, Poland 
Aims: The aim of the study was the comparative analysis of changes 
found in the lungs of Buffalo rats in the course of Morris hepatoma 
5123 after i.t. treatment with rhTNF-cc and its mutoi~s 
Methods: "fNF-oc has been shown to interact with two receptors: p55R 
and p75R. Mutein V binds selectively with p55R. Mutcin VI l~.ils to 
recognize either TNF-R. The cytoklnes were applied in a dose of 10gg 
in a cycle of 8 days. The control group consisted of animals which 
were given i.t. PBS. Ultrastruetural examinations were based on TEM. 
Results: Mutein Vl-receiving animals showed enhanced changes of 
cytotoxic nature. Severe damage to endothelial cells was observed. 
Blood vascular lumen showed accumulation of ncutrophils mid 
monocytes. Focally, within pulmonary alveoli conglomerates of fibrin 
and fragments of damaged cells were found. The epithelium of 
pulmonary alveoli showed signs of considerable damage, including 
necrosis, The lmnen of pulnmnary capillaries in rhTNF-~-treated 
animals showed a predominance of eosinophils and nmnocytic cells. 
Features of endothelial stimulation were observed, although without a 
tendency to form microthrombi. Much less pronounced changes both 
in the lung capillary bed and in the alveolar epithelial cells were noted 
in the mr.rein V-given animals. 
Conclusions: Our findings confirm the possibility of peripheral 
activation of cells i,wolved in the cytokine-induced antitumor 
response. Mutein V with the smallest effect on the hmg tissue 
rebuilding seems to be a rhTNF-c~ derivative which can delimit the 
undesirable symptoms in the course ofantitumor therapy reduced to i.t. 
injections. 
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BASIC FIBROBLAST GROWTH FACTOR PRODUCTION IN 
HUMAN PERITONEAL MESOTHELIAL CELLS: INDUCTION BY 
INTERI~UKIN- 113 
$tadlmann, S.*, Cronauer, M.V,**, Kloeker, H.**, Abendstein, B.***, 
Crier, I.E.**, Zeimet, A.G.***, Marth, C.***, Offner, F.A.* 
Dpt. of  Pathology*, Dpt. of Urology**, and Dpt. of Obstetrics and 
Gynecology***, University of Innsbruek, Austria. 
Aims: Clinical end experimental evidence suggest that human peritoneal 
mesothelial ceils (HPMC) act as a bioaetive cellular membrane which is 
involved in the regulation of peritoneal inflammation and fibrosis. We 
have recently shown that HPMC produce transforming growth factor-beta 
(TGF-fJ) when activated by the proinflammatory eytokine interleukin (IL)- 
1-R (Am J Pathol 148:1679-88). In the present study we defined the 
production of  basic flbroblast growth factor (bFOF) by HPMC. 
Methods: bFGF was detected in situ by immunohistoehemistry in normal 
and inflamed omental tissue. HPMC were isolated from human omentum 
majus and bFGF production was analyzed by specific immtmo-assay and 
quantitative RT-PCR. 
Results: Immunohistochemical analysis of peritoneal tissue revealed 
constitutive expression of bFGF by HPMC that was markedly increased in 
aerosol inflammation. Cultured I-IPMC produced l~ge amounts of bFGF. 
Almost 80 % of hFGF (1,547 _+ 173 pg/10 cells) was localized 
intraeellularly and approximately 20 % (357 5 :27  pg/10 s cells) was 
associated with extracellular matrix components on the cell surface. 
Treatment of I-IPMC with IL-IB resulted in a time- and dose dependent 
increase of  the production and the release of  bFGF. The intracellular 
content of  the protein was increased by 4 1 %  (2,136 • 138 pg/IO s cells. 
P< 0.05). Cell surface bound bFGF was elevated 58 % (564 • 52.4 pg/10 ] 
cells; P< 0.01) above control values. Quantitative RT-PCR analysis 
revealed a 3.5 fold increase of bFGF-specific mRNA transcripts within 12 
hours of  stimulation with IL- 113. 
Conclusions: bFGF and TGF-13 are regarded as key players in the 
regulation of wound healing and tissue repair. Our data suggest that 
HPMC, by the release of both cytokines are crucially involved in 
peritoneal inflammation and healing which may also result in peritoneal 
fibrosis. 
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THE EFFECT OF TENASCIN ON FOCAL ADHESION PLAQUES 
ADDED TO CELL CULTURES 
A.M. T6kes, S. Paku l, S T6th 2, E. Paoli, E Hortov~myi, A. K~tdhr 
2nd Department of Pathology, ~- 1st Deparment of Pathology and 
Experimental Cancer Research, 2_ Department of Genetics, Cell and 
Immunobiology, Budapest-Hungary 
Aims: The role of tenascin (TN) in the organization of filamentous 
actin cytoskeleton and focal adhesion complexes was examined in 
highly invasive MDA-MB-435 breast and DU-145 prostatic cell-lines 
based on the high stromal expression of TN in invasive ductal 
carcinoma of the breast. 
Methods: The effect of TN on focal adhesion plaques used in soluble 
form added to cell cultures or using TN as a coating substrate was 
studied. Double labeling for actin filaments and vinculin plaques was 
used. Stained specimens were analysed on laser scanning confocal 
microscopy. 
To assess the stromal expression of TN formalin fixed, paraffin 
emedded specimens were examined immunohistochemically. 
Results: Soluble TN added to well spread cells had no significant effect 
on focal adhesion plaques nor on phalloidin stained F-actin stress fibers. 
A slight tendency in reduction of the number of  vinculin plaques was 
observed at a high concentration (100 lag/roll of TN 
On TN substrate the cells were slightly able to attach but remained 
rounded and spread out weakly only aider longer incubation. 
Conclusion: The role of TN in the ineraction of ceIl-cell and celt- 
matrix must be more complex and must be influenced also by other 
extracellular components, 
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MEROS1N DISTRIBUTION AND ANGIOGENIC FACTOR GENE 
EXPRESSION IN ANGIOGENESIS OF SUPRAGLOTTIS, LUNG 
AND BREAST CARCINOMAS. 

Ciocci, L., Fcn'auti P., Cicerone E., Baroni C.D. 
2 Pathological Anatomy, University "La Sapienza", Roma, Italy 
Aims: To investigate the role of angiogenesis in tumor growth by 
evaluating the relationship among vaseularity, malrix proteins and 
angiogenic factors in solid tumors. 
Methods: Distribution of  vessels, flbroneetin, type IV collagen, 
tenasein, laminin and memsin was evaluated by immunohistochemistry, 
and gene expression for VEGF, FGF2, TGFI31, Flt-I and KDR by in situ 
hybridization, in 10 supraglottis squarnous carcinomas, 10 non-small cell 
lung carcinomas and 9 classic (NOS) invasive duotal breast carcinomas. 
Results: Independently of  histology and vaecularity of tumors, merosin 
was observed in basal membranes of a limited proportion of vessels. 
Merosin expression in endothelial cell lines suggested that the presence 
of merosin in vessels may be related to early angiogenesis. Stromal and 
parenchymal vasoularity was associated with merosin distribution only in 
supraglottis carcinomas, whereas in lung and breast carcinomas merosin 
was expressed only in stromal vessels. It is worth of note that the highest 
proportion of merosin positive vessels in stroma and parenchyma was 
constantly associated with the highest number of cells producing 
angiogenic factors. In supragiottis carcinomas the majority of cells 
producing angiogenic factors were VEGF positive neoplastic cells, 
whereas in lung and breast carcinomas they were FGF2/TGFI31 positive 
stromal macrophages and f~broblasts. 
Conclusions: In vivo ed in vitro expression of merosin in vessels may 
be related to an early phase of angiogenesis. Evaluation of  distribution of 
early developing vessels and of local production of angiogenic factors 
contribute to a better understanding of the role of tumor-angiogenesis in 
the potential growth and spread of solid tumors. Furthermore in tumors 
of various histogenesis, different cells might be responsible for the 
production ofangiogenic factors and for stimulating tumor angiogenesis. 
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EXPRESSION OF MUC-4 IN NORMAL, METAPLASTIC AND 
DYSPLASTIC CERVICAL EPIT{ELIUM. 
F.Alameda(*): C.Bolce(**): M.Garrido (**); A.Lopez Fetter 
(**); C.Barranco (*); P.Fuste (***); and S.Serr~lo (*). 
Dpts. of Pathology (*), and Obstetric and Gynecology 
(***). Hospital del Mar. Cellular and Molecular Biology 
Unit. IMIM. 
Autoncmous University of Barcelona. Barcelona. Spain. 

Normal ectocervix displays a typlcal stratified squamous 
eDithelium with a basal layer where the proliferating 
cells are confined, and a differentiated keratinocyte 
layers in the upper ccmparhnent. The carclnogenesis of 
cervical mucosa is a well characterised multistep process 
that has been associated to the infection with HPV. 
Sewers1 degrees of dysplasia have been identified as 
preneoplastic lesions, ~md are characterised by higher 
prolifarayicn rate ' associated with as unfinished 
maturation process. Until now, nine human genes coding 
for humans mucins have been identified. From then, MUC4 
has been initially Partially cloned from a 
tracheobronchial eDNA and it has been detected in the 
normal epithelia of the endorecvix as the other locations. 
The aim of this study was to ~nslyse, by 
ir,munohis tochemis try with specific antibodies, the 
expression patten of MUC4 in normal ectocervix and in 
samples with metaplasia and several degrees of dysplasia. 
Results show that in normal ectocervical epithelium, 
MUC4 is only detected focally in the basal layer of 
4/19 samples. In squampus metaplasla~JC4 is found in 7/8 
tissues with a range of positive basal cells between 10- 
50%. In dysplastic lesions, MUC4 is higly expressed: in 
15/18 mild, 7/7 moderate and 9/9 severe dysplasia, with 
a high degree of positive celia (more than 75%). 
In conclusion, the activation of MUC4 in p~plastic 
lesions of ectocervical epithelium may be interpreted as 
conservative properties of basal layer, and may be used 
aS marker for dysplastic cervucal epithelium. 
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TIMING OF ENDOMETRIAL BIOPSY AND INTER AND LNTRA- 
OBSERVER VARIABILITY IN LUTEAL PHASE DEFECTS. 
M.Castill0, J.Ordi, J.Baiasch, L.Quint6, M.Creus, M.M/trquez, B.Ferrer, 
A.Cardesa. IDIBAPS Hospital Clinic. Univarsitat de Barcelona. Spain. 
Aim: To determine the magnitude of inter- and intra-observer in dating 
endometrial biopsies performed in different parts of the luteal cycle (mid- 
and late luteal phase) and its impact on the diagnosis of  luteal phase 
defects (LPD). 
Material and methods: 55 infertile women (mean age 31.6, range 24- 
40) underwent two endomctrial biopsies during a single menstrual cycle. 
A midluteai biopsy was done on postovulatory days 6-8 (7.33/0.67), and 
a late biopsy 4 days later (postovulatory clays 10-12, mean 11.17i-0.69). 
Biopsy specimens were evaluated by two different pathologists on H&E 
stained slides following the criteria of  Noyes et al, using a single day 
reading. Two blinded evaluations were performed by each pathologist, 
six months apart. An out.of-phase biopsy (LPD) was defined as _>3 days 
lag between the chronological and the histological day. 
Results: Overall intra-obsorver variation was -0.09_-!-0.94 in the midtuteal 
and-0.57• in the late lutes/ biopsy. Interobservervariation was 
-0.13:t:1.11 and -0.18+1.04 respectively. At least one reading of LPD 

was observed in 23/55 (41.8%) ofmidluteal biopsies and 5/49 (10.2%) of" 
late biopsies. However, exact agreement in the diagnosis of LPD was 
observed only in 6/23 (26%) of these cases (10.9% of  all midluteal 
biopsies) end in 0/5 late biopsies. Thus, clinically significant 
inconsistencies between evaiuators or evaluations were detected in 
30.9~ midluteal and 10.2% of late luteal biopsies. No correlation was 
found between the diagnosis of LPD in mid- and late lutesl biopsies. 
Cone, lesions: Histological dating of endometriai biopsies is subject to a 
small but highly significant variability with an important impact on 
clinical management. Differences between chronological and histological 
day are more frequent in the midluteal phase, but its significance is 
u n o l ~  
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MALIGNANT MIXED M0"LLERIAN TUMOR OF THE FEMALE 
GENITAL TRACT. A CLINICOPATHOLOGIC AND 
IMMUNOHISTOCHEMICAL STUDY. 
Aleio. M., Autonell, J., Marttnez, MJ. 
Dpt. of  Pathology, Hospital General de Vic, Barcelona, Spain. 

Malignant mixed mQllerian tumors (MMMT) of the female genital 
tract are uncommon neoplasms with a poor prognosis. They are 
composed of a mixture of carcinomatous and sarcomatous elements, 
and have generally been regarded as a type of sarcoma. Recent 
evidence suggest that they should be more closely related to 
carcinoma. 
In order to verify this hypothesis, we performed a clinicopathologic 
and immunohistochemical study of  6 cases. Three monoclonal 
antibodies were used to detect epithelial antigen (AE1/AE3, CAM 5.2, 
EMA). Various monoclonal antibodies against mesenchymal antigens 
(vimentin, desmin, actin, and osteonectin) were also used. The 
patients'age ranged from 68 to 83 years (moan, 77). The origin of 
primary tumor was: uterus (4 eases), cervix (1 case), ovary (1 case). 
Metastases were found in 3 cases (lymph nodes, 2; lung, 1; bone, 1). 
The epithelial component was endomotrioid carcinoma (3 cases), and 
a mixture of endometrioid and serous carcinoma in the other cases. 
Heterologous sarcomatous component was present in all cases. The 
sarcoma cells expressed not only mesenchymal antigens but also 
focally epithelial antigens. The carcinoma was positive for epithelial 
antigens, vimentin and negative for other mesenchymal antigens. B- 
HCG was focally detected in one carcinoma. Five patients died from 
tumor and one of them is alive and remained tumor free 6 months after 
diagnosis. 
Our study supports the evidence that malignant mixed tumors of the 
female genital tract should be classified as carcinomas rather than 
sarcomas. 
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TAMOXIFEN AND ENDOMETRIAL CHANGES : 
REPORT OF 13 CASES 

E. ALEXOIN~ULOU t, G. 'PSANGARAKIS ~, A. FERICEAN 3, G. PAPPIS, 
Z. MYRONIDOU z sad G. GEORGADAKIS 2. 

Technician: B. Asimori 
Pathology I and Gynecology 2 Departments, Volos General Hospital, 

"Hippokration" Pathology-l,aboratory 3, Volos, Greece 

Tamoxifen is a synthetic, non-steroidal anti-estrogenic compound, 
successfully used in the therapy of breast cancer. However, in 
recent years, this therapy has been associated with an increased 
incidence of various endometrinl changes, both benign and 
malignant. 
We present 13 cases concerning patients aged 51-79 yrs, who 
underwent mastectomy for invasive breast carcinoma and were 
treated with tamoxifen, for a period ranging from 2 to 9 years. All 
patients presented with abnormal uterine bleeding. 
Of the above, 7 women developed malignant endometrial 
neoplasms (4 endometrioid adenocareinomas, 1 adenus'qunmous 
adenocarcinoma, I serous papillary carcinoma and 1 m~illerian 
adenosarcoma). Benign endometrial neoplasms (polyps) were found 
in 3 patients, while histology revealed simple or complex 
endometrial hyperplasia in the remaining 3 cases. 
Our work emphasizes the role of tamoxifen on the endometrium, 
as has already been supported by other studies and stresses the 
need of gynecological examination before, during, as well as after 
tamoxifen therapy. 
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OVARIAN TERATOMAS. A CLINICOPATHOLOGIC STUDY OF 
48 CASES. 

Autonell~ ,r., Alejo, M., Martinez, MJ. 
Dpt. of Pathology, Hospital General de Vic, Barcelona, Spain. 

Germ cell tumors constitute about 20% &al l  ovarian tumors. Most of 
them are found in children and young adults. About 95% of these 
tumors are boning cystic teratomas. 
Forty-eight primary ovarian teratomas were obtained from the files of 
Pathology Department, Hospital General de Vic (Barcelona), from 
1982 to 1998. They ocurred in females aged between 5 to 92 years 
old (mean, 42) and they had presented symptoms of abdominal 
swelling or pain. The ovarian tumors can be cystic or solid and cystic. 
The two ovaries were involved in 18% of the cases. On microscopic 
examination, 45 eases were mature cystic teratomas (MCT), 1 case 
was immature teratoma (IT) with loci of yolk sac tumor (hepatoid 
subtype), and 2 eases of mature cystic teratomas with malignant 
transformation (one squamous cell carcinoma and one 
adonoeareinoma). In 100% of 48 teratomas were found ectodermal 
elements, in 60% endodermal and in 46% mesodermal elements. 
There was thyroid tissue in 19% of cases. All the MCT were treated 
only by surgery, but the patient with IT also received adjuvant 
chemotherapy. The two patients with malignant change in ovarian 
mature cystic teratomas were treated by surgery, radiation and 
chemotherapy. All the patients with MCT and IT are alive and disease 
free. The two patients with malignant teratoma are alive, and 
apparently disease free, 4 and 2 years after diagnosis. 
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ASSESMENT OF THE PROLIFERATIVE RATIO AND THE 
PATTERN OF CELULAR DIFFERENTIATION IN LESIONS OF 
THE UTERINE CERVIX ASSOCIATED WITH H]PV INFECTION. 

Aiomo MJ' ,  C,6m,.'- F*, Cot.cuera MT*, Pica~ A t, Mtttoz g i*, Garcia 
R', Casado I* 
'Service of Pathology Carlos 111 Hospital Madrid. Spa/a. 
"'Depamnem of Patholoty and Cetl~ar Biology. University of Salamev~ 
S i n ~  

AIMS:Recents studies suggest that Ki-67 antigen quantification can 
offer useful information in order to classify pre,malignant uterine 
~ r v ~  lesions, produced by human papillomavims OIPV). However, 
virus replicatioo in some lesions could determine and exccedeAI value 
of this parameter. The aim of this work is to test this hypothesis, using 
a mrmanal differentiation marker like involuerin. 

METHODS: A double and simultaneous immunostainin$ to Ki-67 
(Mib-1 antibody) was carry out. Iovolucrin was used on histological 
sections of eondylomatous lesionsfrom positive cervix for 
immunohistcehemical t~laniques m a slru~-tund HPV common 
amigen_The l~rcentage of the Ki-67 positive nuclear ar~t was 
quantified by image analysis. 

RESULTS: All the sample showed numerous positive cells both to 
K.i-67 and involucrin, mainly placed in the upper middle of the 
epithelium, 

CONCLUSIONS: In our opinion, the intense viral replication in non- 
malignant lesions produced by HPV determine and ~cedcd 
estimation of  the celular proliferation ratio expressed as the l~rc~raage 
of the Ki-67 positive nuclear area. So, this parameter must be used 
with caution in order to classify pre-malignant lesions. 
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CARCINOMA OF ENDOMETRIUM: COMPARATIVE 
IMMUNOH1STOCHEMICAL STUDY OF 65 CASES WITH 
OESTROGEN AND PROGESTERONE RECEPTORS WITH Bcl-2 
AND p53 EXPRESION. 
Badal AlteqJ.M.*,Sant Masoliver, F.*, Moysset Agusti, |.*,Bergds, C.** 
Dpts. of Pathology* and Gynecology**, Hospital General de Manresa 
Manresa, Spain 
AIMS: Carry out a comparative study of 65 eases of  Endometrial 
Carcinoma, and the type ofendometrium adjacent to the tumor, relating 
clinical findings with immunohistochemieal studies (bcl-2, p53, 
oestrogen and progesterone receptors) and mitotic and apoptotie indexes. 
METHODS: We are investigating 65 eases of Endometrial Carcinoma, 
classifying them by their histologie type; registering the type of residual 
endometrium which accompanies the tumor. The recorded clinical data 
are age, staging, treatment and evolution. Immunohistochemistry was 
performed using a combination of the microwave-oven heating and the 
standard streptavidin-biotin-peroxidase complex methods on 4urn thick 
sections. The antibodies used were antihuman bcl-2 mouse monoclonai 
antibody (prediluted), p53 (prediluted), anti-oestrogen receptor mou~ 
monoclonal antibody (prediluted) and anti-progesterone receptor mouse 
monoclonal antibody (prediluted). Scoring of the immunohistochemistry 
results was performed according to the methods described by Sinicrope 
et al. Apoptotie index (AI) and Mitotic index (MI) were examined in 
haematoxylin and eosin (H&E)-stained sections under high-power (x40 
objective and a I0 ocular) magnification. Statistical analysis of  data for 
AI, MI and immunoreactive scores was performed using Mann-Whitney 
U-test. 
RESULTS AND CONCLUSIONS: This study of 65 cases confirms 
that a high level ofbel-2 expression plays a central role in the inhibition 
of apoptosis in endometrial eareinomus, being more closely associated 
with Progesterone Receptor than Oestrogen Receptor status. 
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HIV I,OCAI,IZATION IN HPV RELATED, HIGH GRADE 
SQUAMOUS INTRA-EPITIIELIAL LESIONS OF THE CERVIX IN 
WOMEN WITH HIV INFECTION 
D'Amico, M.~ Camlonc,M~ Vago, U*; Marfini,l.~ Cecchini,G.C.~ 
Costanzi,G.*; Barberis,M.C.P. ~ 
Dpts of Pathology, "E.Bernardelli" Foundation ~ Paderno Dugnano, and 
Ospedale L. Sacco, University of Milan*, Milan, Italy 

Aims.To ewduale a possible mecha.fism ol'lllV and HPV interaction, we 
have identified the tissue compartments in the cervix which harbor HIV. 
Methods. 39 paraffin embedded, cervical conization specimens with high 
grade Cervical lntraepithelial Ncoplasia (('IN 111) occurring in IlIV- 
infected women were studied. From selected intracpithelial HPV-positive 
(confirmed by in situ hybridization), non ulcerated specimens, we obtained 
serial 4-5 ~t thick sections that were stained with Hematoxylin and Eosin, 
anti S100 protein and anti CD4. The presence of intra-mueosal 
Langerhans' or dendritic cells and/or CD4 positive cells was registered. 
Three consecutive, non microdissecled, full thickness sections of the same 
specimens wcrc used for Polymerase Chain Reaction (P('R) analysis 
(group A). Other uncovered three, consecutive sections from the same 
blocks were examined with an inverted microscope and full-thickness 
specimens of mucosa were dissect'txl from the underlying cervical stroma, 
gently removed and used for PCR (group B),The quality of  DNA was 
checked by HI,A-I)Qr amplification; then a nested PCR for HIV proviral 
DNA was performed. Results. 5/39 (12.8%) cases of the group A were 
positive wbercas IIIV was not detected in the microdissccted sections of 
tile group B, with or without intraepithelial Langerhans' or CD4 cells. 
Conclusions. HIV does not afl~ct cervical epithelium, The lack of 
infected Langerlmns' and/or dendritic cells indicates a nfigration to the 
proximal lymph nodes of  the infected cells. The absence of HIV proviral 
DNA in the CIN infiltrated by CD4 cells could be due to the low number 
or absence of infected CD4 cells. 
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VILLOGLANDULAR ADENOCARCINOMA OF THE UTERINE 
CERVIX. A CASE REPORT. 
Cutlas. MA., Carrato, C.**, Barranco, C.**, Xarri6, S., Francesoh, A.*, 
Clemente, P.*, Serrano, S.**. 
Dpt. of  Pathology and Gynecology *, Pius Hospital de Vails, 
Tarragona. Dpt. of  Psthology Hospital del Mar, Autonomous University 
of  Barcelona**, Barcelona. Spain. 
Introduction: Vifioglandular adenocarcinoma of  the uterine cervix 
(VCC) is a distinct histologie type of  cervical cancer, which occurs 
primarily in young women and has an unusual exceleat prognosis. 
Case report: A 33 years-old woman, with no history of previous oral 
contraceptive treatment, presented with postcoital vaginal bleeding. 
Colposcopic examination revealed an exophitic and friable cervical 
lesion. Patient was diagnosed by cervical cytologic smears and cervical 
and endometrial biopsy material. Radical hysterectomy and bilateral 
pelvic lymphadenectomy, with intraoperafive consulting, was performed. 
Results: Cervical smears revealed long villous fronds, and papillae lined 
by colnrrmar cells with intact r borders and mild atypia, Gross 
examination of the hysterectomy specimen showed an exophytic cervical 
tumor of  20mm. as its greater diameter. I-Iistologic examination of  both, 
cervical biopsy and surgery specimen, revealed an exopbytic tumor with 
a complex papillary architecture. The epithelium lining papillary tufts 
showed mild atypia and the core o f  the papilla presented moderate 
chronic inflamatory infiltrate. The infiitratmg component was superficial 
and presented minimaI desmoplastic response. The tumor was confined 
to the cervix. Vascular involvement was not seeu. 
Discussion: Although deep invasion with extemsiou into the uterine 
corpus may occur, VCC are mostly waperfichl and restricted to the 
cervical portion. It represents, by definition, a well-difl'ereatiated 
adenooarcinoma. For all these reasons, some authors propose a more 
conservative treatment (simple excisional biopsy or cunization), a 
therapeutic option of  particular importance for young women who wish 
to preserve reproductive capability. 
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PARAVAGINAI, FEMALE ADNEXAL TUMOR OF PROBABLE 
WOLFFIAN ORIGIN. A CASE REPORT 
Baseska` N., Yashar, G., Kubelka, K., Zografski, O., Stavdc, G. 
Dpt. of Histopathology and Clinical Cytology, Institute of Radiotherapy 
and Oneology, Medical Faculty, Skopje, Republic of  Macedonia 
Female adnexal tumor of probable Wolffian origin (FATWO) is a rare 
neoplasm originating from mesonephric remnants. Approximately 50 cases 
have been reported, predominantly arising in broad ligament, mesosalpinx, 
ovarian hilus, and pedadnexal region. 
Aims: The aim of this report is to present the clinical and pathological 
features of a FATWO occurring in paravaglnal area. So tSx, there have 
been only two cases reported to occur at this site. 
Case report: The patient is a 23-year old, nuliparous female, presented 
with a painless fixed paravaginal tumor. In August 1995, explorative 
laparatomy was performed. Encapsulated ovoid, tumor, located between 
urinary bladder and vagina, tightly fixed to vaginal wall connective tissue, 
was found. The uterus and both adnexa appeared unremarkable. The tumor 
was removed and biopsy sample from left ovary was taken, The patient had 
had an uneventful post-operative course and she remained well, without 
evidence of  recurrence, 42 months after laparatomy, 
Results: The tumor was a solid ovoid mass with smooth surface, 
measuring 6.7 x 5 x 3.7 era. On sectioning, the neoplastic tissue was solid, 
solt, butter yellow in colour; multiple cysts varying up to 3 cm in diameter 
and hemorrhagic foci were also present. Microscopically, it was well 
circumscribed and surrounded by librous capsule, composed of tumor cells 
arranged in different patterns: solid, closely packed tubules, and 
mierocystic. The histochemical and immunohistocbemical fiyaturcs of the 
tumor were identical to other cases of FATWO reported in the literature. 
Conclusions: Although the majority of these tumors are benign, a few 
eases have shown definite low malignant potential, with metastases and 
recurrences developing afi.er at least 6 to 16 years following radical 
surgery. The presented case indicates that in spite of  the unusual location, 
FATWO must be recognized, ensuring a careful and prolonged lbllow-up. 
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KI-67 EXPRESSION IN ENDOMETRIA FROM LONG TERM 
TAMOXIFEN TREATED PATIENTS. 
C~rvia tL Higueras M, Gareia del Moral R, Bergeron C, Nognles FF. 
Department of Pathology. University of  Granada Medical School. 
18012 Granada, Spain and Laboratoire Pasteur-Cerba, Pontoise, 
France. 

Aims: To demonstrate proliferative activity in apparently atrophic 
endometria of  long term tamoxifen treated patients (LTTTPs) obtained 
during regular check ups during tamoxifen administration. 
Methods and materials: 67 endometria from postmenopausal patients. 
Of these , 47 corrresponded to LTTTPs (TX group). The control 
groups were 6 were endometria from breast cancer patients untreated 
by tamoxifen (CN1 group) and 14 from postmenopausal patients 
without breast cancer or tamoxifen treatment (CN2 group). Percentage 
measurements of marked nuclei were performed in: surface epithelium 
(SE), non-dilated glands (GLA), dilated glands (DIL) and stroma (ST). 
For statistical analysis, Kruskal-Waltis test was applied. 

Results: LTTTPs (TX group) showed a higher percentage of  Ki67+ 
nuclei than SE (p<0.O01); GLA (p<0.001);ST(p<O.001) than both 
control groups; dilated glands did not show any significant differences. 
See table 

GROUP SE GLA DIL ST 
TMX 105 12.9 05 2.6 
CNI I 0.8 0 0.8 
CN2 1.2 1.4 0.2 0 I 
SIGNIFICANCE P<0.001 P<0.00I NO. P>0.001 

Conclusions: There is a significantly increase of Ki67 expression in the 
endometria of LTTTPs. This expression is present in surface epithelium, 
glands and stroma and clearly demonstrates the proliferation induced by 
tamoxifen in apparently atrophic endometria. 
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ATYPICAL OVARIAN ENDOMETRIOTIC CYSTS (AOEC). 
AN IMMUNOHISTOCHEMICAL STUDY OF p53, MIB-1 (Ki- 
67), AND ESTROGEN (ER) AND PROGESTERON 
RECEPTORS (PR). 
Condom I~, Vidal N, Pafiles M J, Vi .dal A, Balaguer6 L*. 
Depts of  Pathology and Gynecology*, University of  Barcelona, 
Hospital de Bellvitga, L'Hospitalet de Llobregat, Barcelona, 
Spain. 
Aims: To investigate the possible precancerous significance of 
marked atypia in the lining epithelium o f  non-hyperpiastic 
endometriotic cysts o f  the ovary. 
Methods: Five cases of AOEC were immunostalned for p53, Ki- 
67, ER, and PR. Results were scored by a combined system based 
on both the percentage of  positive cell nuolei and the staining 
intensity (range 0 to12), and compared with those of  eases of non- 
atypical, non-byporplastie endometriosis (NANHE) and cases of 
clear cell carcinoma of the ovary (CCC). 
Results: The values for p53 in AOEC (median • SE 4.0 + 1.44, 
range I-6) were similar to those of  CCC (median • SE 4.0 + 1.73, 
range 0-6) and higher than in NANI-IE (median-+ SE 1.0 + 1.15, 
range 0-4). ER and PR tended to be lower in atypical areas of  
AOEC than in NANHE and were negative in CCC. Prolif~ation 
index was low in both types ofendometdosis, though some 
isolated Ki-67 positive atypical cells were consistently found in 
each ease of  AOEC. 
Conclusions: Marked atypia in the lining epithelium of  
nonhyperplastic endometriotie cysts appears not to be a 
degenerative change, and might represent a precursor lesion for 
nonandometdoid types of  ovarian carcinoma. 
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PROGNOSTIC SIGNIFICANCE OF p53, CA19-9 AND M3SI EXPRESSION 
IN OVARIAN CARCINOMAS 
A.Dionl~i. C.Facce, C.Riva,* R.Novario, ~ MGrampa, C Capella 
Dpt. of Clinical and Biological Sciences, University of Insubria;* Medical 
Ph~es; ~ Gynecology and Obstetric, Ospedale di Circolo,Varesr Italy 
Aims: In recent years, some factors influencing prognosis of  ovarian 
carcinoma (OC) have been studied, but at present the stage can be 
considered the only reliable prognostic indicator. Among markers, p53 
seems to be associated with aggressive behavior in OC, even if its value 
as independent prognostic factor needs to be established. The authors 
investigated the prognostic significance of  clinieopathotogieal, 
histological features and of expression of p53, gastroanteropancreatie 
epithelial cells antigens, tumor and proliferation markers. 
Methods: We evaluated 87 OCs, including 25 mueinous, 29 serous, 12 
r 9 clear cell and 12 undifferentiated carcinomas. Sections 
were immunostained using following antisera and mAb: p53, pepsinogen 
II 0aglI), gastric foveolar antigen MI, cathepsin E, intestinal antigen 
M3SI, colorectal antigen CAR-5, panereatieo-biliary antigen Dupan-2, 
CEA, TAG-72, CA19-9, CA125, MIB1. Grade and FIGO stage were 
assessed. The mean follow-up was 64 months (range 1-238). Statistical 
analysis was performed using Logrank test and Cox's regression model. 
Results: Univafiate analysis revealed that M3SI (p<0.001) and CA19-9 
(p<0.005) using a >30% cut-off poim, M1BI (p<o.001) and p53 
(p<0.001) using a >20% cut-off point were significant predictors of poor 
survival. In addition negativity for M1, DUPAN-2, BD5 and cathepsin E 
correlated with poor outcome. On multivariate analysis serous and 
undifferentiated histologic types (p-0.0434), advanced stage (p=0.0140), 
p53 overexpression (p=0.0014), CA19-9 (p=0.0290) and M3SI 
(p----0.0153) immunoreaetivity were the only independent variables 
predictive of poor outcome. 
Conclusions: Our results confirm that advanced stage is a reliable 
prognostic indicator of  poor outcome in ovarian carcinomas, p53o CAI 9- 
9 and M3SI seem to be independent prognostic markers of aggressive 
behavior. 
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PROGNOSTIC SIGNIFICANCE OF SPONTANEOUS APOPTOSIS, p53 
STATUS AND I)r EXPRESSION IN OVARIAN CARCINOMAS. 
F.,I. de la Torre, C. F~steban**, J. Castellvi, A. Gil*, J. Gonzalez I, 
J.Xercavins i, A.Garcia. 
Department of Pathology, Oncelogy Gynecology*and Biomedical 
Research U n i t " .  Vail d'Hebron Hospitals. Barcelona. Spain. 
Aims: To look |br possible associations among apoptotic index, p53 
status, and bob2 expression and prognosis in ovarian carcinoma. 
Methods: We have studied 20 cases of  primary opithr ovarian tumors 
(5 serous, 6 endometrioid, 3 rnucinous, 2 clear cell carcinoma, and 
4.tumors of low malignant potential). We reviewed clinical stage, 
histologic type and grade, according to FIGO considerations.We also 
t,waluated the nuclear atypia, necrosis and peritumoral grade of 
inflammation. Apoptolic cells were counted on II&E sections in 10 high 
power fields. P53 and bcl-2 expression were detected immuno- 
histocbemically. 
Results: Moderate or high AI were detected in 13 cases, p53 protein 
accumulation in 12 cases and diffuse Bcl-2 expression in 8 cases. Most of 
the cases with high AI belonged to the group of  serous (5/5) and 
endometrioid (4/6), whereas tumors of low malignant potential and 
mutinous carcinomas mostly showed low AI (3/4 and 2/3 respectively). 
P53 protein was orion demonstrated strongly in serous carcinornas and 
mildly in endometrioid once. Strong bcl-2 immunoreactivity was also seen 
in tumors of  low malignant potential (3/4), and endometrioid and clear cell 
carcinomas (4/7 and 2/2 respectively). A correlation was found between 
high AL and other prognosis factors. We also found some association 
between high AI and a high accumulation of p53 protein and an inverse 
relation with expression ofbr 
Conclusions:Although we saw a relative variability in the extent of 
apoptotic ceU death, there was a correlation to certain histologic types. 
The bcl-2 and p53 protein seems to be implicated inhibiting and inducing 
apoptosis, respectively. As shown by the results of the present study, 
frequent apoptosis could have a poor prognostic sign in ovarian 
carcinomas. 
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METALLOPROTEINASES (MMP) AND THEIR TISSUE 
INHIBITORS (TIMP) IN CERVICAL SQUAMOUS CELL 
CARCINOMA (SCC). 
Fleischeuer REM, van (3oor H, Klooster J, v a n  der Zee AGJ', tIollema 
H. Depts. of Pathology and *Gynaecelogy, University Hospital 
Groningen, The Netherlands. 
INTRODUCTION: MMPs are a family of enzymes which participate 
in extracellular matrix degradation and remodelling. They are believed 
to play a role in tumor invasion and metastasis. All MMPs are negatively 
regulated by TIMPs, whereas MT-MMP can activate MMP-2. Recently, 
their expression has been analyzed in cervical adenocarcinomas.~ In the 
present study we have evaluated their presence and potential role in the 
progression of cervical SCC. 
METHODS: Frozen-sections of 5 CIN-III lesions, 15 cervical SCCs and 
5 controls were immunohistochemically evaluated for the expression of 
MMP-2, -3, -9, TIMP-1, -2 and MT-MMP. 
RESULTS: MMP-2 was expressed by tumor cells in 9/15 tumors and by 
normal epithelium (4/5). MMP-3 was variably expressed by 
inflammatory cells present in C1N-III, tumors and controls. In contrast to 
controls, MMP-9 and MT-MMP were upregulated in inflammatory cells 
surrounding tumor and CIN. TIMP-1 staining revealed stromal 
expression in 12/15 tumors, in 1/5 CIN-IIt and in none of the controls. 
Strong TIMP-2 protein expression was found along tumor invasion 
margins and along basal membranes of both CIN and normal epithelium. 
CONCLUSION: The variable expression of MMPs and TIMPs in 
tumor and tumor stroma of  cervical SCC, suggest a crucial role in the 
carcinogenesis of cervical SCC. Extension of case numbers is needed to 
assess a possible relationship between MPP/TIMP expression and tumor 
behaviour. 

1. Davidson, Bet al. E• ofmelalloprotr mad their inhibitors in 
adenocarcinoma of uterine cervix. Int. J. Gyner Path, 1998; 17(4): 295-301. 
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ADENOCARCINOMA OF THE CERVIX. 
Frank G., Andreeva Ju., Zavalishina L. 
Dpt. of Pathology, Hextsen's Research Oneologyeal Institute, Moscow, 
Russia. 
Aims: A elinieopathologic analisis o f  105 patients with cervix 
Menocareinoma. 
Methods: Using formalin-fixed and parafin-ernbedded cervical tissues, we 
examined CEA, PCNA,Cerb-B2,ER,PgR,P53,Bcl-2, high and low 
molecular weight eytokeratines (CK-H,CK-L),synaptophisin, intestinal 
oncofoetal antigene (B 1MA), D 1 -eyelin by immunohistochernistry. 
Results: The age ranged from 21 to 76 with a median age of  53 years. 
Histological variants: carcinoma ofandoeervieal type- 25, adenosquamous- 
27, serous - 13, mesotmphral - 6, glassy cell - 1, endometrioid-14, dear cell- 
6, poorly differentiated aden.oeareinoma- 6, adenocystie -4, intestinal type - 
1, adenoid basal - 1, adenoma malignum - 1, In some cases without 
metastasis in regional lymphatic nodes distant metastasis were developed 
after period from 1 till 9 yeats: lung - 3, liver - 1, peritoneum - 3, omentura- 1, 
ovari - 1, pleura - 1, backbone - 1, subclavieular lymphatic nodes - 4. There 
were 6 cases of synchronous primary - multiple tumors. The positive 
staining with CEA was observed in all cases of adenosquamous and 
endometrioid cancers, 20% of serous and endocervieal earoinornas. In cases 
of mesonephral and clear cell types- reaction with CEA was negative, CK-L 
was low expressed, CK-H was stzongly erexpressed. CK-H was strongly 
positive in reserve cells of atypical cervical glands and squamous part of 
adenosquamous carcinoma. The overexpression of P53 gone was found in 
18% of the whole group of adenoearcinomas. ER and PgR expression were 
positive in i3 and i5% respectively and were observed mainly in 
endometrioid and endocervical carcinomas. PCNA expression changed 
from 11 to 83% of  cells and there was straight correlation with a stage of  
disease. 
Conclusion: Imrnunohistocbemical study revealed some differences in 
markers expression between variants of cervix adenoeareinomas. There 
were also specifications in sites of metastasis. 
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LACTOFERRIN EXPRESSION, RECEPTOR STATUS AND 
PROLIFERATIVE ACTIVITY IN STAGE 1 AND H 
ENDOMETRIAL ADENOCARCINOMAS 
Giuffr6 G., Crisafulli C,  Arena F., Gualco M.*, Fulcheri E.*, Tueeari G. 
Dept. of Human Pathology, University of Messina and Inst. of 
Pathological Anatomy and Histology*, University of  Genoa, Italy. 
Aims: lactoferrin (LF) is a major estrognn-indueible protein and its 
expression has been directly correlated with the epithelial cell proliferation 
in the mouse uterus; in human endometrium few data are available about 
LF immunolocaiization, while its possible relationship with proliferative 
activity as well as receptor status has not been extensively investigated. 
Methods: forty-two formalin-fixed paraffin-embedded surgical samples of 
stage I and I[ endometdal adenoearoinomas (EA) were obtained from an 
equal number of  patients (age range 38-84 yrs.; mean age 63.8). On 31am 
thick serial sections the following procedures were carried out: polyelonal ' 
antibody for LF (Duke); monoclonal antibody against Ki-67 antigen (MIB- 
1, Immunotech); monoelonal antibodies for estrogen and prognsteron 
receptors (ElL 1D5 DBA; PgR-ICA, Abbott); finally, one section was 
submitted to the AgNOR technique according to guidelines of  the 
Committee on AgNOR Quantification. Statistical analysis was performed 
by Analysis of variance, Newrmm-Keuls" test and Fisher's exact test_ 
Results: a variable expression of  LF was revealed in 26 eases of  EA; 
immunopesitivity (> 10% of  neoplastic elements) for ER and Pgg 
receptors was found in 28 and 27 cases respectively; high expression of 
Ki-67 antigen (> 22% of neoplastic elements) was encountered in 19 
eases; high AgNOR quantity (argyrophilic intranuclear precipitates > 4.2 
i.tm 2) was evident in 17 eases. No relationships were demonstrated among 
LF immunoreactivity and all other considered parameters. 

Conclusions: in I and II stage EA, our preliminary data appear to be 
different from those reported in experimental studies, since no co~relation 
has been found between LF expression and receptor status or proliferative 
activity; therefore, it may be suggested that LF evidence in EA could be 
determined by other mechanisms such as defective or functionally impaired 
cellular LF receptors. 
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IMMUNOHISTOCHEMICAL STUDY OF P-170 (MDRI) IN 
ENDOMETRIAL CANCER. 
Gareia A. Esteban C*, Castellvl J, de la Torre J, Gil A**, 
Gormilezt J** Vidai MT and Moragas A. 
Dpt. Pathology, Biomed. Research Division* and Service of  

Gynecology**. Hospitals Vall d'Hebron. UAB. Barcelona. Spain. 
Aims: Evaluation of  P-170 expression in endometrial cancer and its 
correlation with histological type, grade of  differentation, stage of  
disease and behavior. 
Methods: 20 cases ofendometrial cancer have been reviewed; half 
ofthem were early stages. A minimal follow up of three years was 
made. The P-170 expression was perfomed by immuuohisto- 
chemical procedure with a polyclonal antibody: P-glycoprotein (P- 
eP) and the positivity was analyzed as membranous or cytoplasmic. 
The results were compared with clinical and other pathological 
prognostic factors. 
Results: 10 cases were I FIGO stage (50%); 7 eases II (35%) and 3 
eases lII stage (15%). The histological diagnosis were endome- 
trioid carcinoma 13 cases (65%), serous papillary carcinoma 5 
eases (25%). adenosquamous carcinoma I case (5%) and mixed 
carcinoma t ease (5%). The histological exude was Gt and G2 in 
t3 eases (65%) "and G3 in 7 cases (35%). P-gP was negative in 9 
cases (45%); membrane expression in 6 eases (30%) and strong 
cytoplasmic expression in 5 eases (25~ The last group corres- 
ponded to patients with serous papillary carcinoma that four of 
them died during the first year after diagnosis, despite adjuvant 
radiumtherapy and chemotherapy. 
Conclusions: The P-gP expression in low grade of differentiation 
of endometrioid and serous papillary carcinomas seems to have 
some correlation with accelerated course and poor response to 
chemotherapy or radiotherapy. In this sons, the P-gP 
immunohistochemieal vaioration could bring an additional 
information about the prognosis of  these tumors. 
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MESENCHYMAL TUMORS OF THE UTERINE CORPUS 
ASSOCIATED WITH TAMOXIFEN THERAPY. 
Gonz~ilcz, C.,  Casaiots, J. ,  Forcada, P. ,  Gonz',ilcz, G. 
Dept. of Pathology. Hospital Mutua de Terrassa. Tcrrassa, 
Barcelona, Spain. 
Background: Although the association between Tamoxifen use 
and endometrial adenocarcinoma is recognized the Tamoxifen has 
been also associated with endometrial polyps, hipvrplasia, 
mesonchymal and mixed epithelial mesonchymal tumors of the 
uterus. 

Case report'. We reviewed the clinical history and pathology 
material of two patients, 55 and 72 years old, who developed 
malignant neoplasms of the uterine corpus after being treated for 
breast carcinoma with Tamoxifen. Both patients received adjuvant 
Tamoxifen theraphy for five years. 
The treatment was stopped when the diagnosis was made of  uterine 
Mullerian adenosarcoma in the 55 years old and stromal 
endometrial sarcoma in the other patient. Both tumors were 
poypoid endometrial masses that superficially invaded 
myometrium, 
Comments: Prolonged exogenous or endogenous hyperestrinism 
may lead to the development of  these tumors. Tamoxifen may have 
played a role in the oeurrenee of mesenchymal and mixed 
Mullerian tumors, although it is well known that these types of 
tumors may arise de novo in elderly women. 
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IMMUNOHISTOCHEMICAL STUDY OF OVARIAN SERTOLI- 
STROMAL (.'ELL TUMORS 
Grove Annk Hagemann-Petersen Rikke H. and Nielsen Seren 
Institute of Pathology, Aalborg Hospital, 9000 Aalborg, Denmark 

The aim was to describe the immunohistochemical profile of ovarian 
Sertoli-stromal cell tumors (SSCT). 
Material and methods: Slides of  ovarian SSCT from our files were 
stained immunohistochemically with the following primary antibodies: 
Cytokeratin (CK)-7, -8, -18, Ber-EP4, EMA, CA-125, Vimentin, Desmin, 
or-Smooth Muscle Actin (r S-100 protein, CD99, lnhibin ct, Mclan 
A, Calretinin. Estrogen- and Progesterone receptor. 
Results: One retiform, two well-differentiated and 4 Sertoli-Leydig cell 
tumm's of intermediate differentiation were included. 
As to the .$f,..t:tg_lJ.gr all tumors were positive for CKS, CKI8, Inhibin r 
Melon A and Progesterone receptor while negative for EMA, CA-125, 
and a-SMA. Except for the retiform type, all the tumors were positive for 
Vimentin, S- 100 protein, CD99 and negative for CK7.Thc reactivity tbr 
Ber-EP4, Desmin, Cairetinin and Estrogen receptor was variable. 
Leydig cell~ in all the tumors were positive for Vimentin, Inhibin ~, 
Melon A, Calretinin, CD99 and negative for CK7, CK8, Ber-EP4, EMA, 
CA-125, Desmin, tx-SMA, S-t00 protein, Estrogen- and Progesterone 
receptor. Except for affew celts in one tumor, none of  the Leydig cells 
stained with CK 18. 
Conclusions: SSCTs are characterized immunohistochemically by positive 
reaction of both cell types for lnhibin u and Melan A, and negative reac- 
tion for EMA, CA- 125 and ct-SMA. The retiform tumor differs from the 
others, as the Sertoli cells reveals a focal positive reaction fbr CK7 and 
negative reaction for Vimentin, S-100 protein and CI)99. 
In the differential diagnosis of  SSCT from primary ovarian carcinomas a 
panel of antibodies including CK7, EMA, CA-125, Inhibin ct, Melan A, 
Calretinin, S-100 protein and CD99 is valuable. 
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BREAST CARCINOMA PRESENTING AS AN OVARIAN MASS: 
A STUDY OF 14 CASES 
Haas. JJ. Fleischhacker, DS, Young, RH, and Scully, RE. 
Department of Pathology, Massachusetts General Hospital, Harvard 
Medical School, Boston, Massachusetts. 
Aims: Breast carcinoma is the most common metastasis to the ovary, but 
presentation as an ovarian mass is extremely uncommon. We present our 
experience with this phenomenon to highlight it and associated problems 
in differential diagnosis. 
Mdhods.  ',\'L t~ ' , ic~d the r ft.aturcs of 14 cases, 
mostly seen in consultation, in which a previously undiagnosed breast 
carcinoma presented as an ovarian mass. Immunohistochemical stains 
were evaluated in some cases but the diagnosis was usually made on 
hematoxylin and eosin-stained slides. 
Results: The patients ranged from 33 to 72 years (average of 48.4 
years). Two-thirds of the tumors were bilateral. They ranged from 3 to 
I 8 cm. The tumors were typically solid but were occasionally cystic. On 
histological examination, 9 (64%) of the tumors were ductal 
adenocarcinomas and five (36%) were lobular. 11 cases (79%) were 
composed of multiple discrete nodules, 7 (50%) showed ovarian surface 
involvement, and four (29%) contained angiolymphatic invasion. The 
most common morphological patterns observed were: cords (86~ 
diffuse masses (71%), clusters (64%), and islands (36%). 7 tumors 
displayed at least focal signet ring cells. The differential diagnosis 
included numerous primary and metastatic tumors, including adult 
granulosa ceil tumor, Sertoli-Leydig cell tumor, small cell carcinoma of 
hypercalcemic type, serous adenocareinoma, metastatic gastric 
carcinoma, metastatic malignant melanoma, and metastatic alveolar soft 
part sarcoma. Many of the cases were initially misdiagnosed. 
Conclusions: Undiagnosed breast carcinoma presenting as an ovarian 
mass is rare, and when it occurs it is frequently misdiagnosed. 
KnowIedge of the wide morphological spectrum of" metastatic breast 
carcinoma aids in its identification. 
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MUCIN PROFILE AND THE PCNA AND Ki 67 IMMUNREACTIVITY 
OF THE OVARIAN TUMORS 

G0~r ~, Paker S, Kele~ N, Ozoflr MA, Karaveli S, 

Department of Pathology, Medical School of Akdeniz 
University,Antalya/TURKEY 

Intestinal type mucins were demonstrated in many of ovarian tumors, 
especially proliferative ones like borderline, and malignant. 

The aim of this stuffy was to determine the correlation between tumor 
proliferative activity and the mucin profile of the muclnous ovadan tumors. 

The material of this study consist of foudeen benign, eight malignant, 
and three borderline ovarian mucinous tumors. Alclan blue pH 2.5/Periodic 
acid Schiff (ABI PAS) stain was used to identify the intestinal type mucins. 
For the demonstration of the cell proliferative activity, PCNA and KI 67 
labeling Indices were used. 

All of the malignant and borderline tumors were stained with ABI 
PAS(100%). In benign ovarian neoplasms, nine cases were stain with AB/ 
PAS (64 %). Both antibodies especially PCNA showed significantly higher 
labeling indices in the malignant ovadan neoplasms. Among the benign 
neoplasms only one case showed positive PCNA immunreactivity (7%). 

Our results confirm that coexistence of AB/PAS positivlty and PCNA/ 
Ki 67 immunreactivity are mostly seen in malignant and borderline ovarian 
mutinous tumors with respect to benign ones. 
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PLACENTAL PATHOLOGY IN MALARIA: HISTOLOGICAL, 
IMMUNOHISTOCHEMICAL AND QUANTITATIVE STUDY 
C.IaJesias. J.Ordi, M.R.Ismail, C.Menendez, P.J.Ventura, P.L.Alonso, 
A.Cardesa. IT)mAPS Hospital Clinic. Universitat de Barcelona. Spain. 
Aim: To characterize the histological changes in malarial placentas and 
their relationship with parity and maternal and cord parasitemias. 
Methods: Histological study on 1179 placentas from Ifakara, Tanzania, 
an area with intense and perennial malaria transmission, lmmunohisto- 
chemical and quantitative studies for CD45 and fibrin were done in 60 
cases. 
Results: 415 placentas showed parasites (active infections); in 303 of 
them parasites and pigment coexisted (chronic infections). 475 cases 
showed hemozoin deposition without parasites (past infections). 46.3% 
of women with parasitized placentas did not show parasites in the 
peripheral blood. Baeal membrane thickening (p--0.002), fibrinoid 
necrosis (p=0.004) and prominence of sincytial knots (p=0.031) were 
associated to active malarial infection. No quantitative differences for 
intervillous fibrin or villous area were found. The most significant 
association with active malarial infection was intervillous inflammation 
(p<O.001). Chronic infections were associated with the most severe 
changes, specially inflammation (OR 28.7, 95% CI= 16.0-51.5, p<0.00 I). 
Past infections did not show differences with non-infected placentas. 
Primiparas showed chronic infections more frequently than multiparas 
(52% vs. 15%, p<0.001). They also showed significantly higher placental 
parasitemias and intervillous inflammatory infiltrate, 
Conclusions: Placental histology is more sensitive than peripheral blood 
examination in detecting malarial infoction during pregnancy. Most 
malarial infections recover during pregnancy leaving few residual 
changes in the placenta, lntervillous inflammation is the most frequent 
finding associated to malaria and is specially severe in primiparas 
suggesting that mechanisms other than immunosupression are 
responsible for the high susceptibility in this group. 
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IMMUNOHISTOCHEMICAL EVALUATION OF 
ESTROGEN AND PROGESTERONE RECEPTOR 
CONTENT IN ENDOMETRIAL CARCINOMA 
Jimdnez S~inchez, A.I., Paradis AI6s, A., gamos Fern~mdez, V., 
Garcia Domenech, R ,  Vera sempere, F.J. 
Dpts. of  Pathology and Oynecology*. Hospital Universitary "La 
Fe", Valencia (Spain). 

Aims: To evaluate the estrogen and progesterone content by 
performing immunohistochemical stains for ER/PR in tissue 
sections obtained from routinely processed (formaline-fixed and 
paraffin-embedded) material, with a direct comparison versus the 
biochemical method and studing the correlation with 
clinicopathologic parameters. 
Methods: A series of  sixty-six primary endometrial carcinomas 
consecutively surgically treated during the period 1989-1990, were 
immunohistochemically stained for ER and PR using formalin- 
fixed, paraffin-embedded sections, with monoclonal antibodies 
1D5 and PGR-IA6. Biochemical analysis o f  ER was done on a 
homogenatr of  tumor. The ER and PR content in the malignant and 
benign components was evaluated separately. 
Results: There was a significant correlation between the 
immunohistochemicai and the biochemical results. The ER and PR 
positivity of the malignant component correlated with each other 
There was a significant inverse correlation between tumor ER/PR 
positivities and nuclear grade. The free survival of the patients was 
significantly dependent on the PR status of  the miometrium. 
Conclusions: The immunohistologic methods for determining the 
sex steroid receptors tbr endometrial carcinoma can be performed 
on formaline-fixed, paraffin-embedded tissue and may provide 
prognostic information. 
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LOSS OF HETEROZYGOSITY ON CHROMOSOME 17q IN 
EPITHELIAL OVARIAN TUMORS. 
Machin P, Busaglia E, Garcia A, Matias-Guiu X, Prat J. Hospital dc la 
Santa Creu i Sant Pau, Autonomous University of  Barcelona, Spain. 

Aims: Loss of heterozygosity (LOH) on chromosome 17q is frequent in 
epithelial ovarian tumors (EOT), but its clinicopathologic significance 
remains to be elucidated. 
Methods: DNA of 50 patients with EOT was extracted from blood and 
from fresh-frozen and paraffin-embedded tissue (14 benign, 7 borderline, 
and 29 malignant). Six microsatcIlite loci were amplified by PCR 
(D17S250, TRHAI, D17S800, D17S855, D17S579, D17S513). LOH 
was scored by the absence or reduction of the signal to less than 50% of 
one of the alleles in tumor DNA compared with normal DNA. 
Results: LOH was identified on chromosome 17q in at least one locus in 
12 tumors (24%), all of them carcinomas (12 of 29 tumors, 41.3%0). It 
occurred more frequently among high grade serous carcinomas (8 of 14 
tumors, 57%) and mixed endometrioid-scrous carcinomas (2/5, 40%). 
LOH was detected in all informative markers of I0 tumors, suggesting the 
complete loss of an entire chromosome 17 homologue. Patients with 
LOH+ carcinomas were older than those with LOH- malignant tumors 
(mean agcs 67 and 49). 
Conclusions: The results support the hypothesis that LOH on 
chromosome 17q may be associated with the development of ovarian 
malignant tumors in elderly patients, and particularly with high grade 
serous or mixed endometrioid-serous carcinomas. 
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EXPRESSION OF METALLOTHIONEtN IN MALIGNANT TRANS- 
FORMATION OF CERVICAL NEOPLASIA: AN IMMUNOHISTO- 
CHEMICAL STUDY 
Theooharis, S.E., Kounelis, S,, Agapitos, E., Arvaniti, H., Kouri, E. 
Dpts of  Pathology, Medical School, University of  Athens and "Helena 
Venizelou" Hospital, Athens, Crreece. 
Aims: Metallothioneins (NITs) are cytosolic proteins rich in r 
appearing to play a physiological role in the absorption, transport and 
metabolism of trace elements, mainly of zinc and copper. Recent reports 
have linked over-expression of ceiiuiar iviT with the progression of ma- 
lignant tumors. The aim of this study was to investigate the possible sig- 
nificance of MT expression in malignant transformation of cervical neo- 
plasia. 
Methods: Ten CIN l, 14 CIN 2, 19 C[N 3, 26 invasive squamous carci- 
nomas and 18 adenocarcinomas consisted the group of this study. 
Sections of paraffin embedded tissues were stained immunohistochemi- 
caUy by the streptavidin-biotin peroxidasr technique, using a mouse 
(IgG1k) monoclonal antibody (Clone E9, Zymed, San Francisco, Calif., 
USA) that recognized a common epitope for both MT isoforms (I,II). 
Results: NIT expression was prominent in cells of the basal cervical 
layer of normal and CIN I patients. In the progreasion of CIN 2 to CIN 
3, enhanced positivity for MT was evident in CIN 3 patients. Intense 
NiT expression was observed in 22 of 26 invasive squamous cell carci- 
noma cases. The distribution of immunoreactivity was dif~se and MT 
expression was also prominent in isolated stromal cells. A statistically 
significant difference (p<0.05) was observed between MT intensity and 
histologica! grade, whilst the distribution of MT did not correlate to 
tumor size and lymph node status. None of the adnocaroinomas c'xami- 
ned presented positive staining for MT, except of two edenosquamous 
carcinomas with positive staining in the squamous element. 
Conclusion: The expression of MT during the progression of cervical 
neoplasia may provide important information about the biological me- 
chanisms underlying the carcinogenic transformation. 

P-168 

MICRIONVASIVE CARCINOMA OF THE CERVIX 

Vilma Molina, Francesc Tresserra, Montserrat Cararach, Pedro I Grases. 
Servicios de Anatomia Patol6gica y Dcpartamento de Obstctricia, 
Gin~ologta y Mcdicina de la Reproduceitn, Institut Universitari Dexcus, 
Barcelona 

Aims: Microinvasive carcinoma of the uterine cervix (MC) represents an 
early stage of the disease and preservation oftbe uterus in patients who desire 
conservation of fertility can be achieved by means of enni~tion. 
Methods: In the last 9 years, thirteen patients have been diagnosed of MC at 
our Institution. The mean age of these patients was 36.5 years (rangin 8 from 
26 to 46 years). In all cases depth of invasion, superficial extension, the 
presence of dysplasia in the adjacent epithelium, HPV in~otion, confluence of 
the infiltrating nests, margin status and FIGO staging were considerecl. 
Results: The cytologic study revealed high grade squamous intraepitehial 
(HO-SIL) lesions in all patients. The biopsies guided by colposcopy or 
microcolpehisteroscopy were diagnosed as HG-SIL in eight patients and as 
MC in the remaining five. Cervical r was the surgical procedure for 
treatment in 12 and hysterectomy in one. In 11 patients diagnosis of MC was 
confirmed, in one cone and in one hysterectomy spceimen only HG-SIL was 
seen. The mean depth invasion was 1.6 mm (0.5 - 3.2 ram) and the 
superficial extension was 2.1 m m (  0.3 - 5.2 rnm). Surgical margins wore 
involved by HG-SIL in three patients, and none of them has shown a residual 
lesions after 1 to 3 years of follow-up. The lesions showing deeper 
infiltration revealed a more prominent chronic inflammatory response, and the 
lesions with larger superficial extension were more oRen confluent. All the 
patients are alive and without evidence of recurrence aRcr a follow up period 
ranging from I to 5 years. 
Conclusion: Microinvasive carcinoma of the uterine cervix has a very good 
prognosis and in most eases, conizatinn is enough as a therapeutic procedure. 
For those patients with the desire to preserve fertility, local treatment seems to 
be a valid alternative provided that a close control can be assured. 
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STEROID RECEPTORS: OESTROGEN AND 
PROGESTERONE RECEPTORS IN ENDOMETRIAL 
CARCINOMAS 
Morandeira M J; Soria, J; Morales, AL; Urpegui, AM; Morales, JM 
Valles, H.Hospital Clinico Univexsitado "Lozano Blesa". Facultad de 
Medieina. Universidad de Zaragoza. 
The female genital tract is a primary target organ for steroid 
h o ~  oes~o~en and. progesterone. Steroid receptors are 
represented in the whole reproductive tract, the hormonal dependence 
being maximal in r with high expression of both 
receptors in pre-menopausal women. 
Immunohistochemical techniques have made it possible to study the 
expression of oestrogen and progesterone receptors (ER and PR) in 
relationship with turnout pathology. 
We used a sample of 93 endometrial carcinomas for our study (60 
grade 1, 26 grade It, and 7 grade III, according to FIGO). These cases 
underwent an immunohistoehemical and statistical study, showing ER 
and PR expression. 
The mean percentage of ER expression was 41, 42% for grade 1, 
30,23% for grade ll and 24,29% for grade 111. The mean percentage 
of  positivity for PR expression was 45,12% for grade I, 27,88% for 
grade If, and 7, 86% for grade IlL The expression of  both receptors 
in mueosae adjacent to the tumour was very high in all cases. 
Statistically significant differences were obtained when the expression 
of  the receptors in the tumoural zone and adjacent mucosae was 
compared. 
This study shows that andometdal carcinomas usually have a high 
expression of both types of receptors and that this expression is 
inversely related to the FIGO classification. 
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PROGNOSTIC FACTORS 1N ENDOMETRIAL CARCINOMAS 
~[ . r  Jacobsen, M.*, Jakobsen, A.**, Gundersen HJG.*** 
Nielsen, K.****, and Andersen, JE.*****. 
Department of Pathology, Gento~e Hospital, University of Copenhagen, 
Copenhagen* and Aalborg Hospital, Aalborg****, Department of Onco- 
fogy, Vejle Hospital, Vejle**, Stereologiga] Research Laboratory, Aarhus 
University, Arhus*** and Laboratory of  Radiophysies, Odense Universi- 
ty Hospital, Odense*****, Denmark. 
The purpose of this study was to define prognostic parameters for endo- 
metriaI carcinomas. Tumour type, grade of  differentiation, depth of invasion 
and stage have all been linked to survival. Recently, DNA-content and S- 
phase fraction have been proposed as valuable prognostic factors in 
endometrial carcinomas. In other tumours bcl-2 (a suppressor of apoptosis), 
Ki-67 (a marker of cell proliferation) and mean nuclear volumen (an 
objective and unbiased estimator of particle size) have provided prognostic 
information. 
Tumours from 265 hysterectomy specimens were evaluated histologically 
according to the recommandations from WHO and F1GO (turnout type, 
grade of differentiation, depth of invasion and stage). Bcl-2, Ki-67, mean 
nuclear volumen and mitotic index were determined using immunohistoche- 
mistry or stereology. DNA-eontent and S-phase fraction were determined 
by flow cytometry. The patients were followed for a median of 1625 days 
(4�89 year) and postsurglca[ treatment, recurrence and death were registrated. 
The histological parameters, Ki-67, mean nuclear volumen and DNA- 
content were all significantly correlated to survival and recurrence. Mitotic 
index was significantly correlated to survival and S-phase fraction to 
recurrence. Bcl-2 was neither correlated to survival nor to recurrence. 
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COMPUTERIZED MORPitOMETRtC MEASUREMENTS OF 
ENDOMETRIAL HYPERPLAStA WITH PROGNOSTIC 
EVALUATION OF RISK OF MALIGNANT DEVELOPEMENT 
Orbo A*= Baak JPA**, Kleivan IS*, Lysne S* 
Dpts. of Pathology, University of Tromso*, Norway, Free 
University**, Amsterdam, The Netherlands 
Aims Women with endometrial hyperplasia have traditionally been 
overtreated. Computerised image analysis has shown to be a help in 
estimating the individual risk of cancer development. We wanted to 
check whether a discriminant factor, D-score, could separate the 
patients with good prognosis from those with a later cancer 
development. To evaluate the method, the results from two centres 
are compared. At one of the centres the method is used for a long 
time, while the other recently established it. 
_Meth0d~: Histologic D+C archival material fiom 70 women with 
endometrial hyperplasia was investigated and reclassified 28 women 
had developed cancer, and for the rest no cancer had been diagnosed 
during a tbllow-up of more than 10 years. Median age of the patients 
was 48,6 years (28-83). The most atypical area was marked on each 
section and analysed on a computer with QProdit soEware program 
from Leica. D-score was calculated from the outer surface density of  
the glands, the volume percent ofstroma and the SD of  the shortest 
nuclear axis, D-score above | indicates low probability ofeancor 
development, and values below 0 indicates increased risk. 
Re~l~: In the group of 38 women where we predicted a good 
prognosis, only one developed cancer (after 17 years). Of the 18 
women with D-score values below 0, 12 developed cancer. 
The material was also investigated by trained technicians in a centre in 
the Netherlands, and the results showed high agreement. 
Conclusion: The method of  D-score can be used for individual 
prognostic advice for patients with endometrial hyperplasia. The 
method can be reproduced and is useful also for centres which are 
inexperienced. 
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[~-CATENIN EXPRESION PATTERN IN STAGE I AND i l  

OVARIAN CARCINOMAS. R E L A T I O N S H I P  WITH [~- 
CATENIN GENE MUTATIONS, CLINICOPATHOLOGIC 
FEATURES AND CLINICAL OUTCOME, 
Palacios. J.*. Calvo de Mora,* J., Moreno, G,*, SuArez, A.*, Armas, 
A.**, Gamalto, C*. 
Dpts of Pathology* and Gynecology**. Hospital Universitario La Pax. 
Madrid, Spain. 
Aims: To correlate ~-catenin (13C) immunohistochemieal expression 
pattern with BC gene mutations, elinicopathological features, and 
disease outcome in 69 stage I and II ovarian carcinomas. 
Methods: lmunohistochemical analysis of BC expression pattern, PCR 
amplification and direct sequencing of BC gene exon 3, and relapse free 
and overall survival univariate and multivariate analyses. 
Results: BC expression was localized in the nuclei in 11 tumors 
(16%), 9 endometrioid carcinomas with widespread nuclear expression 
and 2 serous carcinomas with focal nuclear expression. The remaining 
58 carcinomas (84%) only had membranous BC expression. All bul 
one of the endometrioid carcinomas with nuclear BC expression had 
considerable squamous metaplasia and five of these cases had large 
areas of endometrioid tumor of low malignant potential.There were 
oncogenic mutations in the phosphoritation sequence for GSK-3beta in 
exon 3 of the BC gene in seven endometriotd carcinomas with BC 
nuclear expression. Three mutations affected codon 32 (D32G, D32Y 
and D32Y), one affected codon 33 ($33C), two affected codon 37 
($37C and $37F), and one affected codon 41 (T41A). In the univariate 
and multivariate survival analyses, BC nuclear expression was selected 
as an indicator of good prognosis, since no patient whose tumor 
expressed BC in the nuclei showed relapses or died, in contrast with the 
19 relapses and deaths among patients with tumors which only had BC 
membranous expression. 
Conclusions: Oncogenic BC mutation is characteristic of a group of 
endometrioid carcinomas with a good prognosis, most of which 
originate from previous benign or borderline lesions. Endometrioid 
carcinomas with exclusively membranous expression of BC seem to 
represent a different subgroup of carcinomas that probably have a worse 
prognosis. 
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PREVALENCE OF HPV16 E-350G-VARIANT IN SQUAMOUS 
INTRAEPITHELIAL LESIONS (SIL) OF THE UTERINE 
CERVIX. 

~ z - . ~ . ,  Palacios. J., Moreno, G., Suftrez Manrique, A. and 
Gamallo, C. 
Dpt. of Pathology, Hospital Universitario "La Paz". Madrid. Spain, 
Aims: To study the prevalence of HPV 16 variants in SIL of the cervix 
and the possible differences according to HIV status. 
Methods: We analized 50 formalin-fixed and parafin embeded biopsies 
from 39 HIV(-) and 11 HIV(+) patients with SIL. HPVI6 was 
identified in all the cases by the polimerase chain reaction (PCR) using 
the consensus primers MY09/MYI 1 and posterior analysis with Rsa I. 
The complete E6 sequence was amplified and directly sequenced. 
Results: Distribution of the prototype and variant was as follows: 

Prototype (E-350T) Variant (E-350G) 
HIV(-) (n=39) 
Low grade SIL (n=16) 12 (75%) 4 (25%) 
High grade SIL (n=23) 11 (52%) 12 (48%) 

HIV(+) (n= 11) 
Low grade SIL (n=2) 2 (100%) 0 
High grade SIL (n=9) 6* (67%) 3.* (33%) 

*4 cases (66%) with mixed infection (HPVI6+31). 
**AiI the cases with HPVi6 only. 

Conclusions: The HPV16 E-350G variant is more frecuently 
associated with high grade SILs in HIe(-) patients. This supports the 
hypothesis of an increased oncogeaetic potential of this variant. In 
contrast, in HIV(+) patients the prototype is more prevalent in these 
lesions. These results can be explained by the impairment of the 
immunological surveillance in these patients, or by the interaction of 
multiple virus in mixed HPV infections. 
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MULLERIAN ADENOSARCOMA OF THE CERVIX: REPORT OF A CASE 
AND REVIEW OF THE I,ITERATURE. 
Ramos P*, Ruiz A*, Carabias E**, Pifiero I***, Garz6n A****. 
Dpt. of  Pathology, "Prtncipe de Asturias" University Hospital, 
Alcal',t de Henares, Madrid, Spain*. Dpt. of  Pathology, Albacete 
General Hospital, Spain**. Dpt. of  Gynecology, Albaeete General 
Hospital, Spain***.Dpt. of  Pathology, "12 de Octubre'" University 
Hospital, Madrid, Spain****. 
Mullerian adenosareoma (MA), a variant of  mixed mesodermal 
tumor of  the uterus, is a rare tumor composed of  benign epithelial 
and malignant stromal elements. Its location in the cervix is very 
infi-equent. We present a case of  an endoeervieal heterologous MA, 
diagnosed in a nulliparous 25 year old woman , admitted to the 
hospital on tbur occasions in a period of  two years, because of 
metrorrhagia and recurrent cervical masses, considered initially as 
endocervical polyps. The last curettage pertbrmed, revealed several 
irregular polypoid masses, measuring 3,5x2,5xlem. Histologically 
the composition of  the masses was both epithelial and mesenquimal. 
The epithelial elements were glandular, lined by a single layer of 
benign columnar cells. The stromal component was highly celular, 
with atipieal cells, periglandutar cuffing and more than 3 mitoses per 
10 HPF, Cartilaginous elements were also present. A diagnosis of 
endocervical he~erologous MA was reached, and a total 
hysterectomy and bilateral salpingo-oophoreetomy were performed. 
The histological examination confirmed the preoperative diagnosis. 
The neoplasm showed aditional rhabdomioblastie differentiation. 
Neither chemotherapy nor other edyuvant therapies have been 
administered. There has been no evidence of  recurrence two years 
after the surgical treatment. To our knowledge, tbrty five more cases 
of  cervical mullerian adenosarcoma have been reported in the 
English literature, and only in fifteen of  those beterolognus elements 
were present. 

P-174 

WELL-DIFI-'ERENTIATED VILLOGLANDUI.AR ADENOCARCINOMA 
OF THE UTERINE CERVIX. CYTOHISTOI,OGICAL AND 
IMMUNOHISTOCHEMICAL STUDY 
Prieto M. Salem JV, CamaSas A, Vera-Sempere FJ. 
Service of Pathology, University Hospital La Fe, Medical School Valencia 
University, Valencia, Spain. 
Introduction: Cervical adenocarcinomas account for approximately 
8-26% of all invasive cervical cancers and in general have been associated 
with a relatively aggressive course, that is considered to be worse than that 
of squamous cell carcinonm, However, in the last decade a feint of well- 
differentiated villoglandular adenocareinoma (VGA) has become 
recognized as a distinct histologic subtype of cervical cancer often 
associated with an excellent prognosis. 
Case Report:  A 35 year-old Spanish female, gravida 2 para 1, presented 
an abnormal vaginal bleeding with cervical cytologic smears positive for 
malignant cells. Colposcopic examination showed a polypoid exophytie 
and friable mass with bleeding appearance. Cervical biopsy revealed 
numerous thin papillary projections lined by an epithelium with mild 
cytologic atypia showing often an intest inal  appearance.  
Imnmnohistochemical study showed reactivity against AE1-3, CEA, RE 
and negativity for VM, ENS and chromoganine at epithelial level with 
90% of nuclei Ki-67 +. Stromal papillae resembled normal cervical stroma 
but containing acute and chronic inflammatory infiltrate with ,scattered nests 
of clears cells of macrophagic appearance (CD68+), Following cervical 
biopsy management options were discussed with the patient and as desired 
to preserve fertility, a cold-knife conization was performed one month 
later. Cervical conization revealed a VGA showing a depth of stromal 
invasion of 3 mm and a horizontal spread of 11 ram, with a free 
ectocervieal margin, but the endocervical limit was positive for malignancy 
and a simple hysterectomy with pelvic lymphadeneetomy was then 
performed. No residual invasive adenocareinoma was noted in the surgical 
specimen. There were no postoperative complications and on surveillance 
the patient remains without clinical evidence of recurrent disease after 6 
me of follow-up. 
Conclusion: VGA is a distinct histologic type of cervical cancer with an 
excellent prognosis. In spite of this well-known favorable prognosis 
careful study of the histologic and immunohistochemieal characteristics of 
this tumors is needed to establish a correct differential diagnosis of these 
histological entity above all to decide if such patients can be managed with 
a conservative therapy (cone alone versus simple hysterectomy). 
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HISTOMORPHOLOGY OF CHORIONIC VILLI 
PREGNANCY 
gestu L. Marzullo A, Pisciteili D, Botticella MA, Fiore MG 
Institute of Pathology, University of Bari, Italy 

DURING 

The evaluation of chrionic villi during pregnancy could be 
suggestive of fetal and/or placental abnormalities. Sampling of ehorionic 
villi is generally performed for genetic surveillance in women with 
echographieally suspecled fetat malformation. The same procedure can be 
applied to study villous hiatomorphology. 

Twenty women with known fetal malformation and oandidate to 
fetal abortion underwent to villous sampling for genetic evaluation. In this 
occasion, with no effective additional risk of fetal mortality (rate < 3%), 
placental material was removed and immediately fixed in an original 
mixture of alchool and formalin with citrate as anticoagulant, for two 
hours at room temperature. This fixative solution was prepared in order to 
obtain adequate hemolysis. Briefly, the samples were dehydrated in 
graded alchools, diaphanized in xylol and, finally, paraffin embedded. The 
sections were stained with hematoxylin-eosin and Giemsa methods and 
observed at light microscopy, 

In the first samples, the villi eventually present in the solution, 
were concentrated by eytocentfifugafion at different r.p.m.. In these cases, 
the histological examination revealed a poor preservation of cytological 
details. In the remaining eases, concentration was obtained by simple 
pracipitation and no artefacts of cytological details were observed. In all 
cases, no less than 30 chorionic villi were available for the histological 
examination. Mostly, the villi resulted immature-intermediate and, rarely, 
terminal, according to the age of gestation. 

In conclusion, we think that this technique could be a reliable 
method for the in wive evaluation of placental diseases. 
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NON-ASSOCIATION OF EPSTEIN-BARR VIRUS (EBV), 
HUMAN PAPILLOMA VIRUS (HPV) AND SIMIAN VIRUS 
(SV-40) IN 4 CASES OF LYMPHOEPITHELIOMA-LIKE 
CARCINOMA OF UTERINE CERVIX. 
Salvador 1..* Martorell M.,* Carpio D.,* Rausoll N.,* Perez A.* 
Departament of  Pathology, Hospital General Universitario, 
Valencia, Spain.* 
AIMS. Lymphoepithelioma-like,arcinoma of merino cervix is an 
infrequent tumor in western countries. The presence of  EBV and 
HPV has been documented, in most eases. We astudied 4 cases 
seeking for the presence of  viral sequences of  EBV, HPV and 
SV-40. 
METHODS: We studied clinical and histopathologieal findings of  
4 patients with lymphoepitholioma-like carcinoma of merine 
cervix. The polymerase chain reaction was used to detect sequences 
of EBV, HPV and SV-40 from DNA paraffin embedded tumors. 
TCR-IgH gone rearrangement was also performed. 
RESULTS: All 4 tumors showed a typical syncitial growth pattern 
of  undifferentiated cells with lymphocytic infiltration. 
Immunohistochemically tumoral cells expressed low molecular 
weight cytokeratins (AE1-AE3,CAM 5,2) and the lymphocytic 
infiltration was predominantly T (CD45 RO, CD3),tbe TCR-IgH 
gone rearrengement being negative. The detection of  EBV, HPV 
and SV-40 sequences by PCR was negative in all tumors. 
CONCLUSIONS: Lack of association between EBV, HPV and 
SV-40 and concurrence of cervix lymphoepithelioma-like type 
tumor does not support the hypothesis that these viruses were 
involved in the pathogenesis of  this peculiar tumor. Further, the 
absence of clonality in T predominant lymphocytic infiltrate 
supports their reactive character. 
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INTRAVENOUS LEIOMYOMATOSIS: REPORT OF A CASE WITH 
EXTENSION INTO THE PULMONARY ARTERY, AND REVIEW OF 
THE LITERATURE 
~ - ~ . * ,  Benito A.*, Cos-Calve L.**, Santos-Briz A.*, 
Rodriguez-Pinilla S.M.* and Sotelo M.T." 
Dpts. of  Pathology* and Internal Medicine**, Hospital Universitario "12 
de Oembro". Madrid. Spain. 
Aims: We report a case of  intravenous leiomyomatosis (IVL), a very rare 
uterine neoplasm, with pulmonary artery involvement in a 40-year-old 
woman presenting with inferior voua eava thrombosis. Up to date 150 
cases of  IVL have been reported in the world literature, 30 with 
intraeardiac extension and only two with tumor extension into the 
pulmonary ar te ry .  

M e t h o d s :  The surgical specimens (total hysterectomy with bilateral 
salpingo-cophorectomy and intravascular tissue from heart and veins) 
obtained by simultaneous sternotomy and laparotomy, were routinely 
processed and stained immunohistochemically. 
Results: The uterus was enlarged, with multiple myomas and the adnexal 
veins were filled with soft and rubbery masses, The intravaseular tumors 
were lobulatod and worm-like, extending through inferior vena cava to the 
heart and expanding to the pulmonary artery. 
Microscopic examination of  the specimens revealed smooth muscle tumors 
without atypia or mitoses. Immunohistochemicalty the tumors stained 
positively for vimontin, desmin and estrogen-receptors. 
Conolussions: The diagnosis of  IV'L, because of its rarity, is not ot~en 
considered and the differential diagnosis of" IVL should include low-grade 
endometrial stromal sarcoma and smooth muscle tumors either benign or 
malignant. 
Our case was diagnosed before histerectomy, so that a complete surgical 
approach was performed. Patients with positive estrogen-receptors are 
candidates for treatment with anti-estrogenic agents such as tamoxifen. 
The patient, one year later, is alive and free of disease. 
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~Intermediate differentiated ovary Sertoly-Leydig tumor". 
J Su~I~-Ortoqa, E Sierra-Gonzalo, d.C. Adau, J Sanz-Esponers. 
Hospital San Carlos, Madrid, Spain 
Background Sertoli- Leydig ~ell tl~nors (SLCT} are rare tLg~ors 
of young patients (average age 25 years), ~x~posed of a 
mixture of cells resembllng male Sertoli and Leydig ceils. 
SLCT are classified into 3 categories: well, Intermediate and 
poorly differentiated tumors. Heterologous elements a~e 
present in intermediate and poorly differentiated tumors. 
Case report: A 17 year-old girl with previous history of 
amenorrea presented with a solid well oircl~msoribed mass of 
the left ovary measuring 9 cm in the abdominal sonography. 
SerUm levels for testosterone, andros tenedione, 17- 
Hydroxiprogeaterone and AFP were elevated. A left aalpingo- 
oophoreotomy and a right OVarian biopsy were perforn~ed. Light 
mlcrosc~py e~nation revmaled small spindle shaped gonadal 
stroaha cells arranged in small solid nests solid cord-like 
structures and open tubules. Additionally, heterologous 
elements presenting as glands lined by columnar and Goblet 
cells were observed. I~nunohistoch~oatry Gonadal atroma and 
Sertoly cells showed positiveness for Vimantin. Cytokeratin 
was more strongly expressed in Sertoly-like cells of tubular 
areas and the eplthelial aomponent of the heterologoua 
elements. S-100 was also positive and focally AFP. Steroid 
hormones were negative. The tumor was diagnosed as an 
in tez~lediate differentiated SLCT. Areas with different 
histological features were microdissected and clonallty 
analysis was performed using the ~ clonality assay. 
DisCusslon: The therapy of SLCT mainly depends on tkunor stage 
and differentiatlon, other factors such as ovarlan rupture, 
patient's age and desire for preservation of fertility should 
be also considered. The prognosis of these tumors is 
controversial. Well differentiated SLCT are almost always 
benlgn, whereas poorly differentiated are moat llkely to be 
malignant. The presence of muoinous ele~n0nts is a fa~ourable 
feature, whereas cartilage or skeletal muscle represent a 
worse prognosis. 
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Endomet r i a l  A d e n o c a r c i n o m a  in Pre a n d  Pos t  M e n o p a u s e :  
Evaluat ion of the Reactivity to bcl-2, p53, Mib 1 and Correlat ion 
with ER and PR expression.  
Sahnaso R., Bn~tto M.,Gardiman M, Blandamura S.,Yufi'rova E", 
Wabersich JL, Petrillo G.* 
Dpts. of Oncological and Surgical Sciences Univ. of Padua, ~ Obstetric and 
Gynaecologyca| Clinic Univ. of Padua, * Geriatrics Clinic Univ. of Padua 
To point out the factors which affect the development and growth of 
endomelrial adenocarcinoma, we performed an immunohistochemical assay 
with bcL2, p53, Mib 1 and with antibodies for sexual steroids ( anti ER and anli 
PR) in two different groups each consisting of 25 and 29 patients in pre and 
posimenopausal age respectively. The intentions wns to analyze eventual 
correlations between antigen expressivity and clinico-pathologic features. Bcl- 
2 was expressed in 6t% of the premenopausM cases in GI and 57% of 
postmenopausal cases in Gl, in 3YX, of premenopausal cases in G2 and 30% of 
postmenopausal cases in G2 and lastly in 20% of the premenopausal cases in G3 
and 19% of postmenopausal cases in G3. We noted that bcl-2 tends to be 
expressed with a higher frequency and intensity in those neoplasms positive for 
estrogens and progesterone receptors. Estrogens were in fact expressed in 73% of 
the premenopausal cases in G1 and 6YX~ of the posimenopausal cases in GI, in 
22% of the premenopausal cases in G2 and 2{1% of the postmenopausal cases in 
G2and finally in I% of the pre and postmenopausal cases in G3 and ii is also 
clear that percentage of positivity is more prominent in more differentiated 
forms.The results obtained with p53 were opposite to those of bcl-2 and with 
anti-ER and anti-PR; the percentage values of neoplastic cells increased 
progressively with increasing aggressivity and loss of differentiation of the 
neoplasm.Even lymphnode metastasis seem to be correlated with high values 
of p-53. The data for Mibl is aligned to that of p53 with progression in receptor 
positivity of the neoplastic cells which increases with the increasing 
histologic grade.The results obtained lead to the conclusion that the expression 
of bet-2 in endon~etria[ carcinomas is without doubt affected by hormonal 
influence.Besides, bcl 2 is more often evident in carcinomas which express 
estrogens in well differentiated endometrial carcinomas and in those less 
invnsive while rarely expressed in the less differentiated and metastasizing 
forms.On the contrary, p53 overexpression is seen with a higher frequency in 
endometrial carcinomas which do not express or express a low reactivity io ER 
and PR, in poorly differentiated carcinomas and in those which are highly 
aggressive and in forms with lymphnode metastasis. 
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GASTROINTESTINAL STROMAL TUMOR.-  SEQUENTIAl,  
EVOLUTIVE REVIEW & IMMUNOHISTOCHEMICAL PROFILE 
Roig. J., Guerrero, E., Gim~nez, A., Velaseo, J., Am~rigo, J. 
Complejo tlespitalario. Torreeirdenas.  Almerla. Spain 
Aims.- The gastrointestinal stromal tumors (GISTs) are a heterogeneous 
group of neoplasms that can reveal differentiation towards smooth 
muscle, periferal nerve sheath, or neural, or can only ahow 
undifferentiated mesenchymal cells. The clinical outcome is closely 
related to several gross and microscopical parameters. We report a case of 
GIST, intially called low grade leiomyesareoma, which recurred after 5 
year, with the purpose of contributing to the knowledge of  this 
controversial entity. 
Methods.- A 77 year old female presented with an abdominal mass, 
causing bleeding and severe intestinal occlusion. At laparotomy, a large 
mass, involving small and large intestinal wall was detected. A paliative 
surgical resection was performed. The patient died at the postoperative 
course. Five years before an ileal tumor was resected, that was 
interpretated, histologically, as a low grade leiomyosareoma. 30 tumor 
sections were t ~ e n  for histology and the surgical slides of  the original 
tumor were reviewed Immunohistochemical study in both tumors was 
made, using the ABC method, including: Vimentin, smooth mucle actin, 
desmin, cytokeratins, LCA, NSE, S-100, and CD 34. 
Results.- Grossly a large tumor mass was detected, measuring 10 cm., 
infiltrating largely intestinal wall of  ileum and right colon, but overlying 
mucosa was free of  tumor. Extensive necrosis and hemorrhage were seen. 
Microscopically, the tumor was composed of  densely proliferation spindle 
cells, with mild to moderate nuclear pleomorphism and a low mitotic 
count (less than 5 X 50 HPF). The neoplastic cells from both tumors only 
showed difuse positivity for CD 34 and focally for NSE. 
Conelus|ons.- The pathological diagnosis of  these tumors is made chiefly 
by immunohistochemistry. The present case has been interpretated as a 
malignant undifferentiated GIST. It is a paradigm from the sequential 
pathological approach and behaviour of GIST. 
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IN VITRO ANGIOGENLrHC ACTIVITY OF PANCREATIC 
CARCINOMA CELL LIN"ES:THE ROLE OF VASCULAR 
ENDOTHELIAL GROWTH FACTOR AND BASIC 
FI~ROBLAST GROWTH FACTOR. 
Sipos, B.*, Kalthoff, H.**, KlOppel, G.* 
*Dspt: of Pathology and ** Molecular Oncology Division of Dept. of 
Surgery, University of Kiel, Germany 
Aims: Aim of this study was to determine sad compare the engingenefic 
activity of pancmst]c carcinoma cell lines (PCCLs) in order to improve 
the understanding of the regulating mechanism of angiogenesis in human 
pancreatic cancer. We examined the significance of the two most potent 
angiogeaetic growth factor, vascular endothelial growth factor (VEGF) 
and basic flbroblast growth factor (bFGF). 
Methods: 16 well characterized PCCLs were grown under normoxic 
(5% COz, 95% air) end hypoxic (5% 02, 10% CO~, 85% N2) conditions. 
Serum free coaditoned media of the PCCLs were investigated by 
sandwich enzyme linked immunoadsorbent assay (ELISA) with anti- 
VEGF and anti-bFGF antibodies. In vitro angiogenetic activity of CM of 
PCCLa was determined by 3HThymidine incorporation assay of human 
umbilical vein endothelial cells (HUVECs) and of dermal microvascolar 
endothelial cells (DMVECs) with and without neutralizing anti-VEGF 
and anti-bFGF antibodies. 
Results: Measurable levels of VEGF were detected by ELISA in 12 of 
16 conditioned media of PCCL (0.3 - 10.3 ng/10 ~ cells). Basic FGF were 
detected in 5 CM of 16 PCCLs (0.7-7.3 pg/ml). Frotiferaaon of 
HLrVECs cultured with CM could be inhibited by neutralizing anti-bFGF 
antibody in 5 of 16 conditioned media under serum flea conditions. CM 
of hypoxic conditions exert a strong stimulation of HUVECs in the 
majority of ~.ses. 
Conclusions: Both VEGF and bFGF were produced by PCCLs. The 
angiogenetic activity of CM of PCCLs varies in a wide range and did 
neither correlate with the grade of differentiation of PCCLs nor with the 
p53 sod Ki-ras status. 
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STAGE INCIDENCE AND STATISTIC SURVIVAL IN TUMORS OF THE 
LARGE BOWEL. 
Michelena, M.-J. (*), Peric~s I. (*) y Toledo J-D. (**) 
(*) Registry of Cancer of the Institute Oncol6gico de Gipuzcoa. San 
Sebastian. (')Registm de Tumorss del Hospital de Besurto. Universidad 
dst Pals Vasco - Euakal Herriko Unibertsitatea. 
1) ~rmt:The aim of the present work is to study the Stage Incidence and 
statistical survival of big bowel edenocarcinornas in a 20-year period of 
Cancer Registry of the Oncologic Hospital of Gipuzkoa, Basque Country, 
Spain. 
2) Methods: We have taken the last intormatized 20 yearn of the Registry of 
Cancer of San Sebast=an, separating the data in five year perle<is, We atudieo 
the distribution in time, localisatlon, incidence by UICC Stages, and survival of 
different groups by the method of Kaplan-Mayer and Logrank test. 
Results:The total number of studied cases was 310. The total cases of the 
colon were 112, and of rectum warn 198. The total of Staged cases ware 
182: to the colon corresponded 77 and to the rectum 105. So the incidence 
was almost double in the rectum (198 cases from 310:63,9 %) as in the colon 
(112 from 310:36,1%). There is no difference between the two pedods: in 
1.980-88, rectum 105/158, 66,5%; colon 153/158, 61,2%. In the period 1.989- 
93: rectum 93/152, 61,2%, colon 59/152, 38,6 %. The greatest differences 
among colon and rectum were in Stage II, with 28,57 % vs. 37,14%, and in 
Stage IV, the opposite, 16,19% of cases in the rectum vs. 24,67 cases in the 
colon. In the Stages I and III, the differences were irrelevants. 
The survival of tumors in the total series of the large bowel, with the restriction 
of the different times of the periods, was of 28,89 % of cases at 5 yearn, 
18,87 % at 10, and 11,01% at 15 years. The survival of separated colon and 
rectum were of 37,89 % vs. 24.00 % at 5 years, 25,60 % vs. 16,34 % at 10 
years, and 0 vs. 11,05 % at 15 years. Them is a Logrank of p<0,049 
favorable to the colon. The differences in survival by Stages in the total 
series were absolutely significant, with a Logrank of p<0,0000. Considering 
the paucity of cases of Stage I, we take the survival by Stages at 10 years: 
Stage I, 66,3 %, Stage 1), 22,4 %, Stage III, 19,8 %, and Stage IV, G~ (8,3 % 
at 5 years). 
Conclusions: There are differences in the incidence of the tumors of rectum 
and colon, but not in the survival. The differences of survival in each Stage, 
studied separately in colon and rectum, in the first and second period, are not 
significant. Survival is good in Stage I (11 cases, 6,04 %), bad in Stages II 
and III (135 cases, 74,18%), and catastrofic in Stage IV 36 cases (19,78 %). 
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PROGNOSTIC SIGNIFICANCE OF Ki-67 AND P53 ANTIGEN 
EXPRESSION IN CARCINOMAS OF GALLBLADDER 
Admella C, Soler T, Fantova M J, Fcliu J*, Badia JM*, Hidalgo L* 
Department of Pathology and Surgery*. Consorci Sanitari de Matar6. 
Matar6, Barcelona. Spain. 

Aims: To analyse p53 protein and Ki-67 antigen immunorcactivity in 41 
cases of gallbladder carcinoma (GC) and its influence in the prognosis. 
Methods: The immunohistochemical study was performed using the Biotin- 
Streptavidin-Alkallnc Phosphatase method. The primary antibodies were 
anti p53 (DO-7; Dako) and anti Ki-67 (MIB-I; Biogenex).Nuclcar staining 
was evaluated by two independent pathologists and a minimum of 200 cells 
were counted. The p53 overexpression was scored by a semiquantitative 
method evaluatingthe intensity and the incidenceof positive stained ceils. 
The intensity was graded as absent(0), mild(I), moderate(2)and intense(3); 
the incidence was categorized as absent(0), <l 0% (l), I 0 to 50%(2), and > 
50% of positive cells(3). A final score was obteincd by adding the values of  
both variables. A score >3 was considered as positive for overexpression. 
The MIB index was calculated as the percentage of positive tumor cell 
nuclei, The statistical analysis was evaluated by the chi-squared test; 
criterion for significance was p<0.05. Survival was evaluated by Kaplan- 
Meier curves. 
Results: The MIB indexwas increased in most GC. The p53 protein was 
expressed in 68.4% of cases (58.8%, 83.3% and 72.4% of well, moderately 
and of poorly difl~rentiated, respectively) (p>0.05). Concerning the grade 
of invasiveness, 58% of the Tis-TI-T2 GC and 72,4% of the T3-T4 GC 
overexpressed p53 (p>0.05). Five-year survival of patients with GC that 
overexpressed p53 was 17,2% while survival of  patients with GC that did 
not was 30% (p>0.05). 
Conclusions: MIBI indcxand the p53 protein expression are increased in 
gallbladdercarcinomas.The p53 overexpression is not related to cell degree 
differentiation, level of gallbladder wall invasion or with patient survival. 
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INTRAMUCOSAL CYSTS 1N THE GASTRIC BODY OF 
PATIENTS WITH ZOLLINGER-EI,i , ISON SYNDROME 
Anrile. M.R.*, Azzoni, C.*, GibriI, F.**, Jensen, R.T.**, Bordi, C.* 
University of Parma*, Italy, NIH***, Bcthcsda, USA 
Aims: To ;~scertain the frequency anti the clinico-functional correhttions of 
intramucosal cysts in the gastric body of patients with the Z~fllingcr-Ellison 
syndrome (ZES) and to clarify the relevant mechanism of development. 
Methods: A total of 106 consecutive ZES patienls (58 M, 48 F; mean age: 
53 yrs, range 19-93 yrs) were investigated with t, mean of 7.2 biopsy 
specimens of the hotly Inucosa per patient proved to be suitable for tbe 
study+ Biopsies of endoscopically detectable polypoid lesions were not 
considered. Cystic changes were evaluated with respect to their severity by 
assessing the cyst grade (0, absent. I; <30%, 2; 30-60%; 3 >60% of the 
mucosal area of the biopsy specimen of individual patients showing the Inost 
pronounced finding, respectively) and to their intragastric distribution by 
assessing the ralio of biopsy specimens showing cystic changes over the 
total number of biopsies examined in each patient. 
Results: Intramucosal cysts were lbund in biopsies of non-polypoid gastric 
body mucosa in 71.7% of 106 patients with Zollinger-Ellison syndrome 
(ZES) and showed grade 2 and 3 severity in 22 and 8 cases, respectively. 
The severity of cystic changes con'elated with the gastrin levels (p=0.0005) 
and was more advanced in patients with active than in those with cured 
disease (p=0.037). In the tomler group, furthemmre, advanced cystic 
changes correlated with age (p--0.03) male gender (p=0.014), years of 
disease from onset (p<0.02), years of omeprazole Ii~atment (p=0.033), 
basal acid output (p<0.02), severity of ECL cell pMiferativc changes 
(p=0.028), and ab~nce of previous gastrinoma resection (p=0.039) 
whel~eas they did not correlate with MEN-I status, gastritis, maximal acid 
output, total duration of any anlisecretory drug treatment, daily doses of 
omeprazole (>20rag vs 20 rag), years from surgery, duodenal localization of 
gastrinoma(s), presence of gastric carcinoid tumor(s) and of liver 
metastases. In groups of patients subdivided according to three levels of 
serutn gastrin, the daration of omeprazole treatment was no[ related to tile 
severity of cystic changes. 
Conclusions: lnlrannlct~sal cysts in non polypoid gastric body nmcosa of 
ZES patients are by far more common than the already reported fondle gland 
ix~lyps, to which they likely give raise. Circulating levels of gastrin have an 
important independent role in their development. 
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PROGNOSTIC SIGNIFICANCE OF HISTOI,OGIC 
PARAMETERS IN PREOPERATIVELY IRRADIATED 
PATIENTS WITH LOCALLY ADVANCED RECTAL CANCER. 
Bouzourene. H.*, Saraga, E.*, Coucke, P.**. 
Department of Pathology*, Department of Radiation-Oncology**, 
University of Lausanne, Switzerland 
Aim : To analyse the importance of pathological factors as predictors of 
outcome in patients with locally advanced rectal cancer (LARC) treated 
with preoperative hyperfractionnated and accelerated radiotherapy 
(HART). 
Patients and Methods : 98 resected specimens from patients with LARC 
were examined. A quantification of a relationship between disease free 
survival (DFS) and confounding clinical and pathological variables was 
performed using a Cox proportional hazards model. Survival curves were 
estimated according to the Kaplan Meyer method. 
Results : Tumors were staged pT3-T4 in 77% of cases vs 98% of initially 
cT3-4. The median infiltration of the rectal wall was 10mm and the 
median clearance was 2mm. A tumoral vascular invasion was observed in 
22% of cases. Adenocareinomas were well, moderately and poorly 
differentiated in 24%, 63% and 11%. RRM (radial resection margin) was 
negative in 79% of  cases. Local recurrence was observed in 6 paticnts 
and distant metastasis in 17 patients. The overall actuarial DFS was 64%. 
By multivariate analysis we found that following pathological factors 
among all studied variables, were independent predictors of outcome: 
rectal wall involvement, RRM, pT and pN status (<0.05). A p value of 
0.055 was obtained for the clearance illustrating the increased risk for 
recurrence if the distance between the tumor infiltration and RRM 
decreases. 
Conclusion: In this series of patients with LARC treated with 
preoperative HART, we demonstrate the importance of infiltration of the 
rectal wall, clearance, and absence of tumor at the radial resection margin 
in addition to classical prognostic factors such as pT and pN. 
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APOPTOSIS IN VARIOUS TYPES OF COLITIS 
AC Tsamandas, E Labropoulou, A Batistatou and CD Scopa. 
Department of Pathology University of Patras, Patras, Greece. 
Background: Apoptosis of individual crypt epithelial cells is 
noted in several immune and non-immune associated intestinal 
disorders. Its presence and pathologic implication in various 
types of  colitis, were investigated in this study. 

The study comprised 1200 endoscopic biopsy specimens 
obtained from 1200 patients with various types of colitis. 
Included were: 632 normal or with mild non-specific colitis, 218 
biopsies with infectious colitis, 53 with collagenous colitis, 72 
biopsies with ischemic colitis, and 175 biopsies with active 
ulcerative colitis (UC). Several histologie features were assessed 
in the routine stain, using a semiquantitative scale from 0-3+, 
and the number of apoptotie bodies in 10 architecturally 
successive crypts (apoptotie body count (ABC) was tallied. 
Results: Overall, the ABC's ranged from 0-6, but were < 1 in 
~ s p e e i m e n s .  ABCs of the 632 biopsies that showed no or 
only mild histologic abnormalities displayed a mean of 0.65 
(range 0-5), as compared to the mean of  1.48 for the 618 
histologically abnormal specimens (p<0.01). ABC's >3 (mean 
3.4) were noted in all 175 specimens that displayed features of 
active ulcerative colitis. With infectious colitis, the ABC 
averaged 1.72, and with isehemie 1.75, but exceeded 3 in only 2 
and 3 of  the 218 and 72 specimens respectively. All 175 UC 
specimens with ABC>3, exhibited more active inflammation and 
greater degree of mucous depletion with adenomatous changes 
than did abnormal biopsies with ABCs < 3 (p<0.05). 
Conclusions: Mild apoptusis accompanies several types of 
colitis including infectious and isehemic colitis. More prominent 
apoptosis is present in eases o f  active ulcerative colitis and is 
associated with higher degree of  mucous depletion, active 
inflammation and adenomatous epithelial changes. Thus it may 
serve as a marker in the differential diagnosis between other 
types of colitis and active ulcerative colitis indicating the 
immunologic features of the latter. 
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DUODENAL-CONTENT REFLUX ESOPHAGITIS INDUCES 
THE DEVELOPMENT OF GLANDULAR METAPLASIA AND 
ADENOSQUAMOUS CARCINOMA IN RATS 
Brito M J*, Pera M**, Hanby A***. Riera E**, Pera M**, Poulsom 
R***, Wright NA*** 
Departments of Histopathology, Hospital Garcia de Orta, Almada, 
Portugal*, Imperial Cancer Research Fund, London, UK*** and 
Service of Gastrointestinal Surgery, Hospital Clinic, Barcelona, 
Spain** 
Aim: To study the development of glandular metaplasia as a precursor 
lesion of esophageal carcinomas in a time course experiment of 
duodenal-content reflux (DCR) without carcinogen. 
Methods: Thirty-two male Sprague-Dawley rats, weighing 250g each, 
underwent an esophagojejunostomy (E J) under ether anesthesia in 
order to divert bile and pancreatic secretions into the esophagus. 
Groups of 5 or 6 animals were sacrified at 10, 15, 20, 25, 30 and 35 
weeks after EJ. The esophagus was fixed in 10% buffered tbrmalin 
and embedded in paraffin blocks. Sections were stained with 
hematoxylin and eosin, and PAS/alcian blue. tlistological changes in 
the squamous epithelium were classified as reactive changes (RC) 
including hyperkeratosis, basal cell hypcrplasia and ulceration, as 
glandular metaplasia (GM) and as adenosquamous carcinoma (ASC). 
Results: 

"rime (weeks) 
Histological t0 I0 20 25 30 35 
findings n=6 n=5 n-6 n=5 n=5 n-5 

RC 6 5 6 5 5 5 
GM 0 0 1 I 2 3 
ASC 0 0 2 I 2 2 

GM and ASC were I'bund mainly in the lower 2/3 ufthe oesophagus. 
Conclusions: Chronic DCR in the rat induces nmcus cell 
differentiation and provides a morphological substrate for the 
development of carcinomas with glandular and squamous phenotypes. 
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LYMPHOCYTIS GASTRITIS AND HELICOBACTER PYLORI 
INFECTION 
T. Caballero, M. G6mez MeraIes, P. Becerra, A. Martin Castro, P. 
Bados, J. Andros 
Department of Pathology, University of Granada Medical School. 
E-18012, Granada SPAIN. 

Aims.- Our aims was to perform a comparative study between 
lymphocytic gastritis (CG/LCr+) with associated infection by 
Helicobacter pylori (liP) and chronic gastritis liP+ but without 
intraepithelian lymphocytosis (CG/GL-). 
Material and Methods.- From 130 consecutive gastric biopsies with 
HI' infection studied in our Department, only 2 were considered as 
CG/GL+, Antral and corpus biopsies from these 2 oases were 
compared to 5 cases corresponding to GC/LG-, using monoclonal 
antibodies to leukocyte subsets (CD45, CD45RO, CD3, CD4, CDS, 
CD20) and HP. In addiction, intraepithelial lymphocytes (I_EL) were 
counted and expressed as number of IEL per 100 epithelial cells. 
Results.- In CG/LC-+ cases, we observed an increased number of lEL 
(30-60), most of them with CD8 phenotype, wieh was higher in the 
corpus than in the antrum; neither glandular atrophy nor lymphoid 
follicles were seen. In CG/LG- cases, intraepitheiian lymphocytosis was 
absent (4-10 /EL) but lesions were more intense and the antrum was 
more severely involved than the corpus. 
Conclusions.- The morphological differences between CG/LC_r+ and 
CG/LG- along with the low incidence of the former, suggest that they 
represent different ways of response to aggression. In CG/LCr+, I-~ 
may cause antigenic changes in gastric epithelium either acting by 
itself or along with o~her factors ( such as viruses or genetic 
predisposition), inducing intraepithelial lymphocytosis as occurs in 
other diseases caused by immune mediated mechanisms. 
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PREVALENCE OF HELICOBACTOR PYLO1LI IN 106 
POSTMORTEM ~ STOMACH 
Sayrak, H.*, Cin~il. H.**, Sad, H. ***, Asirduzer, M. *** 
Yavuz, S.***, Hayran, O. **** 

Dpts. of Pathology, G6ztepe Training Hospital*, Dpts. of 
Pathology, istanbul Navy Hospital**, The Legal Medicine 
Departments ***, The Facuky of Public Health and 
Education****. 

Aims: Our purpose was to determine the prevalence and 
distribution ofHelicobacter Pylori infection and its 
relationship to gastritis. 
Methods: Stomachs were collected from corpses subject of 
sudden death brought to our Legal Medicine Department. 
Who hadn't received prolonged medical treatment before 
death were included. 106 cases aged 3 to 83 years were 
investigated. Four tissue specimens were obtained from 
predetermined sites from each postmortem stomach and 
examined for histological gastritis. The infection was 
confirmed by finding Helicobaeter Pylori on Giemsa-stanned 
paraffin block sections. Helieobacter Pylori infection, 
inflammation in the mucosa, ages, sexes, prior symptoms and 
social status of the subjects were evaluated. 
Results: 89 % of subjects were infected and 94.7 % showed 
histologiean gastritis (I):0.0063). 
Conclusion: Evaluation of results revealed that; prevalence 
of infection did not intense by age, or sex, or secial status. 
Also; frequency and intensity of prior symptoms did not 
differ significantly between Helicobacter Pylori(+) and 
Helicobacter Pylori(-) subjects. 
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HEL/COBAC/E,R PI, ZOM- ASSOCIATED ATROPHIC GASTRITIS IS 
RELATED TO VACA AND CAGA GENOTYPES 

Nogm~ C.*,--', F'~tzked~ C,','.'~ Cami~ F.;'*, Ta~m.Gcm~ A.--, ~ IL " ' 

Realpr J.L., , Quit, w . " ,  Ruiz, B . ~ ,  Cotr~ p. , van Doom, LJ .~  , ,  
PATtMUP,MnI~ Vmaltf, H.S.J~--,r~x~ ~ De~D~no~t .~mat~  , 

~ S t~  ~ ' " ,  New Orln~ USA 
Ainu: To ~sess the r e l a t i ~  be tw~  the H. py/o~ vacA, cagA and/tea 
~motypes and the presence o f a t m ~  ~ x ~  
Methods: ~ ~ ~ obiak~cl from a total of 372/-/py/or/-kfected 
r . t i~ts  frum r o a u ~  (n = 194) wd  C o l o r ~  (n = 1~9. Cases wn~ e_ _ _ ~  
the presence ofatroi:hy according Io the ~ Sydney ~ Premme ofcagA, 

and ~ gmOtyl~ was da~u,k~xl dkeetly on DNA from gas~  ~ by 
PCR ~11.~A T M  . 
lily,lIE ~ was ~ ~ 117 (60.3%) oftl~ ~ ~ 61 (31.4%) of 
the ceses contakJed m u ~  tara gmotylx~ . ~  the 133 cases w ~  a ~ g b  wx:,4 
genvtyp~ s l a~ l ,  sla/m2, slh/ml, slh/m2, and s2/m2 we~ observed in 2.26~ 
0.75~ 45.1%, 9.0% ard 42.8%, n ~ e l y .  64 (33.0%) of ~he cases r 
m u ~ e  t ~  ~o~ypes ~ d  i~ 7 (3.6%) c~es ~e ee~ ~ ~ d  n~ be 
�9 tta,i-.z.-~xt. Among the t m m ~ g  123 _,-~% 55 (42.3%) were ~_.AI. Almphie 
gastritis was essocia~ to the pin.me ofwr.A sl (P < 0.001), ~r.A ml (P ffi 0.004) 
w d a ~  (P< 0.000, hxt r a  to ~ / ~  aeate, c ~  was present in 161 (90.4%) of 

Among the 170 ,'ram wkh a ~3gb ~ A  gax)type, slahnl, sl a/n'& slh/ml, s11Ym2, 
and s2/m2 v ~  obsered m 4.1"/0, 0%, $5.3%, 2.9% and 7.7%, r e s t .  39 
(21.9%) o f ~  eases c o ~  mul~/ce.A ger~yp~ end ha 7 (3.9%) ~s~s th~ k~A 
gmotyl~ could not be dekat t :-ext. Among tl'~ r~nmrmg 132 ~s~,  55 (42.3%) were 
ieeA 1. Alan atrophic g~xltis w s  ~ to the presmee of~r sl (P < 0.001), 

ml (P = 0.01) ard e~,A (P< 0.001), but mt to the/tea 
~ We aar.lxic tha the assod~f~ bevam a m p ~  g~,f~s md the H 
/7)6~ o~gA+/utr_A sl, mi g e n o ~  isl-/ghly s~9/f~ms These obsetveliom slrongly 
~ the ~ that lo.g-tmn eSri:al otdcome of/-L p)~rl is talced to 
dilfemt bmmr~l gcmtylx~ 
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MINIMAL REQUIREMENT FOR NODAL STAGING OF 
COLORECTAL CANCERS 
Csemi, G. 
Department of Pathology, B~s-Kisktm County Hospital affiliated to 
the Albert Szent-Oyrrgyi Medical University, Keeskemdt, Hungary. 

Aims: To define a minimum number of lymph nodes required for 
reliable staging of colorectal carcinomas. 
Methods: All specimens from reseeted pT3 and pT4 primary colorectal 
carcinomas assessed at our department between January 1996 and 
December 1998 were retrieved from our archives. Nodal involvement 
of these cancers was expressed as the number of nodes examined and 
the number harboring metastases. The distribution of metastatic nodes 
was analyzed in relation to the number of lymph nodes recovered. 
Results: From a total number of 232 patients (126 manes and 106 
females) selected from the archives 190 pT3 and pT4 tumors were 
analyzed. 73 were node negative and 117 had metastases in the regional 
lymph nodes; 39 of these latter had more than 3 nodes involved. 
Dividing eanears as node negative or node positive, it seamed from our 
data that examining 6 or fewer nodes increases the risks of false 
negative staging. On the other hand, the cumulative percentage of nodal 
involvement in relation to the number of nodes required for the 
detection of node positivity implies the investigation of 15 nodes for the 
identification of at least 90% of  pT3-4 tumors with any nodal 
involvement, and 13 nodes for identifying at least 90% of cancers with 
more than 3 metastatic nodes. 
Conclusions: Node-negative eolorectal carcinomas with less than 6 
lymph nodes examined have a higher chance of being understaged, 
while those with 15 or more nodes examined seem to be reliably staged. 
However qualitative features of the lymph nodes might be included in 
the mathematical analysis to permit lowering the limits for reliability of 
staging. 
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EXPRESSION OF MUCINS MUC1, MUC2, MUCSAC AND MUC6 
IN INTESTINAl, METAPI,ASIA OF TIlE STOMACH 

Reis CA*, David I,*, Carneim F*, Gareia E*, Mirgorodskaja E**, de 
Bol6s C***, Mandel U****, Clausen tt****, Sobrinho-Simres M* 

* IPATIMUP, Porto, Portugal; ** Ilniversity of  Odense, Denmark; *** 
Institut Municipal d'Investigaci6 M/:dica, Spain; **** IJniversity of  
Copenhagen, Denmark 

AIMS: To investigate expression of  mucins in the sub-types of  I M 
using MAbs to: MUCI (IIMFG1 and ftMFG2), MUC2 (PMHt),  
MUCSAC (CL112), and a novel MUC6 MAb (CLH5). 
METHODS AND RESULTS: The MAb to MiIC6 was prtgluced 
usinga peptide from the MUC6 tandem repeat. MAb CI,H5 was tested 
with muein extracts by Western blot, and with gastric muco~ in 
immunohistology. We tband MUC 6 in glands of the antrum and 
mucopeptie cells of  the body, gallbladder, Brunner glands, and acinar 
ceils of  the pancreas. The immunocytolocalization was cytoplasmic or 
perinuelear. These observations and the strnngcr reactivity of  CL115 
with TFMSA-treated mucins suggested that the epitope of CLH5 may 
be affected by glyeosylation. To evaluate the interference of GalNAc 
glyeosylation with the epitope of  CLIIS, in vitro time course 
glycosylation of peptide MUC6 was pertormcd with 1 to 5 reel of  
GalNAc. MAb CLIt5 reacted with the generated glycopeptides. In 
contrast to normal gastric mueo~,  the complete tbrm of IM/type I 
exhibited little/no expression of MUCI,  MUCSAC and MUC6, and 
expression of the intestinal mucin MUC2 in goblet cells. The incomplete 
Ibrms of lM,  types II and 111, showed expression of MIJCI, MUC5AC 
and MUC6 as well as the intestinal muein MUC2. 
CONCLUSIONS: Decreased levels of  expression of *',gastric" mucins 
(MUCI, MUC5AC, MUC6) and expression of MUC2 in IM type 1 
suggest a diflbrentiation towards intestinal phenotype. Our observations 
that incomplete IM (type I1 and 111) maintains expression of "gastric" 
mucins with de hove expression of MUC2 support that complete and 
incomplcte IM represent divergent differentiation programs. 
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IMMUNOEXPRESSION OF ANGIOGENIC FACTORS 
VGF AND bFGF IN COLORECTAL ADENOMATOUS 
POLYPS. 
De TorresLI, Chieharro L.,Cruamcr F,. Mourelle M. and Vidal MT. 
Department of  Pathology and Digestive Research Unit.Vail 
d'Hebron Hospitals. Barcelona (Spain). 

In the sequence adenoma-earcinoma of  he colon, angiogermsis 
seems to be essential for tumoral and growth progression. 
Aim: To study the immunoexpression o f  angiogenie factors and 
their relationship with COX-2 and iNOS intratumoral activity in 
eoloroetal adenomas. 
Methods: 43 colonic adenomas were studied. Angiogenesis was 
assesed by intratumoral microvessel density (IMD) in the 
eormeetive axis o f  the polyps (VWF imunostalning, 100X) and by 
quantitative immunohistochemicel study of  VEGF and bFGF in 
vessels. COX-2 was determined by generation o f  PEG2 in polyp 
homogenates incubated ith 10 -4 aspirin; iNOS was determined by 
conversion ofC 14 arginine to eitrultine in presence of EDTA, 
Results: 35 adcnomas were tubulo-villous, 7 tubular and I villous. 
Foei of  carcinoma was detected in 9 eases. Strong 
immunoexpression o f  VEGF (64:k-6%) and bFOF (38:~-6%) was 
observed in all eases. Higher size and IMD was found in samples 
with carcinoma (27• and 44-~4) as compared with remainder 
adenomas (13~rl and 27:1:4), p<0.05. There was a positive 
correlation b~wr162 IMD and COX-2 a~ivity (r =0.46, p<0.01). 
Conclusions: The high microvassd density and COX-2 activity in 
adonomas with cancer as wall as the strong immunoexpression of  
vascolar angiogenie factors in all colonic adenomas , suggest a 
significant role of  the angiogenesis in their tumoral progression. 
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FUNDIC GLAND POLYPS AND PARIETAL CELL 
HYPERPLASIA: AN IMMUNOHISTOCHEMICAL COMPARISON 
STUDY 
Declich P*, Tavani E*, Ambrosiani L*, Gozzini C ̂ , Bellone S*, Grassini 
R*, Prada A ̂ , Bortoli A ̂  
Services of  *Pathology, and ^ Gastroenterology, Rho Hospital, Italy 
Aims: Fundie Gland Polyps (FGPs) are small sessile (2-5 mm) usually 
multiple polyps arising in the gastric, acid-secreting mucosa. They are 
histologically characterized by superficial and deep cystic dilatations, with 
shortened gastric pits, incospieuous lamina propria. A possible role for 
omeprazole therapy has been suggested. Parietal cell hyperplasia (PCH), 
characterized by hypertrophy of parietal cell and a "serrated" contour of  
glands, is known to be higly characteristic of  omeprazole therapy. As PCH 
may display deep cystic dilatations, it can be confused with FGPs, and 
rarely coexist. 
Methods: We performed an immunohistochemieal study on 2 sporadic, 22 
syindromie FGPs and 8 PCH, using monoelonal antibodies (MoAbs) 
against Ck7 and 20, EMA, chromogranin A, CEA and oncofetal epitopes, 
and proliferation antigens, aimed to show any possible difference in the 
antigenic profile of  the two lesions. 
Results: Ck 20 showed a normal surface distribution in controls, FGPs, and 
PCH; EMA highlithed the normal parietal cell population of  FGPs, and the 
enhanced population characteristic of  PCH; all FGPs but one (linear 
hyperplasia) showed endocrine cells in normal number, whereas 7 out 8 
PCH showed linear hyperplasia of  endocrine cells; both FGPs and PCH 
showed an abnormal neoexpression of CK7. The surface foveolar muein 
M1 showed enhanced deep expression in FGPs, whereas the PCH were 
alike controls (surface positivity only). FGPs and PCH often expressed 
CEA, syalil-TN and CA19.9. MIB1 labelling index of sporadic FGPs, PCH 
and controls did not show differences, whereas syndromie FGPs showed an 
enhanced surface and deep labelling index. 
Conclusions: As Ck7, CEA and syalil-Tn are expressed by fetal stomach, 
FGPs and PCH showed an immature immunophenotype Consistent 
differences between FGPs and PCH were the MI expansion of polyps 
(foveotar metaplasia), and the frequent endocrine cell hypeplasia of  PCH 
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EXPRESSION OF MICROSATELLITE INSTABILITY AND hMSH2 

IMMUNOREACTIVITY' IN 25 PATIENTS WITH EARLY ONSET OF COLORECTAL 
CANCER. 

L. Insabato*, D. Di Vizio*, G. De Rosa*, E. Me~2a*, L. P~eriello', M. De Ro~ ~ P. Izzo ~ G. 
Pe~n~o*. 

Dpts of PatholosY* and Molecular Biology*, University of Naples - Italy 
Aims: Ta investigate the oorrelation between r cance~ with PER phenotype and 
immunohistoehamie, al pattern ofhMSH2. 
Methods: Non nc~opl~dc muco~a mid "aanor ti~u~ of 25 p ~ i ~  ~ith ~,~lmnctal r162 
under 40 years of age were retrieved from the files of the Department of Pathology of Medical 
School of "F~lerioo II" University of Naples - Italy. Morphological and immunohistocheraieal 
analysis of p$3. bcl2 and p27 expression was performed and oorcalatad with proliferative imtex 
by Mibl, with hMSH2 expression and with raicrosatellite instability by molanu|ar studies. The 
expression of immunohiatoeh~nical markers was tested using specific mono<:lonal antibodies 
and the results evaluated by a serniquantitative analysis. 
Ruults: p53 was expressed in about 40% of poorly diffeceatiatcd eareioomas, in which h~gh 
prolifergiva index va~ seen. Bcl2 and p27 were expressed in welt differentiated carcinomas. 
We extmain "d the rate of replication errors (RER) at mierosatellite loci by determining the 
raiernsamllite mmkm,s BAT26, BAT40, and. D2S123. We also set,ned the BAT-RII 
mi~osa~llite saquanoas of the TGF!3 type II receptor gane, which may be one of the r~xget genes 
of the defective DNA r~alr in HNPCC tumors. Furthemore. we have examined the pr~ein 
expression pattern of hMSH2 by immunohistoeheraistry in potaSh-embedded tumors with RER 
phanotype. 
Conclusions: Our results suggest that the immunoistochemieal examination of protein 
expression may be a rapid method for preser~ning mraors for mutations in the MMR genes. 
Howover the utility of immuaohistoeh4maistry, as an adjunct to genetic diagnosis, has to be 
de'~crmin~l on a larg~" number of patients 
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IMMUNOHISTOCHEMICAL ANALYSES OF PRIMARY 
GASTRIC LYMPHOMAS 
Doi~Jasov. G., Amk-Karayel, F., GO~ener, S., Gfksel, S. 
Dpt. of Pathology, Cerrahpa~a Medical School, University of  
Istanbul, Istanbol, Turkey. 
Aims: The aim of  this study was to review primary gastric 
lymphoma cases seen at our department and characterize them 
histopathologically and immunophenotypicaUy. 
Methods: We studied a series of  41 gastric lymphomas and tested 
them with a panel of  monoclunal antibodies including anti- 
immunoglobulin light and heavy chains, anti-CD3, CD5, CD20, 
CD30, CD35, CIMS, epithelial membran antigen (EMA) and 
proliferating Cell Nucl~er Antigen (PCNA) in 
immunohistoehemistry. 
Results: Histologically, 12 cases were classified as low grade 
(LG) mucosa associated lymphoid tissue (MALT) 20 as high grade 
CrlG) MALT, 9 as other B-cell nonHodskin's lympbomas. B-cell 
immunophenotype was confirmed in all cases. Lymphoepithelial 
lesions, confirmed by EMA staining, were seen in 10 of  12 LG and 
18 of  20 HG MALT lymphomas. Lymphoid follicles were present 
in all LG and HG MALT lymphomas and there were CD35 
positive cells in their centers. The same light and heavy chain 
restriction of  centrocyte like cells and plasma cells was observed. 
CentrocTte like cells were CD3, CDS, and CD30 negative and 
showed low PCNA index. Large blastic cells had high PCNA 
index. There were CD30 positive 3 cases diagnosed as anaplastic 
large cell lympboma. 
Conclusions: This study yielded histopathologic and 
immunohistochemical findings of  gastric lymphomas; the results 
suggest that most of  the gastric lymphomas are LG or HG B-cell 
MALT lymphomas~ 
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GRANULOMATOUS APPENDICITIS 
D o l e n c - S t ~ ,  Z.*, Snoj, V.**, Cerar, A.* 
Institute of  Pathology, Medical Faculty University of Ljubljana*, Ljubljana 
and Dpt of Cytology and Pathology, General Hospital**, Izola, Slovenija 
Aims: Granulomatous appendicitis is an uncommon disease. In 
differential diagnosis, Creim's disease (CD), idiopathic granulomatous 
appendicitis, tuberculosis, infection with Yersinia pseudotuberculotica, 
sarcoidosis, aetinomyeosis, parasitic infestation, diverticulitis and foreign 
body reaction, should be considered. Our alms were to establish the 
incidence of granulomatous appendicitis, to identi~ the etiology, and to 
estimate the long-term prognosis. 
Methods: A retrospective review of 147 consecutive appendectomy 
specimens from 1984-1994 was performed. Eight patients with 
granulomatous appendicitis, histologically diagnosed as CD, were selected 
for further study, Seven of them had clinical signs of acute appendicitis 
with no evidence of CD elsewhere. Slides were stained by Kreyberg, 
Ziehl-Neelsen, Auramin-Rhodamin, Grocott, PAS and Brown-Breen 
methods. The patients were followed clinically from 5 to 15 years. 
Results: The median age of eight selected patients with granulomatous 
appendicitis was 28 years (18 to 48 years). There were five women and 
three men. Most of appendices were enlarged and firm, thickened due to 
transmural fibrosis and chronic inflammation. Loosely arranged 
granulomas were found in all eases, there were also welt circumscribed, 
epitheloid, noncaseating, sareoid-like tight granulomas in seven, and 
granulomas with central abscess and some neerosis in three cases. Stains 
for mieroorganisms were negative in granulomas in all eases. Crypt 
abscesses were found in six, fissures in seven, and lymphoid aggregates in 
all cases. Among our patients, two had recurrence of CD elsewhere. 
Conclusions: Granulomatous appendicitis can occur as a part of 
widespread CD. However, it is still not clear, whether isolated 
granulomatuos appendicitis, with exclusion of other possible causes, with 
usual benign long-term course, without progression to CD elsewhere, 
really represent a form of CD, or it is an idiopathic disease. 
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FOLLOW UP OF GASTRITIS AFTER H. PYLORI ERADICATION 
Domineo. A, , Salas, A. , Fornr, M. , Casalots, J. , Tarroch, X. , 
Gonziilez, G., Forcada, P., Gonzfilez, C. 
Dpts. of Pathology and Gastroenterology. ltospital Mutua de Terrassa. 
Terrassa, Barcelona, Spain 
Aims: To evaluate sequentially the changes in the histological lesions of 
gastritis after treatment for eradication of Helicobacter pylori (HP). 
Methods: Patients (n=314) with duodenal ulcer and infection by HP, 
included in several one week treatments for eradication of liP, underwent 
gastric endoscopy and biopsies from antrum and corpus before treatment 
and at 4 weeks, 6 months, 1 year and 2 years after treatment. Histological 
assessment of gastritis was done Ibllowing the Updated Sydney System, 
scoring from 0 to 3 HP density, inflammation (CI), activity (AC), atrophy 
(AT), and intestinal mctaplasia (IM). Surface epithelial damage (ED) and 
lymphoid follicles (LF). were recorded but non graded. 
Results: Pretreatment: All patients had histological evidence of  chronic 
gastritis and HP infection (99% of antral and 90% of corpus biopsies 
colonized). The mean values of gastritis variables and frequency of  ED 
and LF were significantly higher in antrum than in corpus.Post-treatment: 
At 4 weeks, HP was eradicated in 245 patients (78%) remaining infected 
69 (22%). There were 3 reinfections and none spontaneous cure. Patients 
in whom successfully eradication of HP was achieved, showed resolution 
of AC and ED since 4 weeks. CI and LF dropped progressively without 
reaching normal values. In patients with persistent HP infection, there 
was a transient decrease in HP density, AC and DE at 4 weeks, 
recovering pretreatment values at 6 months. The other variables remained 
unchanged. As before treatment, HP predominated in antrum.There were 
not changes in AT or IM, either in HP eradicated or HP infected patients. 
Conclusions: 1) After HP eradication there is a rapid an maintained 
improvement of chronic gastritis with disappearance of AC and ED. 2) 
AT and IM does not seem to be influenced by germ eradication. 3) In 
patients with persistent infection, treatment does not produce changes in 
topographic distribution of HP and gastritis. 
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[3-CATENIN EXPRESSION IN ULCERATIVE COLITIS 
Dominguez-Sol~i D, Alameda F, Fahre F, Mari/~oso ML. #, Garcia +I , , �9 , , ,  �9 
de Hen'eros, A. and Colon Cancer Study Group. 
Dept. of  Pathology, Hospital del Mar, Autonomous University of  
Barcelona and Pompeu Fabra UniversitY ~. Cell Biology Unit lnstitut �9 . § 
Municipal d'Investigaci6 Medtca .Barcelona, Spain. 
Background: Patients with long-standing ulcerative colitis (UC) have a 
10 times greater risk to develop colorectal carcinoma (CRCA) than 
normal individuals. Data on molecular genetics of UC-associated CRCA 
are not homogeneous. It remains unclear whether the genetic alterations 
on tumor suppresor genes such as APC, round m almost 85% of 
sporadic cases, also occur in UC-associated CRCA. Mutations in APC 
are probably initial events in colon tumorigenesis: APC regulates [~- 
catenin (I$C) cytoplasmic levels by promoting its degradation, pC is 
located in the membrane and cytoplasm and interacts with E-oadherin, 
regulating cell-to-ceU adhesion. When APC is inactivated, [3C is not 
degraded and trauslocates to the nucleus where its binding to TCF/LEF 
activates gene transcription. In nol~nal tissues, nuclear [3C has only been 
described during embryo development associated to cell migration 
events. 'llais nuclear location can be detected by immunohlstochemlstry. 
Aim: Based on the fact that APC mutations could be involved in UC- 
associated CRCA, and that nuclear localization of  13C could be used as a 
marker of these alterations, we tried to assess possible changes in 13C 
cellular distribution related to the different steps in CRCA development. 
Methods: Samples from 6 patients with UC-associated CRCA where 
studied. Representative sections of normal, inflammatory, and dlsplastic 
nmcosa were selected, hmnunohistochemistry methods were used to 
detect 13C expression. Heat-based antigen retrieval was performed. 
Results: In the whole eases studied, nuclear pC was detected in 
adenomatous loci and heterogenously in areas of carcinoma. 
Interestingly, in 3 out o f  the 6 cases nuclear 13C was observed in 
apparently normal cl3rpts according to the usual histologic criteria. 
Conclusions: Normal crypts showing nuclear pC expression could 
represent early transformation events not still molghologically traduced. 
However, siuee nmanal mechanisms associated to re-epithelization - 
which involves cell migration- or reparative changes could explain these 
findings, further studies would be required. 
(*): Colon Cancer Study Group: l]atlle, E,. Baulida, J.. Cororninas, JM,,  Galldn, M ,  Lloreta, 
J., Mtmnd, A., Sancho, E. and Real, FX. 
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EXPRESSION OF bel-2 AND e-erbB-2 IN THE 
COLORECTAL NEOPLASIA 
Dursun Avse. Poyraz Aylar, Stler Ozlem, Sezer Cem, Akyol Gtllen. 
Gazi University, Medical School, Dept of Pathology, Ankara, 
Ttirkiye 
Aims: Various oncogenes and tumor suppressor genes are known to 
have effects on patients outcome and used as diagnostic,prognostic 
factors. The aim of this study was to investigate bcl-2 and e-erbB-2 
expressions in coloreetal carcinomas and correlation between their 

~ sence and other clinicopathologic parameters. 
ethods: Eighty-six colorectal carcinomas and 17 adenomas were 

stained with bel-2 and c-erbB-2 immunohistochemieally. Staining 
patterns were assessed semiquantitatively and correlated with tumor 
size, Duke's classification, tumor differentiation, mutinous 
characteristic and anatomic locations. 
Results: We detected bcl-2 expression in I0 of 17 adenomas 
(58.8%) and 31 of g6 carcinomas(36.04%). Positive staining in 
normal mucosa was observed only in the compartment of cryptic 
cells. However neither the difference in the rates of bcl-2 pos~fivity 
in adenoma and carcinoma groups, nor the correlation with ether 
mentioned clinicopathological parameters,were found statistically 
significant, bcl-2 expressmn was found significantly high in 
mutinous carcinomas. Expression of c-erbB-2 was observed in 12 of 
86(13.95%) carcinomas. It was not detected in adenomas and normal 
mucosa.Although the incidence of c-erbB-2 in nonmucinous 
carcinoma washigher than that of mutinous carcinoma, it was not 
sionificant. In addition we were unable to show any significant 
relation between c-erbB-2 expression and other clinicopathologic 
features. 
Conclusion: Our results suggest that c-erbB-2 protein expression in 
colorectal carcinomas, is not very frequent event. There is no 
correlation between c-erbB-2 expression and malignant potential of 
colorectal carcinomasMigher expressions of bcl-2 in adenornas than 
carcinomas suggest us a possible role of bcl-2 in early 
carcinogenesis of colon. However since we were unable to find any 
significant correlation between bcl-2 expression and other 
parameters the impact of this gene on the biological behavior is still 
unclear for us. 
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Role of  p27 ~ap~ and p53 expression as a marker of  answer to 
neoadjuvant terapy in rectal carcinoma 
G. Esposite, S. Puc~iarelli, G. Decet, G. A. Iaderosa, R. Alaggio, 
Dipartimento di Scieoze Oncologiche e Chirurgiche/ Universit/t di 
Padova, Padua (italy) 
Aims: The role of neoadjuvant therapy in rectal carcinoma is still 
debated. The expression of p53 and p27 klpl in preoperative biopsies was 
correlated to histologically determined response to neoadjuvant therapy. 
Material: 35 patients with rectal adenocareinoma in preoperative stage 
T3-T4 underwent to neoadjuvant therapy (31 patients received 
chemioterapy and RT, 4 only RT) followed by surgery after a median 
time of 38 days. The expression of p27 kiP1 and p53 was 
semiquantitatively evaluated by immunohistochemistry on pre-operatory 
biopsies respectively with the MoAbs p27 (clone57) and 1801. Positive 
tumors were those with more than 10% positive cells, Cases responsive 
to therapy were considered those with less than 40% residual neoplasia in 
the post-operative specimens. 
Results: p27 nuclear staining was observed in 31/35 eases. None of the 
negative cases showed response to therapy ; conversely only 8/31 
(25.8%) of p27 positive cases did not show tumor reduction (1:}=0.0095). 
The expression of p53, detected in 16/35 cases, was not significantly 
correlated to histologic response, which was observed in 11/16 (69%) of 
the p53 positive tumors and in 12/19 (63%) of the negative ones 
(p-0.504). 
Conclusions: The expression of p27 seems to have a predictive value of 
positive answer to neoadjuvant therapy and is very promising as a 
parameter for therapeutic choices. 
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MICROVESSEL COUNT, PROLIFERATING CELL 
NUCLEAR ANTIGEN AND IO-67 INDICES IN GASTRIC 

ADENOCARCINOMAS 

Elpek G.(5*, Galen T*, Aksoy N.H*, Karpozo~lu T**, Kele} N*. 
Dpts of Pathology* and General Surgery**, University of 
Akdeniz, Antalya Turkey 

Aims : The aim of the present study was to 
immunohistochemically investigate the prognostic value of 
neovasculadzation (expressed as microvessel count- MVC) and 
tumor cell proliferation (expressed as PCNA labeling index- 
PLI and Ki-67 labeling index-KLI)in gastric adenocarcinoma. 
Correlations with clinicopathologic features were also 
evaluated 
Methods: Tumor specimens from 74 patients diagnosed as 
gastric adenocarcinoma were included in this study. Formalin 
fixed,paraffin embedded tissue sections were stained 
immunohistochemioally with F-VIII, PC10 and MIB-1 
monoclonal antibodies. By using an occular grid subdivided 
into 100 areas, number of microvessels and PC10 , MIB-I 
positive and negative cells were counted at X400 
magnification. Chi-square test, Kaplan-Meier method and cox 
regression analysis were used for statistical analysis. 
Resul ts :  The results showed that, MVC and PLI had a 
significant correlation with invasion and lymph node 
metastasis. The prognosis was significantly worse in patients 
with high MVC ( >14 ) and with high PLI (>49 %). However 
any relationship was not observed between KLI (38 %) and 
elinicopathologic parameters, so KLI failed to predict the 
prognosis. Cox model showed that, MVC and PLI were 
independent prognostic variables. 
Conclusion: Ki-67 labeling index in gastric carcinomas has 
no prognostic relevance. However, the evaluation of 
microvessel count and proliferating cell nuclear antigen index 
in gastric carcinomas could be reliable indicators of 
prognosis. 
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EVIDENCE SUPPORTING THE POTENTIAL UTILITY OF PRE- 
REPLICATIVE COMPLEX PROTEINS AS DIRECT MARKERS 
OF INFLAMMATORY BOWEL DISEASE ACTIVITY 
Alex Freeman*, Lesley S. Morris', Alexandre Loktionov***, Ron A. 

* . , * ) *  , * *  

Laskey, Shella Bmgham and Nick Coleman 
CRC/Wellcome lnatitute , Department of  Pathology ,MRC Dunn Human 
Nutrition Unit'**, Cambridge, UK 

Aims: Inflammatory bowel disease (IBD) is an increasing cause of 
morbidity in the Western World, with incidence doubling in Englat/d and 
Wales over the last forty years, and is usually diagnosed on endoscopy. 
However, there are no satisfactory markers at present to indicate the 
severity of disease activity and monitor treatment effects. 
We are interested in the potential utility of minichromosome maintenance 
(MCM) protein expression in exfoliated colonocytes recovered from faecal 
samples as a direct indicator of IBD activity. MCM proteins are 
components of the pre-replicative complex essential for initiation of DNA 
replication in eukaryotic cells. They are present throughout the cell cycle 
but down-regulated in quiescence and cell differentiation, thus making 
them specific markers for proliferating cells. 
Methods: We have used immunohisteehemistry to examine the expression 

of Mere 2 and Mcm 5 in histological sections from over twenty colectomy 
specimens with evidence of active and/or quiescent ulcerative colitis (UC) 
and Crohn's disease (CD). 
Re,ults: In areas unaffected by IBD (and in control sections of normal ~ 
colonic mucosa), expression of MCM proteins is restricted to the normal 
proliferative compartment in the lower third of colonic glands. In 
quiescent IBD there is mild expansion of the proliferative compartment, 
but surface eolonocytes remain negative for Mcm 2 and Mcm 5. in 
contrast, surface cells adjacent to areas of ulceration in active UC and CD 
show strong expression of the proteins. 
Conclusions: Our data suggests that cells expressing MCM proteins may 
appear in the faeces during bouts of inflammatory activity in known IBD 
patients. We are currently investigating the detection of MCM-containing 
colonocytes in faecal smears prepared by our group from IBD patients. 
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APOPTOSIS AND PROLIFERATIVE ACTIVITY IN PRIMARY 
GASTRIC LYMPHOMA 
Galgzka K., Stachura J. 
Department of Patomorphology, Jagiellonian University, Krakow, Poland 
Aims: I. Evaluation of proliferative activity and apoptosis in primary 
low-grade MALT type and high-grade gastric lymphoma; 2. Estimation 
of correlation: a) between proliferative and apoptotic indices, b) between 
them and histological grade and marks of progression (regional lymph 
nodes metastases, serosa infiltration); 3. Attempt to find features 
associated with progression; 
Methods: Material included archival paraffin-embedded surgical 
specimens from 59 patients with primary gastric lymphoma; slides were 
stained routinelly with HE, by Giemsa method (to reveal spiral bacteria), 
with paS and immunohistochemically with MIB-I (Immunoteeh), 
ApopTag In Situ Apoptosis Detection Kit-Peroxidasr Oncor, and 
polyclonai Dako antibodies kappa, lambda (immunoglobulin light 
chains) to evaluate plasma cell-line differentiation. Apoptotie index was 
evaluated as the number of apoptotic bodies in randomly choosen 
10HPF; proliferative index - as the per cent of M1B-l-positivr nuclei. 
Statistical analysis was pcrtbrmed using Spearman's method, tau Kendall 
method and chi test. 
Results: I. The statistically significant difference between apoptotic 
indices in low- and high-grade primary gastric lymphoma was find 
(p--0.0023). The difference between proliferative indices in these groups 
was not significant. 2. There was a significant correlation between 
apoptotic indices and marks of progression; proliferative index did not 
correlate with these features. 3. The number of plasma cell-line 
differentiated neoplastic cells correlated with marks of progression. 
Conclusions: Apoptotic index can be considered as the prognostic 
marker in primary gastric lymphoma. The estimation of proliferative 
index as prognostic marker and the role of plasma cell-line differentiation 
require thrther investigation. 
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EXPRESSION OF P53 AND NM23 IN ADVANCED STAGES OF 
STOMACH CANCER 

Abad, M,, Garcia-Prrez, M.*, Garcta-Macias. M.C.. Dorado-Diaz, 
A.**, Galindo, P.**, Ortiz, J., Paz, JT,  Cruz, J.J.*, Bull6n, A. 
Dpts. of Pathology, Oncology* and Statistics**. Hospital Clinico 
Universitario. Salamanca. Spain 
Aims. Studies have been performed on the expression of p53 as a 
prognostic factor in different types of tumour. However, in gastric 
turnouts, its use as an indicator of poor prognosis is debat~le. 
Regarding nm23 the loss of expression seems to be associated with 
invasion and nodal metastasis. 
Here we studied p53 and nm23 expression, alone and together, in gastric 
eancar and the association of their expression with clinical stages 
Methods, We analyzed 90 gastric carcinomas using 
immunohistochemical techniques for p53 and nm23. Regarding clinical 
stages, the tumours were divided into two groups: Iocalised (Ca. in situ. 
TI, T2, NO) and advanced (T3, T4, NI, N2, N3, M1). A Chi-squared 
study was performed to contrast independence among the variables, 
followed by implementation of a descending segmentation algorithm 
based on criteria of entropy. 
Results. Of the 90 gastric carcinomas studied, 38 were Iocalised and 52 
advanced. 40 cases were positive for p53 and of these 28 (70~ were in 
advanced stage (p--0.03). Regarding nm23, positivity was found in 36 
turnouts and low expression in 54. Of the latter, 8"/% of the eases were 
in advanced stages (p<0.0001). Of the p53-positive cases, 26 were 
nm23-negative (p53+ and am23-); of  these 92% (24 cases) were in 
advanced stages while 8% corresponded to localisad cases. 
Conclusions. The expression of p53 and the loss of nm23 expression 
seem to be strongly linked to the clinical stage in stomach cancer since 
92% of the tumours in advanced stages were p53+ and nm23-. The 
association of both variables affords more information than each of them 
independently. 
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INTRINSIC DENERVATION OF THE COLON LEADS TO 
HYPERPLASIA OF EPITHELIAL CELLS 
SB Garcia, J Zotelli, JS Paula, LA Gardenghi, CEV Carvaiho, FV 
Basile, LB Bovo, S Zucoloto. 
Departments of Morphology and Pathology, Faculty of Medicine of 
Ribeirio Preto, University of S~o Paulo, 14049-900, Ribeirao Preto, 
SP, BRAZIL, FAX: 55 16 6331786 
Aims: The colonic epithelium consists of colonocytes, endocrine cells 
and goblet cells, which differentiate from pluripotent stem cells located at 
the crypt bases. Intrinsic intestinal denervation by benzaikonium chloride 
(BAC) leads to enlargement of the colon. Our aim was to study the 
effects of myenteric denervation by BAC on changes in the populations 
of three different epithelial cell types of the colonic mucosa in rats. 
Methods: The descending colons of rats were treated by serosal 
application of 2raM BAC, for 30 rain. Control animals were treated with 
saline (0.9,% NaCl). The animals were killed 3 months after the surgery 
and the colons were excised, fixed in formalin, paraffin embedded, cut 
and stained with H&S and periodic acid-Schiff for identification of goblet 
and columnar cells. Argyrophil reactivity using the Churukian-Schenk 
method was used to estimate the total endocrine population of the 
intestine in other sections. The myenteric neurons were estimated per unit 
length of mucosa. The mucosal endocrine, goblet and columnar cells 
were counted in 100 crypts/animal. Data were analysed by Mann- 
Whitney U-test, with the level of significance set at 1%. 
Results: A significant reduction in neurone number was observed in the 
myentedc plexus of animals treated with BAC in comparison with normal 
animals (377.1/mm X 821.5/mm). The numbers of columnar, goblet and 
endocrine cells were significantly increased in BAC-treated animals when 
compared with controls, but with different proportions. These values, 
respectively, were as follows: columnar cells, 107.4 versus 77.1 cells 
per crypt; goblet ceils, 87.9 versus 63.8 and endocrine ceils, 13.36 
versus 3.34. 
Conclusions: These results confirm the existence of hyperplasia of the 
mucosal epithelial cells in experimental megacolon. They also show that 
intestinal cell differentiation in this experimental model is not a 
homogeneous process for all cell types but, instead, differences occur 
among them. This experimental model provides a simple method for 
further studies on the mechanisms of regulation of cell proliferation and 
differentiation in the colon. 
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DNA PLOIDY STATUS AND S-PHASE FRACTION AS 

MARKERS OF MALIGNANT POTENTIAL IN BARRETT'S 

ESOPHAGUS. A FLOW CYTOMETRIC STUDY USING 

ROUTINELY PARAFFIN-EMBEDDED TISSUE. 

Gim,~nez. A*; Sola, J*; Bermejo, J*; Minguela, A**. 
Departments of Pathology* and Immunology** 
Virgen de la Arrixace University Hospital, Murcia-SPAIN. 

Aims: To investigate the usefulness of  DNA flow cytometry in 
Barrett's esophagus in order to define subgroups of patients showing 
similar histological findings but with a different malignancy potential. 
Methods: Routinely formalin-fixed and paraffin-embedded tissue of  
49 patients with this disease were processed for flow cytometry 
mea,~wements (ploidy, S-phase fi, action) and the results were 
compared with the histological evolution observed in these patients. 
Results: The presence in the flow cytometrio analysis o f a  DNA 
aneuploid cell line is closely related to the presence of  severe 
histological alterations (i.e., high-grade dysplasia: p<0.001, Fisher 
exact test). Only in the group of patiants with "indefinite dysplasia" 
did we find statistically significant differences between the samples 
from patients with and without progression to more severe lesions 
(mean S-phase f r~ ion  of stable patients: 4 .1~ vx 8.4% in patients 
with progression -p<0.001, "Student's" t test-). Conclusions: Our 
results suggest that this procedure are at least capable of 
distinguishing between a real, although incipient, neoplastic process 
and morphological changes of a re, active or  reparative type. In 
Barrett's esophagus, g~aetie peaurbations (manifested by the presence 
ofDNA ancuploidy) may be generated in relation to a high 
proliferation rate. 
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GASTROINTESTINAL STROMAL TUMOUR A 
CORRELATIVE IMMUNOHISTOCHEMICAL AND 
ULTRASTRUCTURAL STUDY 
Gonda, G.*_, Sz~t6, I.**, Nagy, P.*, P6ter, I.***, Vir,~gh, Sz.* 
~Dept of Pathology, and **Dept of Surgery, Haynal Imre 
University of Health Sciences, Budapest, ***Dept of Turnout 
Pathology, National Institute of Oncology, Budapest 
Introduction: Gastrointestinal stromal tumour (GIST) is a recently, 
although not unequivocally defined entity, separated from the non 
epithelial tumours of the gastrointestinal tract. In the present study 
six gastrointestinal stromal tumours occurring in a two year interval 
were examined. 
Material and methods: Eight GISTs of seven patients - one of 
them had a duplex tumour - were analysed by histological, 
immunohistochemical and electron microscopical methods. The 
main morphological features, the immunoreacitvity for vimentine, 
smooth muscle actin, S-100 protein, desmin, neuron specific 
enolase, chromogranin, neurofilament and CD 34 were evaluated 
together with ultrastructural characteristics. 
Results: Two of the eight tumours were diagnosed as malignant, 
they metastatized within two years after removal. These turnouts 
were cellular with high mitotic activity. Immunohistochemieally all 
of them were positive for CD 34. Fore of them showed coexpression 
of smooth muscle actin and S-100 protein, the other fore were 
negative for both S100 and S actin. Vimentine was positive in each 
of them. Ultrastructurally indented nuclei, cell processes, skeinoid 
collagen fibres, occasional dense core granules and some 
incomplete ceil junctions were observed. 
Conclusion: The correct histological diagnosis of GIST and its 
histological subtypes is essential, because phenotype, especially 
immunophenotype is of crucial importance in predicting their 
biological behaviour. 
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HELICOBACTER PYLORI ERADICATION IN CHRONIC 

GASTRITIS 
Hsueh C.W., Wen S.C., Tsai C.C., Feng N.S., Lee T.M.* 

Dpts. of Internal Medicine and Pathology*, Kaohsiung Military 

General Hospital, Taiwan, R.O.C. 
Aims: Helicobacter pylori ( HP ) infection is associated with an 
active chronic gastritis ( CG ). HP eradication improve CG activity. 
The aim of this study was to investigate the outcome of the CG 
parameters after HP eradication. 
Methods: Sixty-five HP associated chronic gastritis patients ( mean 
age 28 years old ) with HP eradication ( lansoprazole 30 mg qd, 
amoxicillln 1.0 gm bid, and clarithromycin 250 mg bid for two 
weeks ). All the patients underwent endoscopy with antral biopsies 
before and 3 months after the end of the treatment. CG parameters 
have been evaluated according to the Whitehead classification. 
Gastric mucosa was considered as improved when the total 
parameters score ~ 3 and as normal when the total score was 0. 
Patients with dysplasia were excluded. 
Results: The mean CG score before and after HP eradication were 
respectively 5.7 and 4.2 for total score, 2.7 and 1.5 for inflammation, 
1.1 and 1.2 for atrophy, 1.1 and 0.9 for intestinal metaplasia, and 0.8 
and 0.6 for lymphoid follicles. The CG parameters improved in all 
the patients after HP eradication. Gastric mucosa was normalized in 
48 % ( 31 / 65 ) out of patients. 
Conclusions: 1. HP eradication was aasociated with a significant 
improvement in the CG parameters. 2. Gastric mucosa normalizes 
in 48 % of patients, 3 months after anti-HP treatment. 
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EXPRESSION OF MICROSATELLITE INSTABILITY AND hMSH2 
IMMUNOKEACTIVITY IN 25 PATIENTS WITH EARLY ONSET OF COLORECTAL 
CANCER. 

L. lnsabeto*, D. Di Vizio*, G. De Rosa*, E. Mezza*, L. Panariello ~ M. De Rosa ~ P. I~o ~ O. 
Pettinato*. 
Digs of Pathoingy* and Molecular Biology*, University of Naples - Italy 
Aims: To investigate the correlation between colorvotal cancer with R~R phanotype and 
imrntmohistoehvmical pattern ofhMSH2. 
Methout: i~vll aeopi~,ti~ mueosa mzd manor tisbues oF 25 patiea,~. *;~ ~i~i.,.~ ~ ......... 
under 40 years of age were retrieved from the files of the Deparmaant of Pathology of Medical 
School of "Federieo II ~ Univca~ity of Naples - Italy. Morphological and immunohistochernical 
analysis of p53, bel2 and p27 expression yam ix:rformed and eormlatcal with proliferative index 
by Mibl, with hMSH2 expression and with miorosatellite instability by molecular studies. The 
expreesinn of immunohistochemical markers was tested using specific monoelonal antibodies 
and the r~ults evatuat~ by a semiquantitafive analysis. 

Results: p53 was expressed in about 40% of poorly differentiated carcinomas, in which high 
proliferative index ~ seen. BeI2 and p27 were ~xpr~.~ed in well differentiated carcinomas. 
We examined the rate of replication errors (RER) at mierosa~llite loci by detemfining the 
miesosa~llite ma~ers BAT26, BAT40, and D2S123. We also screened the BAT-RII 
microsamllite sequences of flue TGF~ type II rec.~tor gane, which may be one of the targ~ geries 

of the defective DNA r~pair in HNPCC tumors, Furth~nor% we have examined the protein 
expression pattern of hMSH2 by immunohistooharnistry in paraffin-embedded tumors with KER 
phenotype. 
Conclusions: Our results suggast tha~ the immunoistoch~'aieal examination of protaln 
~pressinn may be a rapid method for prescr~ning R:mors for mumt'~ons in the MMR genes. 

However the utility of immunohistocheraislry, as an edjunot to genetic diagnosis, has to be 
deteanined on a larger number of p~aients 
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C H A R A C T E R I Z A T I O N  O F  K E R A T I N O C Y T E  G R O W T H  

F A C T O R  A N D  I T S  R E C E P T O R  I N  H U M A N  C O L O N  

C A N C E R  
T. Ishiwata, M. Watanabe*, K. Nishigai, K. Kawahara, Y. I~loriyama*, Z. 
Naito, N. Yamada and G. Asano. 
Department of Pathology, Nippon Medical School, Tokyo 113-8602, 
JAPAN 
*Center for Digestive Diseases, Second Affiliated Hospital of Nippon 
Medical School. Kan~awa 211-8533, JAPAN 
Aims: Kerafinocyte growth factor (KGF) is an angiogenic and mitogenic 
polypeptide synthesized mainly by mesenchymai cells. Its actions are 
dependent on its binding to a specific cell-surface KGF receptor (KGFR). 
It is not known whether cells of colonic adenocarcinoma within lhe tumor 
mass express KGF or KGFIL Therefore, in the present study, wc estimated 
the expression of KGF and KGFR on human colonic cancer eel[ lines and 
human colonic cancer tissues. 
Methods: KGF and KGFR mRNA expression in COLe 205. DLD-1, 
HCT-15, SW 480 and WiDr colonic cancer cell lines were examined by 
RT-PCIL The expression levels of these miL'qAs in human colo~ic tissues 
were estimated using competitive RT-PCR. Cells overexpressing KGF 
and KGFR mRNA in cancer tissues were identified by in situ hybridization 
using a cRNA probe. 
Results: KGFR mlLN'A was expressed in all five cancer cell lines. In 
contrast, KGF mRNA was not detected in any of them. Competitive 
RT-PCR revealed that KGF and KGFR mlLNAs were expressed i~a colonic 
cancer and normal colonic tissues, and that both of these mRNAs were 
overexpressed to a greater extent in cancer tissues than in normal tissues. 
In situ hybridization showed that KGFR mRNA was expressed in colonic 
cancer cells. 
Conclusions: These findings indicate that KGF and KGFR are 
overexpressed in cancer tissues, suggest KGF might contribute to the 
aggressiveness of human colonic cancer. 
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Papillary-cystic tumors of the pancreas: a report of three cases 
ffJ Jim6nez, MV Ortega, AJ M,4xquez, M Oarcia, M Polo, JJ Slinchez- 
Carrfllo, A Blanos y A Matilla. Dpt. of Pathology University 
Hospital. MAlaga. SPAIN. 

Aims: Three new cases of tmpillary-eystie tumor (PCT) of the 
pancreas (the so called solid.pseudopapillary tumor) are reported. 

Methods: Tissues were fixed in 10% neu~'al buffered formalin and 
routinely processed for light microscopy. Sections were stained with 
hematoxylin and eosin and periodic acid-Schiff (PAS) with and 
without diastase digestion. Immunohistochemical stoining for 
Vimentin, chromogranin, CD-45, alpha-l-antiWypsin, enolase, CAM 
5.2 and Progesterone recepturs were performed. Cytometric 
determination of tumor cells was done. 

Results: Two cases were well demarcated masses, surrounded by a 
fibrous capsule. The cut sections showed brown nodular areas in the 
periphery with hemorragic and necrotic zones. The third case was a 
solid mass similar to normal pancreas. 
Histologically all tumors were similar. The m ranged from solid 
and tmbccular to seudolmpillary. Tumor cells have a monotonous 
clear eosinophilic cytoplasm with regular reundqo-oval nuclei. 
Immunohistochemically, the tumor cells were positive for Vimentin, 
aipba-l-antitrypsin, enolase, CAM 5.2 and Progesterone receptors. 
Cytometric determination showed a DNA-diploid pattern. 

Conclusions: PCTs are unusual ironers, diagnosis is either found 
incidentally on routine image examinations (ultrasound or CT). The 
prognosis is excellent after complete tumor removal. Agressive 
behavior cannot be excluded even in the absence of nmlignant 
histological appearance. 
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EX]PRESSION 0u STROMAL DIAGNOSTIC MARKERS IN AC"UT]g AND 
CHRONIC GASTRIC DISORDEI~,~ 
Kleina R.*,M011er K.-M.**, Wegener H.-H.*** 
DpLofPathological Anatomy, Medical Academy ofLatvia*, instintte c~'Pathoin~, 
University Clinic B~rgmannsheil, Bochu~ C~many'~N, Moabit Hospilal, 
Berlin *** 

The aim of this study was to evaluate the amount and qualitative 
characteristics of stromai cells in gastric mucosa and to dens'mine their 
possible role in the destructive and repair processes. 

31 children and 27 adult patients with different types of gastritis, 
erosions and chronic peptic ulcer were examined. Immunoeytochemical 
analysis were performed on formalin fixed, pa r~-embedded  tissue 
sections with antibodies against syneptophysin, vimentin, CD 68, CDS, 
chromogranin .4,, NSE, serotonln. Immunolabelled cells were counted in 
1 mm 2. 

CD68 + macrophagai-monocytic cells were present in the areas of 
dense inflammatory exudation during activation of chronic gastritis 
till 20,4 cells per 1 mm 2 and were located under multilayered 
proliferation of surface epithelium. Concentration ofvimentin 
containing cells was more dense in the bottom of the healing erosions, 
in the edges of chronic peptic ulcer and in the microvessels of its 
granulation tissues. 

The amount ofcytotoxic lymphoeytes in control group, in acute 
gastritis of children and in adults with chronic peptic ulcer were 
accordingly o,6 : 2,6 : 7,2 cells per 1 mm 2 .CD8 positive cells have 
increased during lingering the pathology of stomach. They were found 
in subepitheliai areas and lymphoid follicles. Comparative topographic 
investigation of synaptophyzin, NSE, serotonirg chromogranin proved 
the location of these active substances in EC, ECL and mast cells of 
gastric mucosa and submueosai layer. They become exhausted in 
patients with permanent gastric ulcer and their amount and functional 
activity correlated with gastric acidity. 

The results proved that the repair of mueosa is realised with 
vimentin and CD 68 + cells, but CD8 + lymphoeytes are one of the 
mediators of its injury. 
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THE MICROVESSEL NETWORK IN COLORECTAL NEOPLASMS 
Kavantzas N., Pavlopoulos P.M., Davaris P. 
Department of Pathology, School of Medicine, University of Athens, 
C, reece 
Aim: The objective of this study was to evaluate multiple morphometric 
microvascular characteristics in addition to microvessel density (MVD) in 
colorectal carcinomas to provide a better approach to examining the 
relation between angiogenesis and clinicopathologic factors and prognosis. 
Methods: Histologic sections from 106 colorectal adenocarcinomas and 
17 adenomas, immunostained for factor VIII, were evaluatad by image 
analysis for the quantification of MVD, total vascular area (TVA), and 
microvazcular branching, as well as several morphometric parameters 
related to the vessel size or shape. 
Results: MVD gradually decreased with progressing Dukes stage. The 
vascular branching counts were significantly higher in carcinomas than in 
adenomas, and remained unaffected through progressing Dukes stages. 
Shape-related parameters showed significant differences between 
carcinomas and adenomas and between different grades of differentiation. 
Branching counts and TVA were the only factors found to be of 
prognostic significance. 
Conclusions: This study provides evidence that neovascularization is an 
early critical event in coloreetal tumorigenesis, reaching a maximum level 
early in the malignant process. Its prognostic significance is better 
assessed by quantification of TVA and the branching pattern of 
microvessels, whereas MVD does not provide significant prognostic 
information for coloreetal carcinoma patients. 
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HELICOBACTER PYLORI ERACICATION FOR THE 
TREATMENT OF LOW-GRADE GASTRIC MALT LYMPHOMA: 
FOLLOW-UP TOGETHER WITH SEQUENTILAL MOLECULAR 
STUDIES 
Manzanal ~ *MontalNln C, Sant6n A, Redondo C, Atvarez L** Boixeda 
D, Bellas C. 
Dept of Pathology,* Intmml Medicine, ** Crastrology, fi'om Hospital Ram6n 
y Cajal, Madrid, Spin. 
Aims: Hdicobacter pylory infection is associated with low-grade gastric 
lymphoma, and available data support that the eradication of the H. pylori 
can Cause histological regression of the lymphoma. 
Patients and Methods: Eight patients with low-grade gastric MALT 
lymphoma were treated ~ amoxicillin, metronidazole, and omeprazole for 
14 days in a prospective study. Patients were followed up with sequential 
endoscopy, mapping gastric biopsies, and molecular studies with PCR 
amplification of the IgH gone in order to asses the response to I-Lpylori 
eradication and the evolution of the histological molecular responses. 
Results: H.pylori was eradicated in all patients and reinfection was 
demonsttmed only in one patient (at 18 months). After H.pylori eradication 
treatment, the lymphoma regressed both endoscopically and histologically 
in all patient. In four patients, no clone] band was detected by PCR, and in 
the remaining patients, PCR identified a clonal band, which disappeared in 
all patients after a mean of 12 +/- months. In the last year, seven patients 
have a persistent clinical, histological resimision, and no clonai band was 
detected by the PCR analysis; but in the patient with reinfection, a clonai 
band was detected in spite of clinical and histological regression. 
Conclusions: I) Low -grade gastric lymphoma can be histologically cured 
with eradication therapy for H. priory. 2) After histololgical regression, PCR 
amplification of the IgH gone can identify an eventually persisting clonai 
population .3) Sequential histological and molecular studios are essential for 
the assosmont of the evolution of the lymphom 4) The clonal population 
trends to disappear, but its disappearance may be delayed for months.5) 
Patients with histological regression but with a persistent clonal band should 
not be treated unless the lymphoma can be histologically demonstrated. 
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INTRATUMOR HETEROGENEITY AND RELATIONSHIP OF P53 
PROTEINS, APOPTOSIS AND DNA ANEUPLOIDY IN HUMAN 
COLORECTAL ADENOCARCINOMAS. 
R. Monaco ~ A. Capasso ~ P.F. Beilomo ~ A. Rapalto*, E. Geido*, W. 
Giaretti*. 
~ U.O. Anatomia ed Istologia Patologica - A.O. Cardaralli - Napoli - Italy 
* Lab. Biofisica - Istituto Naz. per ta ricerca sul Canero - C-enova - Italy 
Aims: lntratumor heterogeneity of  p53 protein, apoptosis, and DNA 
aneuploidy in human color,tat  adenocarcinomas within the context o f  a 
morphology analysis still needs to be further investigated. To these aims 
we have examined multiple tumor sectors (from 4 to 6 per tumor) for 56 
adenocareinomas. Methods: Detection of  p53 proteins was done by 
immunohistochemistry using Mab DO7. P53 mutations were also 
detected in a subgroup of cases. DNA aneuploidy was evaluated by 
multiparameter flow cytometry of  nuclei suspensions for measuring Dapi 
fluorescence emission, forward and side scattering. Apoptotic index was 
calculated counting TdT positive neoplastic cells x 1000. Results: DNA 
aneuploidy was detected in 43 (77%) carcinomas, while presence of  more 
than one DNA aneuploid subclone was found in 21 (49%) turnouts. 
Immunohistoehemical detection of  p53 proteins done in at least 5-6 tumor 
areas indicated that aneuploid sectors were more frequently p53 positive. 
A proportion of  20% of  the cases examined with p53 mutations did not 
show high p53 expression. A statistically significative correlation was 
found between p53 overexpression and DNA aneuploidy (p<0.01) as well 
as with DNA multiclonality (p=0,02). Contingency table analysis showed 
also a statistically significant correlation between p53 alterations and 
increased intratumor distribution of  apoptotic cells (p<0.005). 
Conclusions: Intratumor heterogeneity of  p53 protein, apoptosis, and 
DNA aneuploidy in coloreetal carcinomas indicated that assessment of  
any one of  these parameters is critical without a simultaneous 
morphological investigation. The inactivation &the  p53 tumorsuppressor 
gene appears as one of  the important selective causes of increased 
incidence of  aneuploidy and multiclonality and decreased apoptosis in 
these tumors but dearly not the only genetic cause. 

PROTEIN p53 ACCUMULATION AND p53 GENE MUTATION IN 
COLORECrAL CANCER. 
A Nasierowska-Guttmejer, 1, Trzeciak, M Nowacki 
l)ept, of Pathology, Cancer ('entre, Warszawa, Poland 
Aim: I To investigate the relationship between p53 protein accumulation 
and p53 gene mutation in colorectal cancer. 2. To correlate these results 
with prognostic factors as sex, tumor localization, mage and grade. 
Materials: A total 38 tumors were evaluated, 21 in male and 17 in female. 
Twenty seven cases were located in the rectum and I I in the colon. 
Seventh were well differentiated, 28 were moderately and 3 poorly 
differentiated. According to Astler-Coller classification, 4 pts were B I, 1(3 
pts were B2, 15 pts were C2 and I was D The Jass classification was 
additionally used: I group was in 2 cases, I1 group in 10 cases, 111 group m 
7 cases and IV group in 8 eases. 
Methods: I. Accumulation of p53 protein was analysed 
immunohistoehemically (IHC) in formalin fixed and parrafin embeded 
material Antibody p53 (D0-7, Dako) in dilution I: 100 was used. Control 
sections were used to replace the primary antibody with a nonrelated 
normal antiserum. A section with high p53 accumulation in colorectal 
cancer was used as a positive control. Staining cell numbers were scored as 
none (-), weak (+, 10-25%), moderate (++, 26-75%) and intense ( ~ ++, 
>75%). 2. For all cancer samples, exons 5 to 9 of p53 gene were amplified 
from isolated genomic DNA. PCR products were subjected to Single 
Stranded Conformational Polymorphism analysis. All products were also 
directly sequenced on ABI Prism 377 apparatus using fluorescent 
dideoxyterminators chemistry 
Results: p53 protein accumulation was detected in 19 among 38 (50%) 
colorectal cancers. The correlation between p53 expression and sex 
(Female 71%, Male 50%) and Jass classification was observed. Overall, 19 
of 38 samples (50%) exhibited mutations in exons 5 to q of p53 gene. 
Mutational status correlated well with IHC results (p(0 04), there was, 
however, no correlation to any other clinico-pathological variables 
Conclusions: p53 protein accumulation corelated with gene mutations. 
p53 expression was higher in t~male and in advanced cases according to 
Jass classification. 
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FINE NEEDLE ASPIRATION PERFORMED UNDER ENDOSCOPIC 
ULTRASONOGRAPHY: A USEFUL MEANS OF DIAGNOSING 
SOLID PANCREATIC LESIONS. A SERIES OF 203 CASES. 
Mgn~,es G.*, Bernardini D.**, Giovannini M.** 
*Dpts of Pathology, **Dpts of Endoscopy, lnstitut Paoli-Calmettes, 232 
Bd Ste-Marguerite, 131109 Marseille, France. 
The aim of this study was to test the efficiency of fine-needle aspiration 
(FNA) performed under endoscopic ultrasonography (EUS) as a means of 
diagnosing solid pancreatic lesions. 
Material and Methods: Between January 1994 and January 1999, 203 
consecutive patients (110 men, 93 women) with a mean age of 66 years 
underwent EUS FNA on a solid pancreatic mass with a median diameter of 
30.2 mm (range 8 to 4() ram). A conventional smear (CS) was obtained in 
each case, and in 83 % of all the cases, microbiopsies were also obtained. 
The ThinPrep (TP) method, a recently introduced fluid-based technique for 
collecting aspirates, was also performed in the last 28 cases. 
Results: We diagnosed 167 malignant lesions: 126 adenocareinomas, 32 
endocrine tumors, 8 pancreatic metastases, 1 lymphoma and 11 non 
malignant lesions: 7 chronic pancreatitis and 4 post acute pancreatitis 
abscess. The diagnosis was confirmed by either surgery or follow-up. In 
this series, we observed one false positive case: an endocrine tumor FNA 
diagnosis corresponding in surgical specimen to an islet hyperplasia and 24 
false negative cases : 22 adenocarcinomas, t endocrine tumor, and 1 
sarcoma. In the majority of the latter cases, a poor cellularity and a large 
amount of fibrous stroma was observed in the surgical biopsy or specimen. 
The sensitivity and specificity of the FNA diagnosis were 87.6 % and 91.6 
%. The positive predictive value of the FNA method was 99A % and the 
negative predictive value 31.4 %. 
Comments: TP offers the additional advantage in comparison with CS that 
it reduces the screening time per case and like microbiopsy, can be used 
with other techniques, such as immunohistoehemistry. With the method 
used here to obtain the TP material, it was not possible, however, to assess 
the cellularity, an important criterion in CS. The value of the TP method 
still remains to be confirmed, and microbiopsy is mill the most efficient 
method available for diagnostic purposes. 
Conclusions: FNA under EUS is a reliable technique for diagnosing 
pancreatic tumors and especially for screening adenocarcinomas and 
endocrine tumors. The limits of this technique are for the lesions showing 
poor cellularity and abundant stroma. 

p53 PROTEIN EXPRESSION IN BARRETT'S ESOPHAGUS. 

Navarre l ~  N*; Gim6nez, A**; Sola, J**; Bermejo, J**. 
Departments of  Pathology, Morales Meseguer* and Virgen de la 
Arrixaca** University Hospitals; Murcia-SPAIN. 

Aims: There is a substantial interobserver disagreement in the 

diagnosis and grading of dysplastic lesions in Barrett's esophagus. 

The aim of this study is to evaluate the usefulness of  tissue detection 

of  p53 protein as a objective method to complement the conventional 

histological evaluation ofdysplasia in this disease. 

Methods: Tissue samples of  73 patients diagnosed of Barrett's 

esophagus were processed for p53 immunostaining. Cases were 

labelled as positive for p53 if they showed any obvious nuclear 

staining detected in at least 5% of  the cells in the tissue area of  

interest. 

Results: The positivity of  the staining for p53 showed a statistically 

significant increase throughout the sequence: no dysplasia (0%) --) 

indefinite for dysplasia (31%) --> low-grade dysplasia (64.5%) --) 

high-grade dysplasia (100%) --) carcinoma (83.5%). (Linear trend: 

p<0.0001). Conclusions: The use &this  procedure, technically 

simple, economical and quick, could play a role in the evaluation of  

patients with Barrett's esophagus. 
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EXPRESSION OF GROUP II PHOSPHOLIPASE A2 IN 
TUMOURS OF THE LARGE INTESTINE 
Nevalainen, T.J., Haapanen, T.J. 
Department of Pathology, University of Turku, Turku, Finland 
Aims: Group lI phospholipasr A2 (PLA2) is a lipolytic enzyme that 
has been proposed to be involved in the genesis of colonic 
carcinomas. The PLA2 gene has been identified in mouse as the 
MOM-I locus gene, a modifier of the pro-neoplastic effect of the 
APC gene. The purpose of the current study was to compare the 
expression of PLA2 in benign and malignant neoplasms of colonic 
mucosa. 
Methods: Tissues from eolorectal adenomas (16 patients), 
adenocarcinomas (9), juvenile polyps (5), hyperplastie polyps (15) 
and normal colonic mueosa (8) were studied by 
immunohistochemistry for the presence of PLA2 protein and by in 
situ hybridization for the mRNA of PLA2. 
Results: There was mRNA of PLA2 in 3 out of 8 samples of normal 
colonic mucosa but no PLA2 protein. Colorectal adenomas contained 
PLA2 protein in 11/16 eases (6/9 cases of villous adenomas and 5/7 
cases of tubulovillous adenomas). There was PLA2 protein in 4/5 
cases of juvenile polyps but in none of hyperplastie polyps or 
neoplastic cells of adenocarcinomas. The mRNA of PLA2 was 
loealised in the epithelial cells of ~enomas and juvenile polyps. 
Conclusions: The current results show that PLA2 is often expressed 
in the tumour cells of colorectal adenomas and juvenile polyps, 
whereas normal colonic mucosa, hyperplastie polyps and colorectal 
adenocareinomas are practically devoid of the enzyme. The results 
support the notion that PLA2 is involved in the development of 
colonic turnouts. The exact role of PLA2 in the evolution of 
colorectal adenomas and carcinomas remains to be investigated. 
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GASTROINTESTINAL STROMAL TUMOR (GIST): ONE CASE WITH 
NEGATIVE INMUNOHISTOCHEMICAL MARKERS AND FATAL 
PROGNOSIS. 
paradls A. lin~nez A.I., Alfaro L, Vidal J.S.* Pathology and Radiology* 
Services. Hospital Comarcal de Vinarbs. Vinar6s (Castell6) SPAIN. 

The gastrointestinal mesenchymal tumors form a heterogenous 
group that consists of several different entities with distinctive clinico- 
pathological profiles. They can be divided into four categories on the 
basis ot tbetr phenotypieai features. 
1) Differentiation towards smooth muscle and neural elements (the less 
common). 2) Differentiation towards neural elements (Plexomarcomas). 
3) Dual differentiation toward smooth muscle and neural elements (the 
less common). 4)Lacking differentiation towards either type. A high 
percentage of this category show immnureactivity for CD34 and some 
authors use the team GIST only for this group. 

Our case is a 62 years old man with an extensive retroperitoneal tumor 
infiltring ureter (the inical symtom was a flank pain), The tumor was 
removed and the patient died two weeks after. Microacopieally the 
tumor showed hyperedlularity with epithelioid calls, necrofis and high 
mitotic ~tivity. The inmtmohistochemieal study was positive only for 
vimentine. 

CONCLUSIONS: The tumors refered to as "gastrointestinal stromal 
tumors" represent tumors of primitive mesenchymal cells. This terms 
reflects the incomplete understanding of  their cells type lineage.and 
uncertain relationship with the differentiated smooth muscle and 
Schwann cell tumors. The CD34 antigen (a myeloid cells progenitor 
cell antigen also expressed in endothelial cells and some other mesen- 
chymal cells) is generally expressed in this one. The no expression of  
CD34 is associated to a rather primitive phenotype and poor prognosis. 
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DO ANGIOGENESIS AND ANGIOGENETIC FACTOR 
VASCULAR ENDOTHELIAL GROWTH FACTOR 
(VEGF) HAVE ANY ROLE IN ADENOMA-CARCINOMA 
SEQUENCE OF COLONIC NEOPLASTIC POLYPS? 
Ozt0rk S, Scrim~z E, Keldik T, Kuzu I, En~-i A, OztOxk E* 
Department of Pathology, University of  Ankara, Faculty of  
Medicine, D ~ a r t m ~ t  of  Anesthesiology University of  Gazi 
Faculty of  Medicine*, Ankara, Turkey. 
Aims: To examine the difference between benign and malignant 
colonic neoplastic polyps in relation to ansiogenesis and 
ansiogen~ic factor VEGF. 
Mtqhods: A total number of  64 colonic neoplastic polyps were 
classified histologieadly as benign (nffi32), malignant (n=25), 
focally malignant (n=7) tubular, villous or tubulo-villous 
adenomas. Immunohistoehemistry was performed for CD34 and 
VEGF expression. CD34 positive microvessels in the stroma of  
the polyps were counted in three different fields using fight 
microscope on X200 ~fication and mean mierovessel count 
was considered as the MV'D, Smdcnt-t test was performed for 
statistical analysis. The intensity of mining for VEGF was 
assessed on a 0-3+ scale. 
Results: MVD of  benign and nmlignant colonic neoplastic 
polyps showed no significant difference. Similarly, there was no 
difference between the malignant and benign areas of  the focally 
malignant polyps. No significant difference was found between 
the MVD's of  malignant or benign polyps of  each 
histopathological type. VEGF expression was only observed in 
few of  the cases, m~nly in the epithelial cell cytoplasm or on the 
luminal surface, irrespective of  the diagnosis. 
Conclusions: Our results suggest that angiogenesis and 
angiogenetic factor VEGF do not seem to have significant role 
on adenoma-carcinoma sequence of  colonic neoplastic polyps. 
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LACK OF MELANOSIS COLI IN COLONIC ADENOMAS 
SUGGF~STS DIFFERENT PATHWAYS OF APOPTOTIC BODIES 
IN NORMAL AND NEOPLASTIC COLONIC MUCOSA 
Re~itni~ P., Denk H. 
Department of Pathology, University of Graz, Graz, Austria. 
Aim: Melanosis colt is caused by increased epithelial apoptosis and 
pigment deposition in the lamina pr~pria: Melanosis colt is lost in colonic 
neoplasia. The aim was to investigate this phenomenon in order to further 
contribute to the understanding of its pathogenesis. 
Meth.ds:  We investigated :rod scored apoptotie fragment~ and the.lr 
distribution and maerophages by CD-68 immunostaining in 7 human 
colonic adenomas associated with melanosis colt in nonneoplastic mucosa 
and in normal colonic mucosa. 
Results: In adenomas we found 7 apoptotic bodies per 100 epithelial cells 
in the epithelial layer and only 0.2 apoptotic bodies per high power field 
(HPF) in the lamina propria, in normal mucosa, in contrast 2/1(10 in the 
epithelial layer and 5/HPF in the lamina propria. Our results show that 
apoptotic fragments remain in the neoplastic epithelium and do not reach 
the lamina propria and, therefore, mehmosis production is inhibited in 
neoplastic colon lesions. Macrophages are reduced but not missing in 
adenomas. In adenomas arising in melanotic mucosa a mean value of 14 
macrophages per HPF was found in the lamina propria. In colonic mucosa 
with melanosis colt a mean value of 34 CD68-positive macrophages per 
HPF was found in the lamina propria. In melanotic mucosa we made the 
following observations: .0J macrophages permeate blood vessels and 
reach the lamina propria; ~ they approach the epithelium and 
accompany the epithelial cells during their migration to the top of the 
crypt, thereby taking up apoptotic material; ~ pigment-laden 
macrophages migrate through the central space of the lamina propria 
between the crypts towards the lamina nmseularis mucosae, reach the 
lymph vessels and are finally transported to the lymph nodes. 
Conclusion: In colonic adenomas the uptake of epithelial apoptotic 
bodies and the pathway of macrophages seems to be disturbed as the basis 
of lack of melannsis in these lesions. 
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IMMUNOCYTOCHEMICAL DEMONSTRATION OF ALFA- 
FETOPROTEIN SYNTHESIS IN ADENOCARCINOMA OF ILEUM 
Rodriauez-Ferrdmd~ AM.*, Silva-Abad A.*, Del Rio-lgnacio JJ,** 
Dpts of  Pathology, S.A.S. General Hospital*, Jerez and "Puerta del Mar" 
Hospital**, C~.diz. Spain. 
Aims: Immunocytoohemical (ICC) demonstration of aifa-fetoprotein 
synthesis in one small bowel adenocarcinoma, in a patient with very high 
serum levels of this substance, is reported. One only similar case, of ampulla 
of Vater location, has been reported in the bibliography. 
Methods: The samples were obtained of an ileum neoplasia and of both 
ovaries era 49-year-old woman, they were routinely processed and ICC 
study was carried out with the below mentioned antibodies. 
Results: In the ileum there was a polypoid neoformation, of 3x2em, 
infiltrating into the fat. The ovaries measured 5x4 and 4x3crn and they were 
solid, white mad hard. Histologic~dly, the ileum neoplasia was compound for 
a non-infiltrating component, represented by a well di~erentiated 
tubulovillous adenocaroinoma, and other infiltrating component with two 
growth patterns: (i) a moderatelY differentiated tubular edenocaroinoma, 
and (ii) solid masses of  polygonal cells with plenty dear cytoplasm. 
Immunoeytoehemically, all nenplastie cells were positive for keratin and 
EMA~ and negative for PLAP, HCG, vimentin and ohromogrmain. Non- 
infiltrating tubulovillous and infiltrating tubular components were positive 
for CEA and negative for alfa-f~oprotein. On the other hand, the oMar cells 
component was positive for alfa-fetoprotein and negative for CEA. The 
ovaries showed bilateral metastasises of the ileaun I~ion with a. similar ICe 
pattern to that & t h e  non-infiltrating tubulovillous and infiltrating tubular 
components. 
Conclusions: Alfa-fetoprotein is normally sy,thesized by the liver, yolk 
saok and gastrointestinal tract of the human embryo. At neoplastic level, 
this synthesis can be due to (i) liver cells metaplasia or yolk sack ceils 
metaplasia, or (ii) imitation of the fetal gastrointestinal epithelium in early 
gestation by the neoplastic calls. 
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SUBEPITHELIAL MYOFIBROBLASTS IN MICROSCOPIC COLITIS 
S ~ .  A.,  Femhndez-Bafiares, F. ,  Casaiots, J.,  Foroada, P. Gonz~ilez, G, 
Gonzhlez, C., Tarroeh,X. 
Depts. of Pathology and Gastroenterology, Hospital Mutua de Terrassa, 
Terrassa, Barcelona, Spain. 
Aims: The expression of co-smooth muscle actin (ASMA) is considered 
to be a marker of activated myofibroblasts. We intend to assess the 
pattern of subepithelial myofibroblasts in the two types of microscopic 
colitis , coliagenous (CC) and lymphocytic (CL), by their ASMA 
expression. 
Methods: irnmunohistochemistry for ASMA in colorectal biopsies from 
patients with histological diagnosis of CL (n=10) and CC (n=10). As 
controls (CN) we included two groups of 5 patients with normal 
histology, either with or without symptomatology. In every case only 
well oriented biopsies (perpendicularly sectioned) were selected and 
stained. The morphology and number of immunoreaetive cells in 
intereriptal spaces were assessed and scored from 0 to 4. 
ResuRs: As we expected, all colitis and control specimens contained 
ASMA positive myofibroblasts in intercriptal spaces. The two control 
groups did not show any difference and so they were considered together. 
In CN and CL cases, myofihroblasts showed mainly a spindle phenotype 
with polar slender prolongations; in contrast, the lamina propria 
myofibroblasts in CC were frequently stellate~shaped with more complex 
"dendritic" cytoplasmic extensions, that appeared embedded in the 
subepithelial collagen band. The mean score values of either group were: 
CN: 1.5 +/- 0.5, CL: 1.8+/- 0.4 and CC: 2.5 +/- 0.7. There were 
significant differences only between CC and the two other groups. 
Conclusions: Subepitheliat myofibroblasts are increased in number and 
more complex in shape in CC with respect to CL and CN. These 
differences would account for the increment of extracelular matrix 
production in CC. The pattern of myofibroblastic expression in CL does 
not differ from CN. 
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HYPERPLASTIC POLYPS, ADENOMATOUS POLYPS, MIXED 
HYPERPLASTIC/ADENC~ATOUS POLYPS AND SERRATED ADENOMAS 
OF THE COLON. 
Ruebner: ' B.H., Tesluk, H.,* Min, B.H.,* Sheikh, R.A. and 
Lawson, M.J. 
Department of Pathology, UC Davis Medical Center and Kaiser 
Hospital, Sacramento, California, USA 
AIMS: To define more clearly the relationship between cert- 
ain polyps preliminacy to assessing their biological nature 
and clinical significance. 
M-=THODS: H.~. sections from 83 aclect~ polyps w~ra c~viawed 
Polyps with high grade dysplasia were excluded. Fomnalin 
sections were stained with antibody Mib I for Ki 67 and anti 
body DO 7 foc the p53 protein. 
RESULTS: Mib 1 staining showed that hyperplastic polyps (HPs) 
had a basal profileration zone similar to that of normal 
epithelium, but more intense and expanded a variable distance 
towards the epithelial surface. In H.E. sections the colum- 
nar cells of this zone ferquently showed stratification, 
hyperchromasia and nuclear atypia thus mimicking mixed ade- 
no~ato~s/hyperplastic polyps. Mib 1 staining of tubula= ad- 
thomas (TAs), was generally most intense at the surface and 
involved, with less intensity, the entire length of the gl- 
ands. Only one true mixed hyperplatic/adenomatous polyp, di- 
stinct from HPs with expanded proliferation zones, and thr- 
ee serrated adenomas, defined as ~esembling a HP in archit- 
ecture but with an expanded proliferation zone extending to 
the mucosal surface, were found. Staining for p53 was only 
rarely positive and then only in small groups of cells. ~n 
HPS p53 staining occurred at the base of the glands while 
in Tas staining was at the surface. 
CONCLUSION: True mixed hyperplastic/adenomatous polyps and 
serrated adenomas are care. HPs with expanded proliferation 
zones are quite eoalnoN and may mimic mixed hyperplastic/ 
adenomatous polyps. Criteria for differentiating HPs with 
expanded proliferation zones froth mixed hyperplastic/adeno- 
metous polyps and from serrated adenomas need to be improv- 
ed. 

P-228 

EVOLUTION OF GASTRIC MALT LYMPHOMA AFTER 
ERADICATION OF HELICOBACTER PYLORI INFECTION 
Emilia Sara~a MD, Fran~oise Delaeretaz MD, Jean Benhattar, 
Hanifa Bouzourenne MD. 
Department of Pathology, University of Lausanne, Switzerland. 

Aims : 1) to investigate the effect of eradicating Helicobacter pylori 
(HPy) infection on associated low-grade gastric MALT lymphoma 
2) to assess the significance of the detection of B-cell elonality in 
control gastric biopsies. 
Methods : Nine patients with primary gastric low-grade MALT 
lymphoma associated with HPy gastritis were treated to eradicate HPy. 
Each patient had between 2 and 10 post-treatment biopsy controls, 
during a median follow-up period of 21 months (5 - 55 months). 
In addition to histology in 36/46 biopsies, polymerase chain reaction 
(PCR) was used to analyse the IgH chain gene rearrangement. 
Results : Following treatment, all patients became negative for H Py. 
Initially 8/9 patients showed partial or total regression of lymphoma. 
Four of them (50%) presented a relapse of MALT lyrnphoma at 
subsequent controls, respectively 5, 12, 18 and 36 months later. 
By PCR a monoclonai B cell proliferation was found in 20/36 samples. 
Monoclonality was sometimes identified even in samples with an 
apparently complete regression of the lymphoid infiltrate, A relapse 
was diagnosed only when also morphological and not only PCR 
evidence were found. Two of the patients in total remissiori after 
respectively 3 and 5 years of follow-up, were positive at PCR 
examination in one or more of their control biopsies. Continued 
follow-up may clarify the significance of this observation. 
Conclusions : I) HPy eradication may result in complete or partial 
regression of lymphoma. 2) Prolonged follow-up is necessary in these 
eases as late relapse of lymphoma may occur. 3) Search for 
monoclonality by PCR is a useful tool in the follow-up of patients but 
results must be correlated with endoscopic and histological lesions. 
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VALUE OF UPPER GASTROINTESTINAL ENDOSCOPIC BIOPSY 
IN DIAGNOSIS AND STAGING OF CROHN'S DISEASE. 
Teierina E,Larraurd J,Femandez-Blanco l,Patron M,Burgos E and 
perez Mies B. 
Dpto Anatumta Patol6gica.Hospital Universitario La Par, Madrid Spain. 
AIMS: To study the lesions that occur in the upper gastrointestinal tra~t 
(esopbagus, stomach and duodenum) in patients with Crohn's disease 
(CD). 
METHODS: a group of 45 patients were studied,40 of  them with a 
demonstrated CD in small bowel and five with undetermined colitis. All 
of them were biopsied in esophagus( when macroseopical lesions were 
found),antrum, fondus, gastric body and duodenum.Routine stains for 
gastric biopsies were used in all of them, and in 14 cases we applied 
htmunopernxidase techniques for CD3, CD45RO, CD20 and CD68. 
RESULTS:6 patients showed no lesions. 6 showed chronic superficial 
gastritis, with associated Helicobacter pylorii in 12 of them. 2 cases 
showed chronic atrophic gastritis with intestinal metaplasia in absence 
of HP. The lesions found in these 24 patients were not related, 
pathogenetically, with CD. 
In the remanent group of 21 patients we found 7 cases with 

granulomas,11 with focal gastritis and 3 with acute duodenitis. 
Nine of the 14 oases studied inmunohistoohemically were focal 

gastritis. In them, we found a clear predominartcy of T lymphocytes 
with abundant macrophages and only occasional B lymphooytes; this 
pattern is highly suggestive of CD and clearly different from the pattern 
observed in c~lronioal SUlgl~Cial gastritis, in which there iS a similar 
proportion between B and T lyraphocytes and occasional macropbages. 
CONCLUSIONS:the endnseopic biopsy , specially in stomach and 
esopbagus,allow us to demonstrate specific lesions (granulomas and 
focal gastritis) of the upper intestinal tract in patiants with Crohn's 
disease, in order to identify aalmptomatic patients, classified 
undetermined forms and establish the real staging of  the proccess. 
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HEI_JCOBACTERPYLORI INFECTION AND THE COURSE OF 
INFLAMMATORY BOWEL DISEASE 
Vlire, P.O), Hdkins, B. 2, Silvennoinen, J.A. 3, Karttunen, R. 4, 
Niemela, S.E:, Lehtola, J.K:, Karttunen, T.Jk Departments of 
Pathology I, Internal Medicine 5 and Microbiology 4, University of  
Oulu, Finland, Departments oflnternal Medicine, North Karelia 
Central Hospital 3, Joensuu, and Vaasa Central Hospital 2, V~:_~, 
Finland 
Aims: Factors affecting the ctinlcal course of  inflammatory 
bowel disease (IBD) are largely unknown, although smoking 
may be associated with more severe Crolm's disease (CD). We 
have studied whether H. pylori infection has influence on the 
activity or extension of IBD. 
Patients and methods: We studied 296 adult patients with IBD 
(females 144; mean age 43 years), including 185 with ulcerative 
colitis (UC), 94 with CD, and 17 with indeterminate colitis (IC). 
Smoking and follow-up data were collected from patient files 
and by interviews. Mean duration of  follow-up was 10 years 
(range 0-35). All histopathological speoimeus were blindly re- 
evaluated. Serum samples were studied for H. pylori antibodies 
(Pylodset-EIA-G, Orion Diagnnstiea). 
Results: ,5'. pylori seropositivity rate was 30% in UC, 29% in IC 
and 13% in CD Rate was not related to medical treatment of 
IBD or current smoking habits. In UC no significant associations 
between the disease characatedsties and seropQsitivity were 
observed. In CD, seronagativity was associated with higher 
cumulative endoscopic activity (p~0.013), trends for histological 
expansion (p=0.155) and increased cumulative histological 
activity (pffi0.148), but no significant associations between 
activity and current smoking were observed. 
Conclusions: Our results suggest that H. pylori positive CD 
patients have less severe intestinal inflammation. Smoking does 
not seem to have a significant role. 

P-230 

MICROCYSTIC ADENOMAS OF THE PANCREAS. A 
CLINICOPATHOLOGIC AND IMMUNOHISTOCHEMICAL STUDY 
TOrOk. V.. JDay, B., Pakl, E. 
2nd Department of Pathology, Semmelweis University of Medicine, 
Budapest, Hungary 
Aims: Microcysfic adenomas are benign tumors of the pancreas 
accounting for 1-2% ofexocrine pancreatic tumors. It has been suggested 
that myoepithebal cells are present in these tumors. Since the tumor 
usually affects females, the authors also wanted to see if it has a hormonal 
background. 
Method: 25 cases were retrieved from the archives of the 2nd 
Department of Pathology, Semmelweis University of Medicine. Blocks 
were available in 17 cases. HE slides were reviewed and a battery of 
immunohistochemical reactions [pan-cytokeratin, CK20, smooth muscle 
actin (SMA), S-100 protein, anti-estrogen (ER) and progesterone 
receptor (PR) proteins] were performed. A follow-op was available in 15 
cases. 
Results: The female:male ratio was 24:1. The average age of the patients 
was 61.5 years (ranging form 41 to 83). The tumors consisted of ~sts  of 
variable sizes, lined by cuboidal epithelium. Between the cysts there was a 
variable amount of stroma, usually showing hyalinization and myxoid 
degeneration. In 13 of the 17 cases the epithelial cells expressed CK20, 
which is not present in the normal pancreas. S-100 and SMA positivity 
was present on the basis of the epithelial cells or in scattered cells beneath 
the epithelium in 15 of the 17 cases. Nuclear positivity ~ t h  ER was found 
in the epithelium in 12 cases and no reactivity was detected with PR. The 
stromal elements expressed ER and Pg in three cases each. 
After tumor resection 14/15 patients with follow-up are alive and well, 
one died of post-operative complications. 
Condnsions: Based on the immunohistochemical study the presence of 
myoepithelial elements or the myoepithelial nature of the neoplastic 
epithelium is suggested. The expression of ER in the neoplastic epithelium 
might explain the fact that these tumors occur mostly in females. 
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CURRENT DIAGNOSIS OF BARRETT'S ESOPHAGUS: AN 
ANALYSIS OF 2605 HISTOLOGICALLY CONFIRMED 
CASES 
Vieth. M,, Stoke, M. 
Institute of Pathology, Klinikum Bayreuth, Bayreuth, Germany 
Aims: To evaluate the quality of  diagnosis in case of Barrett's 
esophagus. It was exanained wether: 1) there had been regular 
pret~,~tmant investigationsg 2) characteristic mucosal changes had 
been recognized by endoscopy; 3) a diagnosis of intraepithelial 
neoplasia bad been made more oRen than of Barrett's earcinoma~ 
4) the frequenee of early carcinoma. 
Methods: Endoscopic and associated biopfic reports on 2605 
consecutive patients with histologically confirmed Barrett's 
esophagus were analyzed (age: 63.6_+14.6 years; re:f3.8:1). 
Results: Endoscopic diagnosis in cases without neoplasia was in 
43.2% correct for actual or suspected Barfer 's  esopbagus. At 
endoscopy dysplasia was suspected in 3.9%. The diagnosis or 
suspected diagnosis for Barrett's carcinoma was correct in 59.1%. 
The incidence of Barrett's carcinoma is 1 in 59 patients per year. 
The frequence of early carcinoma is 37%. Repeat endoscopy was 
performed in 17,4 % of patient's with Barrett esophagus without 
dysplasia, in 63.5% of patients with low grade dysplasia~ 30.7% of 
patients with high grade dysplasia. 
Conclusion: Neoplasia in Barrett's esophagus is found too late. 
But 37% of all carcinoma cases are early cancers. Only balf of the 
histologically confirmed cases are found by endoscopy and follow- 
up is not suf~eient. 
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STROMAL CHANGES ASSOCIATED WITH MALIGNANT 
CHANGE OF COLORECTAI, POLYPO1D ADENOMAS 
Vodopivec, B., Gale, N., Cerar. A. 
Institute of Pathology, Medical Faculty University of Ijubljana, l:iubljana, 
Slovenia. 
Aims: We analysed stromal changes in early polypoid colorectal 
adcnocarcinomas (PCRC) in comparison with benign colorectal polyps. 
Methods: A retrospective analysis was performed on biopsies of early 
PCRC (Dukes A, Tr-72%, "1"2 28%). Adenomas with early malignant 
change (n ?~), aden,~mas (n I l), ji~vc~ilc p~iy?s (n ~1) and p~Iyps 
connected with rectal prolapse (n q 1) were included in the study. 
Stromal changes were analysed by immunochemical methods using the 
following antigens: alpha-smooth muscle actin (rt-SMA), yon Willcbrand 
factor (vWF), desnfin, fibrencctin, tenascein, collagen Ill and IV, laminin, 
Ki-67. CD68 and reaction with Ulex Europacus Aglutinin-I (UEA-I). 
Results: There were some stromal changcs characteristic Ibr early PCRC: 
The number of myofibreblasts and pcricytcs was increased. They were 
arrangcd in nmltlple layers around tumor glands. In the myofibroblast 
cytoplasm, ~t-SMA but no desmin, was tbund. The orientation of 
myofihmblasts, pcricytes and smooth muscle ceils was irregular. Small 
vessels were increased in number and their morphology as well as 
architecture were altered in a chamctcrlstie way, The capillaries were 
arranged around carcinomatous glands in muhiple layers and showed 
characteristic budding in all directions. There was also vWF and UEA-I 
reactivity in the extracellular matrix around tumor glands, but the 
positivity was not lbund in the same regions. Fibroncctin, tenaseein and 
collagen Ill were increased in the stroma of the invasivc tumor margin. 
Macrophages were increased in the number at the invasivc tumor margin. 
The histological type, differentiation, inflannnation and degenerative 
changes of tumor cells, intluenced the intensity of stmmal changes. 
Conclusions: Our results have apparently demonstrated that the stromal 
'changes in the early PCRC were specific. We revealed that the analysis of 
,tumor stroma composition is an important diagnostic procedure in the 
differentiation of the polypoid colorectal lesions. 
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EARLY, INTRAMUCOSAL DIFFUSE CARCINOMAS OF 
THE STOMACH REPLICATE THE DIFFERENTIATION 
PROGRAMME OF ANTRAL GASTRIC GLANDS 
M Noda*, R Poulsgn)*, A Hanby*, T Hattori*, R Langman], A Caulfield? 
and NA Wd~,ht:t 
Histopathology Unit, Imperial Cancer Research Fund*, London, 
University of Bristolt, Bristol and Department of Histopathology, Imperial 
College School of Medicine:t, London 
Diffuse carcinomas of the stomach are composed of mucin-fiUed 'signet 
ring' cells which infiltrate the gastric wall widely. Their diffuse growth 
pattern and wide dissemination do not suggest any organisation or spatial 
differentiation pattern. We have analysed the pattern of differentiation in a 
series of 6 patients who showed multiple small intramucosal diffuse 
carcinomas of the stomach. Formalin-fixed, paraffin-embedded sections 
were immunostalned for the trefoil peptides TFFI (pS2) and TFF2 (bSP) 
using monoclonal antibodies, while TFFI, TFF2 and TFF3 (ITF) mRNA 
was localised using hybridisation in situ. Trefoil peptides showed a 
remarkable spatial distribution of expression in these small, diffuse 
tumours: TFFI mRNA and protein was localised to the superficial cells, 
while TFF2 peptide was found in the deep part of the intmmucosal turnout. 
However, TFF2 mRNA was found more superficially. Moreover while 
MUC6 was readily demonstrable in the deep areas, MUCSAC was difficult 
to demonstrate superficially. This pattern ofpeptide and, to a lesser extent, 
mucin gone expression is found in antral gastric glands with TFFI in the 
foveolar-pit cells and TFF2 localised in the deeper parts of the gland. 
Moreover, proliferating cells were seen in the mid-area of the turnouts, 
between the upper TFFl-positive and lower TFF2-positive cells. 
However, TFF3 mRNA, which is not usually expressed in the normal 
gastric antrum, was also focally demonstrable, as was MUC2. E-cadherin 
was not demonstrable. We conclude that early, intramucosal diffuse 
carcinomas of the stomach replicate the growth pattern of antral glands, 
with a defined central proliferative zone from which the malignant cells 
migrate, again in a bi-directional manner, and acquire the differentiation 
antigens, here the trefoil peptides TFF1, TFF2 and MUC6 in the same 
manner as the antml gastric gland. The finding of TFF3 mRNA and 
MUC6, usually expressed in intestinal goblet cells, in these early turnouts 
suggests that 'intestinalisation' of diffuse gastric carcinoma, hitherto 
considered a late event in their evolution, occurs much earlier in their 
development. 
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PROLIFERATION RATE AND LIGANDO-HISTOCHEMICAL 
PROPERTIES OF OESOPHAGEAL CARCINOMA 
/.a,Tca~er E J**  Hauck E*** Gab~us H J*** *  Kayser K*** Banach L ~ 
Depts of  Pathology UN27"RA ~, PIEDUNSA *~, South Africa/ Thorax~din~k, 
He~de~berg, Germany'**, �9 Institute of  Physiological Chemislry, University of  
Munich, Munich, German,v~*~ 
Aims: To investigate the proper'des of Intercellular recognition activities 
with potential prognostic significance. 
Methods: Histological sections from tissue blocks of 43 cases with 
resected oesophageal SCluamous cell carcinoma were examined. 
Hist~!.,~lc'3! se~Jons were incubated w!th panet of entibo,:Ji~, hi,~t|nyi~t~=d 
and carrier immoNlised carbohydrates as well as with galactose-blndlng 
blotlnylated endogenous lactlns: K1-67, anti-galactin-1 and anti-galectin-3 
antibodies, hlstoblood group tdsacchaddes A, B, H bound to biotinylated 
polyacrylamid, and biotinylatad galectin-Z and galectin-3. The staining 
Intensities of applied probes were qualitatively judged except MIb, which 
was measured with an image analysing system based upon commercially 
available basic soft:ware. DIA$ In addition to numerical parameters such as 
percentage of positively and negatively stained nuclei structural features 
were analysed. 
Results: Limited tumors stages (pTI/T2) comprised :1.0/43 (23%) and 
65% of the carcinoma were exclsed without any notable lymph node 
Involvement (pN0). The average percentage of turnouts with detectable 
binding sites of histeblood group A, B and H antigens was 60%-65%. The 
percentage of detectable expression of binding capacities for galectln-1 and 
-3 as well as the presence of these lectins accounted 56%-84%. The 
proliferation activity of the tumour cells was high and amounted 75% at 
average. A statistically significant association of presence of galectln-I and 
galectin-3 with the pN stage was seen and higher percentage of binding 
capacities of histoblood group A in pNO stages compared to pN+ lymph 
nodes. 
Condusion: The data indicates that binding capadtles of galectins are 
associated with the lymph node Involvement of oesophageal cardnoma and 
therefore are probably of prognostic significance. These date are in 
agreement with results obtained from analogues examinations in lung 
carcinoma. 

P-236 

NM23 H-1 PRODUCT IN COLONIC ADENOCARCINOMA 

Howavda Abd El All I and Amany Rafaat 2 
Departments of Pathology 1 and Community Medecine 2, Faculty of 
Medecine, Suez Canal University, Ismallia, Egypt. 

Aim: As colonic adenocareinorna represent the second cancer in Egypt, 
we looked for new prognostic parameters in our population. 
Methods: The immunohistochemical (IHC) expression of nm23 H-I 
was studied in 35 primary colonic adenocarcinoma, in their metastatic 
deposit: and in the adjacent normal colonic mucose. The expression 
was correlated with CD44 IHC expression, DNA ptoidy and S phase 
fraction (SPF) evaluated by image cytometry (ICM), patients age and 
sex, Asfler-Coller's staging, tumor type and grade, mitotic figure count 
(MFC), lympho-vascular (LV) and perineural (PN) invasions and 
presence or absence of schistosomiasis. 
Results: Positivity for rim23 H-1 were observed in 23 tumors 
(65.7%) with 16 out of the 23 cases (69.6%) showing more than 75% 
positive cells. M e ~ c  deposits in the lymph nodes (9 cases), liver (3 
cases), ovaries (1case) and bone (lease) were negative. 54.3 % of the 
tumors were aneuploid and had higher SPF eompar~ to diploid ones 
(p <0.001). Positive CD44 IHC expression was seen in 19 (54.2%). 
The increased nm23 H-1 expression correlated with the lack of CD44 
expression (p<0.001), DNA diploid tumors (p< 0.001), early staging 
(p= 0.02) and MFC less than 20 (p=O.05). Spearman correlation 
analysis confirmed the above correlations. No correlation has been 
found between nm23 H-1 and the other variables. 
Conclusion: Our data are in favor for the non-metastatic role of the 
rim23 H-1 gene in colonic adenoeareinoma in the Egyptian population. 
The reduced rim23 H-I IHC expression associated with increased 
CD44 expression, advanced clinical staging and DNA aneuploidy 
status could serve as an additional prognostic markers to select patients 
for adjuvant treatment. 
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SOLID-PSEUDOPAPILLARY PANCREATIC TUMOR: ITS ORIGIN 
REVISITED? 
Kosmahl, M~. Seade, L., Harms, D., KlOppel, G. 
Department of Pathology, University of Kiel, Germany 
Aims: solid-ps~ddopapillary tumor of the pancreas (SPT) has distinctive 
morphologie and biologic features but an unclear origin. It is classified 
among the pancreatic epithelial tumors, but many are reported to be 
negative for cytokeratin. Also unclear is its neuroendocrine differentiation, 
its capability to express alpha-l-antitrypsin (AAT) and, in view of the 
tumor's striking prevalence in women, its relationship with the ferule 
genital tract. 
Methods: to clarify these issues the immunoprofiles of 55 solid- 
pseudopapillary tumors were defined by applying a battery of antibodies 
against cytokeratin, vimentin, smooth-muscle aetin, CD34, KiMlP, AAT, 
LeuMl, neuron-specific enotase (NSE), synaptophysin, ehromogranin A, 
tyrosine hydroxylase (TH), alpha-inhibin, ealretinin and placental alkaline 
phosphatase. 
Results: the most consistent markers with the strongest immunoreactivity 
were vimentin, AAT and NSE, which were each found in more than 90% 
of the tumors. Using antigen retrieving immunocytochemical methods 
cytokeratin was demonstrated in almost 70*,4 of the cases. Synaptophysin 
was found in 25% of the tumors, while ehromogranin was absent and TH 
was only present in a few tumors. None of the other tested markers were 
expressed by SPTs. 
Condusious: this staining pattern fails to reveal a phenotypical 
relationship with any of the defined cell lineages of the pancreas. Therefore 
the hypothesis of  an extrapancreatic origin is discussed, which relates the 
SPTs to primitive genital ridge cells that have come into contact with 
pancreatic cells during embryogenesis. 
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immunohistoehemicul expression of eathepsin D in laryngeal 
epithelial lesions. Correlation with CD44, p53 and pRb expression 
and proliferation indices 

E. Ioachim I, A. Goassia j, D. Pe~hos I, D. Assimakopoulos 2. Th. 
Vougiouklakis I and N. J. Agnantis I 
l)athology j and Otorhinolaryngology 2 Departments, Medical School, 
University of loannina, 45110 loannina, Greece 

Introduction: Clinical studies in several tumour types have shown a 
strong correlation of cathcpsin D (CD) expression and tumour 
progression. In order to elucidate the role of cathepsin D in laryngeal 
epithelial lesions we studied the immunohistochemical expression of CD 
in correlation with (he expression of CD44, p53, pRb and proliferation 
indices. 
Methods: lmmunohistochemical s "taining for cathepsin D (clone DI3A) 
was performed in paraffin embedded tissues from 39 invaslvc squamoas 
cell carcinomas. 13 in situ carcinomas, 35 cams of dysplasia, 10 
papillomas and 17 eases of keratosis. 
Results: Cathepsin D was highly positive in the groups of carcinomas 
compared to other lesions (p<0.0001). A statistically significant 
correlation of cathepsin D expression with (!1)44 expression was 
observed in invasive cancers (p=0.037). The relationship of cathepsin D 
immunoreactivity with p53, Rb and proliferation indices was 
insignificant. 
Cnnclusion: 'lhe results show that cathepsin D is expregscd in a higher 
proportion of cancerous lesions of the larynx than in non cancerous or 
premalignant lesions, lhct which suggests that cathepsin D may be 
involvcd in laryngeal tumour cell growth process. 
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INFLAMMATORY PSEUDOTUMOR OF MAXILLARY SINUS 

Hemkndez Gucrra, A.*, Tortes Lar ro~  T.**, Alverez-Atgl~lles, H.*, 
Herreros Rodrtguez, V.*, Manzano Sanz, C.*, Gareia Castro, C.*, 
Martin Corrivntr M.*, Garcia SutL,~ P.*, Dtaz Flores, L.*. 
Depts. of Pathology* and Otothinolaryngnlogy**, Hospital 
Universitario de Canarias, La Laguna, Spain. 

Inflammatory pseudommor ( IPT ) is a rare benign lesion. It is 
most often located in the lung and orbit, however its occurrence in the 
maxillary sinus is uausual. The purpose of this work is to communicate 
a new ease of  1PT describing its clinical, microscopic and 
immunohistochemical characteristics. 

A 34 yeer-old woman showed left hemifacial pain. A coronal 
CT scan ofparanasal sinuses revealed a soft tissue opacity of the left 
maxillary sinus. Surgically it was removed a semisolid white mass 
filling the left maxillary sinus. 

Microscopically there were tissuler fragments o f  respiratory 
mucosa massively infiltrated by masen0h;ma! proliferation of spindle 
cells with inflammatory reaction. The former were fibroblast-like and 
myofibroblast, that could be arranged in a characteristic storifoma 
pattera, admixed with collagen, lymphocytes, and plasma cells. 

Immunohistooheraically muacl~-speeifir aefin and vimentin 
were demonstrated in the cytoplasm of spindle cells, while the 
immunophenotype of  lympfoid population was B cells ( CD-20+ ) and 
T cells ( cD-43+ ). 

Primary IPT of  the maxillary sinus is a extremely rare 
pathological condition of unknow etiology, which usually mimics 
malj~ancy both clinially and radiologicaUy. Pathologic study of the 
ease support a possible myofibroblast origin of the lesion. 
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MALIGNANT TUMOUIt$ OF TI lE SINONASAL TRACT 
Aree. Y.. Albs, Li., Martine~ A., Nadal, A.* Blanch, J.**, Aguilar, F.** 
Trusserra, J.** and Oudesa, A. 
Departments of Pothole85' and Otolaryngoloy ** Hospital Clinic and 
Department of  Pathology Hospital Casa de Matemitat*, Universitat de 
Barcelona, Facultat de Medicina, Spain~ 
Aim: Most of  the sinonasal malignant turnouts are carcinomas, 
nevertheless there is a misconception about the prevalence of the 
squamoos cell type. To assess the incidence of  the different histological 
types of sinonasal caminomas we perform this study. 
M ~ h e ~ :  We reviewed the histological and clinicopathologizal data of  
229 sinonesal malignant tttmours from the files of  Hospital Clin/r 
between 1976 and 1998. 
Resalts: Seventy-three percent of  malignant sinonasal tumors are 
carcinomas. However only 45% of  them are of sqeamoos cell type. The 
main group of caminomes, are of  non sqmunous cell type (55%): 20% 
are undifferentiated carcinoma, 14% cylindrical cell carcinoma, 12% 
high grade adenocarcinoma, 8% adenoid cystic carcinoma, 6 0  low 
grade adenocarcinoma, 4% adenOglUamous carcinoma and I% 
mycepithelial carcinoma Other types are seen with lesser relative 
frcq~r~y. 

Nasal cavity is the most common location of those turnouts 
(37,3%) followed by maxillary sinus (34,7%) and r sinus (24%). 
Frontal and sphenoidal sinuses are rarely involved. 
Condualous: Among de malignant tumours involving the sinonasal 
tract, carcinomas arc the most prevalent Although squamous 0cil 
carcinoma is the most frequent histological type, the high p~walence of 
the other histological types requires a om'cful differential diagnosis 
before therapy is stared. 
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TI IYROID CANCER REGISTRY IN "LJUDEVIT JURAK" 
CLINICAl, DEPARTMENT OF PATIIOLOGY AND IT'S 
CONNECTIONS TO TIlE NATIONAl, REGISTRY OF CANCER 
Bclicza M., Simanovid D, Cvictko I, Kremlin B,Cupid 11, Lechpammer M, 
Kusid Z 
Department of Clinical Pathology, University hospital "Sestre 
milosrdnice", Zagreb, Croatia 
Aims: To connect 1 tospital Thyroid Cancer registry with National 
Registry of Cancer and therefore to gain access to follow-up data, that 
combined with our registry will make possible better i~ttient control and 
various research studies. 
Methods: Thyroid Cancer registry was filled with data from biopsy 
findings after surgical treatment in IIniv.I losp."Sestrc Milosrdnice", 
accompanied with other clinical findings and relevant data from National 
Registry of Cancer. 
Results: Departmant of clinical pathology created Thyroid Diseases 
registry, including all thyroid patients from 1980 to 1999. There is total 
of 3944 patients. Of those tumors were fomld in 1404 cases (35,6 %), 
benign tumors in 979 cases (24,8 %), and non-tumor changes in 2540 
cases (64,4 %) with goiter as most common in 2021 cases (51,2 % of all 
changcs). Thyroid canccr in our registry comes with 425 eases. Ofthose 
carcinoma papillarc in 257 cases (60,5 %) with female to male ratio of 
3,2 to 1. Ca. folliculare in 71 cases (1607 %) with F:M=2,1:I. 
Ca.medulare comes with 35 cases (8,2 %) and F:M~I,5:I. Ca. 
anaplasticum was lbund in 32 cases (7,5 %) with F:M=I,9:I. Other 
carcinomas were lband in 30 cases. Folowing ear intention te make 
follow-up of our patients, we've connected to National Registry of 
Cancer and found that 5 year survival for Ca. papilare is 97 %, Ca. 
folliculare 93 % and for the Ca. medullarc 78 %, Long term (15 year) 
survival as follows: Ca. papillare 91%, Ca.folliculare 87 % and for Ca. 
medullare 55 % (both types). 
Conclusion: Our results are in with correlation with those qouted in 
literature, analyzing large series and long time peroid studies. 
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A CASE OF PERIPHERAL GILANULAR CELL 
AMELOBLASTOMA IN SOFT TISSUES. 
C~amero M, Moreno C., Manzarbeitia F. 
Dpt of  Pathology, Fundaci6n Jim6nez Diaz. Autonoma 
University of Madrid, Spain. 
Ameloblastoma is the most common type of  the epithelial 
odontogenie turnouts, 80% with mandible location. There 
are also eases of  peripheral (extraosseous) setting (2- 
5%).They arise most commonly in the third to fifth 
decades, 70% involving the molar-ramus area. While 
most of them shows a slow growing there are rare 
exceptions of locally aggressive tumours and gangiionar 
and lung metastasis are described. Some authors find that 
the histological subtype may affect the risk of  recurrence 
(like granular cell variant).Extraosseous ameloblastomas 
appear to affect an older group of  patients and also show 
a greater male preponderance than the intraosseous type. 
In this setting we report a case of  a 70 years old female 
with a parotid location tumour with clinical diagnosis of  
pleomorphie adenoma. 
A tumour mass of  8 cm. of  diameter was excised. 
Histological study resemble the more common follicular 
type but the epithelium, particularly in the centre of  the 
tumour islands, forms sheets of  granular cells resembling 
those of  other granular cell tumours, been the diagnosis of  
peripheral granular cell anaeloblastoma. 
The electronic and immunohistochemistry study shows 
the epithelial histogenesis of the tumour and the lisosomic 
nature of  intracitoplesmic granules. 
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EXPRESSION OF Ep-CAM AND E48 IN LARYNGEAL 
SQUAMOUS CELL CARCINOMA AND NORMAL TISSUES 

A, Blanco, X. Farr6, A. Nadal, C. Romeu*, V. Palomar*, R. Zeidler**, E 
Campo and A. Cardesa. 
Hospital Clinic de Barcelona, Universitat de Barcelona, Hospital Casa de 
Maternitat; Hospital Arnau de Vilanova*, Lleida) Spain, and Klinikum 
Grosshadern**, M0nchen, Germany. 
Background: Adhesion molecules participate in cell-to-cell recognition 
and signaling during proliferation and differentiation processes. The 
exact roles and patterns of expression of each one are different in 
different tissues. 
Desi~,n: E48 and Ep-CAM expression was ascertained by 
immunohistochemistry with two specific monoclonal antibodies upon 
frozen tissue samples of 13 primary tumors and 7 metastatic laryngeal 
squamous cell carcinomas, as well as of 13 normal squamous epitelium 
samples. 
Results: E48 was detected in all normal squamous epithelium samples, 
in 12 out of  13 primary and 6 out of 7 metastatic tumors. E48 staining of 
normal epithelium was diffusse in 7 cases and located in the lower layers 
of  the epithelium in the remaining 6 cases. Glandular epithelium was 
always negative. Half of  the tumors showed a peripheral staining pattern, 
although 4 were diffusely positive and 2 showed a inverted staining 
pattern, with negative cells at the periphery of  the tumor nests. Ep-CAM 
was detected in all normal squamous epithelium samples, 12 out of  13 
primary tumors and all metastatie tumors. Normal squamous epithelium 
was positive in the lower cell layers and 9 tumors showed a peripheral 
staining pattern. Glandular cells showed strong Ep-CAM expression. 
Metastatic tumors retained the expression pattern of primary tumor in 
most of  the cases. 
Conclusion; E48 and Ep-CAM expression are frequent phenomenons in 
squamous cell carcinomas of the larynx, but their possible roles in 
transformation and progression remain undetermined. 
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CERVICAl, ECTOPIC MENINGIOMA. FNA 
Esteva, M., Estehan, B,, Saus, C., Canet, R, 
Dpts. of  Pathology. Son Dureta Universitary Hospital, Palma of  
Majorca, Balearic Islands, Spain. 
Aims: We describe a ease of a 30-year-old woman with a tumor 
located in the lett laterocervieal region. 
Methods: An FNA was performed, that showed a monotonous 
population of epithelial and spindle cells with nuclear inelusalons 
and grooves and psammoma bodies. The diagnosi~of ~#l!~"y 
carcinoma of the thyroid was suggested. FolMwing the cytologic 
diagnosis, isolation of  the cervical mass and total thyroidectomy was 
performed. 
Results: Histologically, the cervical tumor was composed of  
lobulated nests of  ceils with pale and ensin~h:~lia c~r~cpla~'x, and. 
regular nuclei with pseudoinelusions, arranged in concentric whorls, 
with occasional psammoma bedie~. St~miaJ, staie~ shovaM rea~4vity 
for EMA and Vimentin. There was a lack of  reactivity for 
thyroglobulin. 
Conclusions: Extracraaial meningiomas are rare tumors. W hen 
they arise in ectopie places other differential diagnosis shou4d be 
consider. Papillary carcinoma o f  the thyroid can show many o f  the 
cytologic features found in meningioma. Our case shows that 
extraeranial meningiomas should also be taken in consideration 
when psamoma bodies are observed in FNA from the cervical 
region. 
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AgNOR AND DNA INDEX IN LARYNGEAL CANCER 
{~ori6 M,, Araliea G., +Burn M., +Dani6 D., *Nagy P., Tom6i6 I., 
Seiwerth S. 
Institute of Pathology Medical Faculty Zagreb, CROATIA; 
+ENT Dept. Medical Faculty Zagreb, Croatia; *Institute of Pathology 
Hainal Imre University, Budapest. Hungary. 

Nuclenlar organisor regions (AgNOR) and DNA content are considered 
useful prognostic markers in different tumors. So far only few studies 
including relatively small number of patients have been undertaken to 
investigate the relationship of AgNOgs and DNA content of as well as 
their relation to other parameters (such as grade, stage or tumor size) in 
laryngeal squamous cell cancers (SCC). The aim of  this study was to 
investigate the relation of AgNORs and DNA index of  laryngeal SCC to 
different elmico-pathologie and nuclear morphometric parameters. 
Methods. Samples of tumor tissue from fifty consecutive patients 
undergoing laryngeetomy for SCC were included in the study. ARer 
standard procedure consecutive sections were stained with HE, 
impregnated with silver for AgNOR demonstration and analysed by flow 
oitometry. At the end a control HE slide was produced. Nuclear ares as 
well as AgNOR area and number/nucleus were assessed 
morphometricaUy, using interactive semiautomatic image analysis system 
(VAMS, Zagreb). Obtained results were correlated to tumor grade and 
TNM stage as well as patient survival. Statistieai analysis was performed 
using Statistiea| for Windows 5.0. Kaplan-Mayer and Sperman log- 
Rank test were performed. Values were considered statistically 
significant at p<0.05. Results. Significant positive correlation was 
obtained for TNM and nuclear area (p<0.0008), and number of 
AgNOR./nucleus (p<0.006). Negative correlation was obtained for TNM 
and AgNOR area/nuclens (p<0.05). DNA status showed no correlation 
with analysed parameters. Conclusion. From our resulls we can 
conclude that AgNOR seems to be a useful prognostic parameters in 
laryngeal SCC. 
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BASALOID-SQUAMOUS CELL CARCINOMA OF THE HEAD AND 
NECK: FINE NEEDLE ASPIRATION FEATURES. 
De la Cruz-Mera A, Seoane J*, Ramirez JR**, Ortiz S**, Forteza-Vila J, 
De Agusttn P***. 
Dpts. of Pathology, Centro Oncol6gico de Cralieia, La Corufia; Hospital 
Naval*, Ferrol; Hospital Milltar Centrai "Gomez-Ulla"** and Hospital 12 
de Oetubre***, Madrid. Spain. 
Aims: Basaloid-squamous cell carcinoma (BSCC), originally described in 
t986, is a ram distin(~ve variant of squamous cell carcinoma (Ss 
ocurring mainly in the head and neck areas. Whereas his histologic features 
have been well defined, his cytologic picture has been only recently and 
scarcely characterized, Our purpose was to found distinctive fmtures of  this 
kind of tumors in Fine needle aspiration (FNA) spceimans. 
Methods: Five tumors primarily diagnosed as BSCC are reported. 
Chirurgieai specimens and biopsies material were fixed in 10% buffered 
fommlin and paratrm embedded. FNA was performed in primary or 
metastatic locations. The slides were air dried or 96% ethanol fixed and 
stained with "Diff'-Quick"and Papenicolaou stain respectively. 
Results: The smears showed a rich bankground composed by necrotic and 
diskeratotic cells, fibrim and naked nuclei. A gromal component, with a 
very tipical appearance, consisting in hyaline cores of magenta colour with 
a polymorphic and branched ~ .  And a poorly conserved celldar 
c o ~ e n t .  The malignant cells, isol,~ed, in small three-dimensional 
clusters or forming acinat structures had small or medium size, scanty and 
indistinct cytoplasm and moderately pleomorphic nuclei. 
Conclusions: FNA slides of BSCC may be mistaken with other 
neoplasms that arise in the upper aerodigestive tract, being v~y 
important the differential diagnosis because of prognostic and 
therapeutical decisions. Then the recognition of his cytologic features 
can avoid delay in diagnosis and treatment, mainly in head and neck 
tumors that are readily aeeesible to either visual inspection or palpation. 
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EXPRESSION OF PROLIFERATIVE ANTIGENS (PCNA AND 
Ki-67), p-53 AND bcl-2 IN THYROID PAPILLARY 
CARCINOMAS WITH AND WITHOUT METASTASES. 
(~uoi6. H. Kru~lin, B. Tomasovi6-Lon~ari~, ~. Belicza, M. 
"Ljudevit Jurak" Clinical Department of Pathology, University Hospital 
"Sestre milosrdnice", Zagreb, Croatia 
Aims: The aim of this study was to analyse the expression of 
proliferative antigens (PCNA and Ki-67), p53 tumour suppressor protein 
and bcl-2 oneoprotein in loealised papillary carcinomas and papillary 
carcinomas of the thyroid with metastatic involvement of regional lymph 
nodes. 
Methods: The study was carried out by immunohistoehemistry on 
paraffin embedded archival material using primary antibodies purchased 
from DAKO (Glostrup, Denmark). Tissue sections of 10 localised 
papillary carcinomas of the thyroid and 10 papillary carcinomas with 
regional lymph node metastases were analysed. The alkaline 
phosphatase/antialkaline phosphatase (APAAP) method was used. 
Microwave pro-treatment was performed to improve immunostaining. 
Results: Positive immunostaining for PCNA and Ki-67 was observed in 
6 and 3 cases of papillary carcinoma without metastasis, respectively, 
p53 in 4 cases and bcl-2 in 3 cases. Six eases of papillary carcinoma and 
their lymph node metastasis showed positive imunostaining for PCNA. 
Positive reaction for Ki-67 was observed in one primary tumour and 
lymph node metastasis in the same patient. Papillary carcinomas with 
lymph node metastasis showed positive staining for p53 in 4 primary 
tumours and 6 lymph node metastasis, bcl-2 immunopositivity was found 
in 7 primary papillary carcinomas and their metastases. 
Conclusions: We did not observe a significant difference in the 
expression of PCNA, Ki-67 and p53 between papillary carcinomas 
without and with metastasis. However, we have found the expression of 
bcI-2 in the majority of papillary carcinomas with metastasis. Our results 
suggest that bcl-2 expression in papillary carcinomas might be associated 
with more aggressive behaviour of these tumours. 
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ANALYSIS OF NONINVASIVE FUNGAL PARANASAL 
SINUSITIS 
Drozd T, Boikov O, Weinberger M., 
Dept. of Patholo~,~, Robin Medical Center, Beilinson Campus, Petah Tikva, 
Israel. 
Aim: To define the pathologic features of noninvasive paranasal fungus 
infection. 
Methods: We reviewed all cases of inflammtory sinus managed in our 
Center from 1994-1998. Of the 127 patients, 6 had fungus ball and 6 had 
allergic sinusitis (total 12, 0.94%), without invasion by fungal hyphae in the 
tissue specimen. The patients presented with proptosis, and extensive 
involvement of the sinuses was found on CT scan. Paranasal tumor was 
suspected. Cultures were performed in all cases. 
Results: Fungus ball (mycetoma) occurred in 4 females and 2 males aged 
42 to 68 years (mean 60). The sinuses affected were the maxillary (4) and 
the sphenoid (2). Microscopically, there were dense tangles of hyphae 
consistent with Aspergillus within necrotic material, with small groups of 
neutrophils and feel of calcification. Fragments of edematous sinus mucosa 
contained mixed chronic inflammatory infiltrate, lymphatic follicles with 
germinal centers, feel of ulceration and metaplastic epithelium. Granulomas 
were not seen. Allergic sinusitis occurred in 3 females and 3 males aged 
15-64 years (mean 35). The sinuses affected were the maxillary (5) and the 
sphenoid (I). Microscopically, there were abundant basophilic mucin with a 
laminated appearance that consisted of densely packed bands of 
eosinophils. Scattered fungal hyphae consistent with Escherohilum were 
identified within the mucin in 4 cases Fragments of edematous sinus 
mucosa contained marked eosinophilic infiltrate. 
Conclusion: Noninvasive fungal paranasal sinusitis presents with marked 
symptoms. Biopsy of the sinus mucosa is necessary to rule out fungal 
infection or tumor. The type of fungus infection (mycetoma, allergic 
sinusitis) and, in most cases, to identify the etiologic factor, can be 
identified microscopically. 
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ADENOSQUAMOUS CARCINOMA OF THE UPPER AERODIG- 
ESTIVE TRACT. A CLINICOPATHOLOGIC REVIEW OF 6 CASES 
Elorriaua. K., Erefio, C., Ugalde, A., Bilbao, FJ. 
Service of Pathology, Hospital de Basurto, Basque Country Univ. 
48013 Bilbao, Spain. 
Aims: To evaluate the clinico - pathologic features of  a series of 
adenosquamons carcinomas located in the upper aerodigestive tract. 
Methods: During a i 8-year period (1982 - 1998) six adennsquan~us 
carcinomas arising in the upper aerodigestive tract have been diagnosed 
in our Institution following the current histologie criteria: fairly malignant 
carcinomas presenting a biphasic I~tttern of  growth with squamous areas 
on surface and glandular differentiation in depth. The clinical history was 
evaluated in all the cases. Representative areas of  the tumors were stained 
with Alcian blue, PAS, CAM 5.2, 34 13 El2, AEI-AE3, CEA, 

ehromogranin, "t-enolase, and calcitonirt 
Results: All the eases were males aged between 47 and 71 (mean 59,7 
years). Three of  them arose in the larynx (2 supraglottie and 1 in the right 
piriform sinus), and the others in the left maxillary sinus, oral cavity, and 
esophagus. At diagnosis, lymph node metastases were detected in 2 eases 
(1 supraglottir and 1 piriform sinus). Long-term clinical follow-up 
revealed that 2 out of  6 died of  disease 19 and 58 months after the 
diagnosis. The rest remains alive and fn~ of tumor at present (mean: 22 
months). The glandular component (tubular/cribiform) showed mueins 
production. Glanz' score revealed all of tbem were high grade tumors. 
Basal-type keratins immtmostained the squamous areas and CEA and 
low-molecular weight keratin the glandular ones. Neuroendncrine markers 
were consistently negative in all cases. 
Conclusions: The typical arrangement of  both histologie components of  
this rare neoplasm, together with its cbaraeteristic immunostaining 
pattern, allows its distinction from other neoplasms with lesser malignant 
potential, e. g., mucoepidermoid carcinoma. 
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BENING MYOEPITHELIOMA OF SALIVARY GLAND: REPORT OF 
A CASE. 
EsDafiol. I. ,Trias, I., Obiols, J*., Guillaumes,S*., Tdaa, R*. 
Departments of Pathology and Surgery*. Clinica Plat6. Fundaci6 
Privada, Barcelona, Spain. 
AIMS: We want to present a case ofbening myoepitelioma of  
parotid gland in a young male. 
METHODS: 18 year old man with tumor in parotid gland. The 
surgeon performed a FNCA to diagnose and then the patient was 
treate, d wi~h st~,~ical ~.~.~,~iua for h':, tua~or. 
RESULTS: The cytology showed a monomorphic proliferation of 
fusoeelular cells with excentde nuclei, without pleemorflsm and 
mitotic activity. There was no background substance. The diagnosis 
was: LOW GRADE FUSOCELULAR NEOPLASM. The 
histological study of  the tumor showed a well delimitated nodule in 
the salivary gland. It was constituted by fusiform ceils (previosly 
described) within a myxoid stroma, without evidence of ehondroid 
differentatian and tubular srtructuras. There were no signs of  
malignancy (mitosis, atypla...). 
Inmunohistoehemistry results: CAM5.2, PS 100 and Vimentin 
positives; Desmin, SMA, MCA, GFAP negatives. 
Final diagnosis:BENING MYOEPITELIOMA. 
CONCLUSIONS: Bening myoepitelioma of  the salivary gland is a 
rare tumor (I.5% ofoll salivary glands tumors) and it probably 
represents one end of  the spectrum of  mixed tumors. 
It must be differentiated from malignant tumors (mesenchimal and 
other primary malignant salivary tumors), and the IHQ helps to make 
an accurate diagnosis. 
Citology can be a good diagnostic method. 
Many of  these tumors occur in young patients without sex 
differences. Its biological behauviour is similar to the standard 
mixed tumors, therefore the treatment should be the same. 
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THE PROGNOSTIC VALUE OF INDIVIDUAL HISTOLOGIC 
PARAMETERS IN THE SURVIVAL OF T1 SQUAMOUS CELL 
CARCINOMAS OF THE LARYNX 
Ereflo~ C~, Elorriaga, K., L6pez, Jl., Bilbao, FJ. 
Service of Pathology, Hospital do Basurto, Basque Country University, Bilbao, 
Spain. 
Aims: The present paper intends to defme the predictive value of the 
Glartz'score and mitotic index in the survival of T1 squamous cell 
laryngeal carcinoma. 
Methods: In the period 1974 - 1992, an amount of 73 laryngeal 
carcinomas with less than 2 cm in diameter (TI) were diagnosed 
and surgically treated in our Institution. The prognostic value of 
everyone of the Glanz' index parameters ( tumor pleomorphism 
and differentiation, pattern of invasion, intravascular and perineural 
invasion, and host cellular response ) was evaluated. The mitotic 
count was done in I 0 consecutive high power fields (HPF = x40). 
Kaplan - Meier survival curves and Cox' regression model were 
performed. 
Results: Five years overall survival was 80,4 %. Multivariate 
analysis demostrated that the pattern of  deep invasion (expansive 
vs. infiltranting) (p<.017) and the mitotic index (<20 
mitoses/10HPF) (p<.0008) obtained independent predictive values 
of survival. The tumor differemiation (keratinizing vs. non- 
keratizing) (Io<.052) nearly reached significant values. Conversely, 
both vascular invasion and host cellular response were not 
significant parameters. 
Conclusions: The present study demonstrates that the pattern of 
tumor invasion and mitotic count are useful histologie criteria 
predictive of  survival in T1 squamous cell carcinomas of the 
larynx. 
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ELECTRON MICROSCOPIC STUDY OF EXTRAOCUI,AR MUSC1,E 
ALTERATIONS IN THE PARANEOPLASTIC PHENOMENON 
ASSOCIATED WITH RE~TINOBLASTOMA 
Finol, H.J.*, Novas, E.**, Mhrquez, A.**, Robles de Novas, N.*** 
Center for Electron Microscopy, Sciences Faculty*, Institute of 
Experimental Medicine**, Department of Ophtalmology***, Medicine 
Faculty, Central University of  Venezuela, Caracas, Venezuela. 
Aims: A study about the effects of retinoblastoma in non-invaded 
extraocular muscles and their microvasculature was performed in order to 
expand the knowledge on the muscle paraneoplastic phenomenon. 
Methods: Extraocular muscle biopsies were obtained during surgery for 
retinoblastoma extraction in 4 patients. Samples were processed with 
routine techniques for transmission electron microscopy and observed in 
Hitachi H-500 and H-7100 electron microscopes. 
Results: Muscle fibre atrophy which varied from slight to severe was 
observed exhibiting loss of  myofilaments, disorganization of  sarcomeric 
structure, and presence of  nemaline and filamentous bodies. Irregular and 
hyperchromatic nuclei were seen. tlypercontracted fibres with segmental 
necrosis were observed, Mierovascular changes included endothelial 
infolding invasion of capillary lumen, occlusion, and endothelial cell 
degeneration. Pericytes appeared vacuolated in some cases. Capillary 
basement membrane was usually widened. A mononuclear cell infiltration 
formed by macrophages located next to and around capillaries and muscle 
fibres was observed. Cancer cells invading muscle tissue were not seen. 
Conclusions: This study shows that non-invaded extraocular muscles 
located around retinoblastomas were severely altered. The 
histopathological picture was essentially similar to that observed in the 
paraneoplastic phenomenon in muscles located far from the malignant 
tumour. Mierovascular changes resemble those present in several 
autoimmune disorders. Our results suggest that circulating turnout factors 
and immune processes may play roles in the ethiopathogenesis of these 
muscle alterations. 
Supported by the CDCH of  UCV (03.10.4169.98) and CIFMUCV. 
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IMMUNOHISTOCHEMICAL ANALYSIS OF STROMAL CELLS 
IN EPITHELIAL HYPERPLASTIC LESIONS AND SQUAMOUS 
CARCINOMA OF THE LARYNX 
Gale, N.*, Kambi~, V.**, Zidar, N.* 
Institute of Pathology, Medical Faculty*, and Shwcnian Academy of 
Sciences and Arts**, Ljubljana, SIovenia. 
Aims: The aim of our study was to analyze the distribution and immuno- 
histochemical phenotyl'~ of stromal cells in epithelial hypcrplastic lesions 
(EHI,) and squamous carcinoma (SC) of the larynx and to reveal their 
possible diagnostic significance. 
Methods: Samples of surgical specimens of 20 laryngcctomies containing 
transition from EIIL to SC were included. Control group consisted of 5 
autopsy samples of normal laryngeal mucosa. EHL were classilied 
according to the criteria of the Ljuhljana classification (Histopathology 
34: 226-34, 1999). hnmunohistochemistry was performed using anti- 
bodies against vimentin, or-smooth muscle actin and desmin. 
Results: Stromal cells, if prcscnt, were vimcntin and or-smooth musclc 
actin positive, and desmin negative (phenotype VA), Stromal ceils were 
absent in normal mucosa and in El IL. In SC, they were strongly increased 
in 18/20 cases; the 2 negative cases had little desmoplastic stroma. 
Conclusions: The stremal cells were detected almost exclusively in the 
invasive SC indicating that invasion beyond the basemcnt membrane is 
necessary to evoke a myolibroblastie strnmal reaction. The stromal cells 
were consistently of VA phenotype (vimentin +, actin +, dcsmin -). 
Antibodies against u-smooth muscle actin also stained small blood 
vessels in the stroma dcrnonstrating a gradual increase of the microvesscl 
density as the grade of EHI, increased. We conclude that immuno- 
histochemieal staining tbr a-smooth muscle aetin enables evaluation of 
stremal cells and microvcssel density providing additional information on 
phenotypic characteristics of the stroma in EHL and SC of the larynx. 
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EXPRESSION OF Ki67, PCNA, P53 AND cerbB-2 AS DIFFERENTIAL 
DIAGNOSTIC MARKERS IN BASAL CELL TUMORS OF SALIVARY 
GLAND. 
Garcia-Bonaf6 M.. Tallada N., Huguet P., Catal/t I*., Bemad6 Lt**., 
Climent F*. 
Dpts. of Pathology. Hospitals Vail d'Hebrnn, Hospital de Bellvitge*. 
Barcelona and Hospital Josep Trueta**, Girona. Spain. 
Aims: Basal cell adenooarcinoma (BCC) and adenoma (BCA) can only be 
differentiated by the histologically infiltrative growth pattern of the 
malignant turnout. When working with small pre-operatory biopsies and 
cytology, this can make it difficult to establish the firm diagnosis. The 
purpose of this study was to determine if differences between these 
turnouts existed by means of analysis of prnliferative activity and c-erbB-2 
oncoprotein expression. 
Method: Immunohistochemioal analysis ofKi67, PCNA, P53 and 
c-erbB-2 on 7 BCC and 6 BCA was performed.. 
Results: PCNA positive nuclei ranged between 14.5% and 52% with a 
mean of 32.8 %. The staining ireensity was strong. In BCA the pos'rfivity 
ranged betw~n 0.5% and 8.7%. The intensity was from moderate to weak 

In oases of BCC the Ki67 ranged from 9.70/o to 45% with a mean of 
24.2%. The staining intensity was strong. For BCA Ki67 was negative in 2 
cases, reaching 1.5% with a mean of 0.5%. The intensity was weak in all 
cases. P53 revealed positive staining in all cases of BCC and only in 1 ease 
of BCA. Nuclear immunoreactivity in carcinomas ranged from 1.06% to 
63% (mean of 32.7%). The intensity was moderate to weak. The case of 
BCA showed positivity in 0.25% of turnout ceils. Expression of c-erbB-2 
was not observed. A significant statistical differences between Ki67 
(p=0.003), PCNA (p=0.001) and P53 (p=0.001) for benign and malignant 
basal cell tumors was observed. 
Conclusions: The results show that the presence of positive cells for Ki67, 
PCNA and P53 is higher in malignant than benign basal cell tumors. 
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EPITHELIAL-MYOEPITHELIAL CARCINOMA OF THE LACRIMAL 
GLAND 
Gaspard~C.*, Costes, V.*, Flammc, H.*, Durand, L.*, Guerrier, B.**, 
Baldet, P.* 
Dpts of Pathology* and Head and Neck Surgery**, H6pital Gui de 
Chauliae, 34295, Montpellier, France 
Aims: We report the case of a 53-yesr-old woman who presented a 
primary epitheliai-myoepitheliai carcinoma (EMC) of the lacrimal gland 
with two recurrences over a 15 years period. EMC is a rare salivary gland 
neoplasm ofimeroatated duct origin. It is now recognized to be a low grade 
malignant tumor, prone to local recurrence and may sometimes metastasize, 
It most commonly occurs in the parotid gland but can also arise in minor 
salivary glands. 
Methods: Immunohistoehemistry was performed with an automaton 
(Techmate 500, Duke) using the Duke ChemMatc detection Kit. 
Results: Histologically, the tumor was composed of small ducts with a 
double cell lining. The inner layer of cells was cuboidal, contained 
ensinophilic cytoplasm, and small uniform nuclei without conspicuous 
nucleoli or mitotic activity. These were surrounded by a continuous 
peripheral layer of spindle cells. Immunohistochea'nistry: the inner cells 
showed a strong posltivity with anti-cytokeratin 7,18,19,20, anti-CDl0, and 
anti-EMA monoclonal antibodies. The outer layer stained with anti- 
cytokeratin 7, 20, anti-CDl0, anti-vimentine and anti-c~ smooth muscle 
aetin monoelonal antibodies. Cells were GFAP and desmine negative. The 
basement membranes stained with anti-IV collagen monoclonal antibodie. 
Two % of tumoral cells nuclei, mostly in the myoepithdial component were 
Ki67 positive. Correlations have been shown between solid pattern, nuclear 
atypia, DNA aneuploidy, high proliferative activity and unfavorable 
outcome. Our case presented a tubular pattern, a low proliferation index 
and lacked nuclear atypia. 
Conclusion: EMC is a neoplasm characterized by a biphasic proliferation 
of epithelial and myoepithalial cells. The lacrimal gland is a very rare 
location, with to our knowledge, only one case described before in 
association whith a plecmorphic adenoma. Our observation confirms the 
low grade course of EMC in this particular site. 
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ASSOCIATION OF A VARIETY OF NUMERICAL 
CHROMOSOMAL ABERRATIONS TO DIFFERENT SITES 
AND STAGES OF HEAD AND NECK CARCINOMA AS 
DETECTED BY INTERPHASE CYTOGENETICS 

B. Klcist', M. Poetsch "~ F. H. Hem-norm'* and 0. Lorenz' 
"Institute of Pathology and **Institute of Human Genetics, 
University of Grdfswald, Germany 

Aims: Identification e r a  possible correlation between numerical 
chromosomal aberratio--~ ~ntl diffea-'eat stages nr head. and ~cXsites 
in squamous cell oarcir~ornas. 
Methods: Isolated intvrphase cells from paraffin sections of  52- 
squamous cell carcinomas of the head and neck region (13 
o r o p ~ ,  7 hypopharyngeal, 33 lary~eal) were investigated 
by f luor~ence  in situ hybridization techniques (FISH) with 
centromerie DNA probes for chromosomes 1, 3, 4, 6, 7, 9, 10, 11, 
12, I5, 17, 18, X and Y. 
Results: An underrepresentation of chromosomes 3 (26%), 6 
(17%), 9 (26%), 10 (23%) and 18 (32%) could be revealed as main 
numerical chromosomal abnormalities. The Y chromosome was lost 
in 53% of  male tumors. The investigated tumor sites and stages of 
the head and neck sqnamous cell carcinomas showed obvious 
differences in the patterns of chromosomal aberration. A loss of  
chromosomes 3 and 10 was predominantly scan in laryngeal 
squamous cell carcinomas (39% and 30% of tumors, respectively), 
the undorrepresentation of chromosomes 9 was a frequent event in 
oropharyngeal ~uarnous cell carcinomas (54%) and a copy number 
decrease of chromosomes 18 was detected in 31% of oropharyngeal 
and 5706 ofhypopharyngeai tumors. 
Condusions: Although only a low number of  samples were 
investigated, our results offer evidence for characteristic 
chromosomal changes in head and neck tumors with regard to 
different sites and stages. 
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N()DULAR FASCIlTIS OF THE TONGUE 
R. Kuffer, T. I.ombardi, J Samson 
Laboratory of Oral 1 listopathology. Division of  Stomatology, 
Faculty of Medicine. Geneva, Switzerland. 
Aims : Presentation ofan histological and immunohistochemical study of  
a rare lesion of  the tongue, and a review of  the literature. 
Case reporl : a 26 year-old healthy man complained of a painless 
submucosal nodule of  the tongue, lem in diameter, slightly raised, 
covered by a depapillated muco~ with a small ulcer. First noticed 2 
weeks ago, growing rapidly, the lesion was considered aggressive. A 
total excisieux was pertbrmed After 3 years the lesion did not recur. 
Pathology : The specimen contained a 1.5 x 1 x I em nodule, firm. 
greyish-white, well-demarcated from the surrounding muscle, bulging 
under the overlying mucosa ttistology showed that the non encapsulated 
lesion formed of bundles of  spindle ceils arranged in a plexitbrm pattern 
encroached on the muscular tissue. There was a slight polymorphism 
Mitoses were numerous but normal. I)egenerated rhabdomyocytes, and 
inllammato .ry cells, mostly lymphocytes, were mixed with the spindle 
cells. Collagen fibres were present and merged in a cantra~ hyalinized and 
almost acellular sclerosis. Spindle cells expressed stamgly vimetttift and 
smooth muscle ac'litt, but not ~&smt, which was positive only in the 
degenerated residual muscle cells The reaction was positive with ('1)(#r 
in nearly 10% of the cells, negative with MA(!3~r and SIO0 protein. 
Comment : these results plead tbr the oral location ofN~Muhlr I,'ast:i/tLs. 
{NF). Head and neck NF is rather common ( 13 - 20% in literature), but in 
most cases the lesions develop in subcutaneous tissoe. Only 26 ea~s of 
oral NF have been reported, of which only 2 cases occured in the tongue. 
Other locations were the cheek (9), alveolar mucosa (6), alveolar ridge 
f3), upper lip (3), lower lip (2), and palate (I). In some ofthese cases the 
diagnosis had to be discussed with fibrosarcoma In 2 cases the oral NF 
presented features of the intravascular type. In every case these lesions of  
probably reactive nature did not recur after surgical treatment 
Conclnsion : Pathologists should be aware of the possiblc oral location 
of  Nodular Fa~iitis. to avoid unnecessary overtreatment in certain cases. 
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P R O G N O S T I C  I M P L I C A T I O N S  OF NUMB IMMIINO- 
REACTIVITY IN SALIVARY GLAND CARCINOMAS. 
Maiorano, E.*, Favia, G.**, Maisonneuve, P.***, Resta, 1,.*, Santolini, 
E****, Pellegrini, C.*****, Fasano, C.*, Viale, G.***** 
Institute of  Pathological Anatomy* and Dental Clinic**, University of  
Bari, Bari, and Divisions of  Epidemiology***, Molecular Oncology**** 
and Pathology and Laboratory Medicine****, European Institute of 
Oncology, University of Milan, Milan, Italy. 
Aims: to evaluate the expression of the human Numb protein in normal 
and neoplastic salivary glands. 
Methods: formalin-fixed, paraffin-embedded samples of  normal (6 
parotid and 4 submandibular) and neoplastic (28 adenoid cystic and 34 
mucoepidermoid carcinomas) salivary glands were immunostained with a 
polyclonal antibody to Numb, using the EnVision detection system 
(Dako, Glostrup, Denmark). The results were scmiquantitatively 
evaluated and compared with the clinico-pathological parameters by uni- 
and multivariate analyses. In addition, one sample each of cryopreservcd 
parotid gland and adenoid cystic carcinoma were subjected to Numb 
mRNA Northern hyhridisation. 
Results: Numb immunoreactivity was detected in normal salivary (lobar, 
striated and intercalated) ducts and in a subset of  submandibular acinic 
cells. Diffuse Numb immunoreactivily in more than 50% neopalstic cells 
was documented in 5 adenoid cystic and 8 mucoepidermoid carcinomas, 
moderate immunoreactivity (10-50% neoplastic cells) in 14 and 5 cases, 
and local positivity in q and 21 cases, rcspectively. Numb 
immunorectivity was inversely correlated with turnout grade and 
positively correlated with prolonged disease-free survival by statistical 
analysis. Also, a coordinated expression of  Numb mRNA was 
documented in the normal parotid gland and adenoid cystic carcinoma. 
Conclusions: Numb protein may influence cell differentiation in both 
normal and neoplastic salivary glands and could serve as a prognostic 
marker in patients with adenoid cystic and mucoepidcnnoid carcinomas. 
This study was supported, in part, by grants from A.I.RC. and 
M.tJR.S.T. 
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HYALINE RING GRANULOMA (PULSE GRANULOMA) 
T. Lombardi, R. Kuffer, R Di Felice 
Laboratory of Oral ttistopathology, Division of  Stomatology, Faculty of  
Medicine, Geneva, Switzerland. 
Aims : Hyaline Ring Granuloma (HRG) is an unusual chrunic 
inflammatory lesion of the jaws (intraosseous) or of the gingiva 
(extraosseoas) eharacteri~d by granulation tissue with pale-staining 
hyaline tings or horseshoe-shaped formations, surrounded and penetrated 
by multinucleated giant ceils, inflammatory cells and connective tissue 
elements. Its origin is unclear, attributed to inclusion of alimentary 
particles (Pulse Granuloma), or to a hyaline degeneration of vessel walls 
(Giant Cell Hyaline Angiopathy). We have investigated the nature of  the 
involved structures by immunobistoehemistry. 
Metho ds  : we have selected in our files 3 recent cases ofHRG : 
Case I : HRG in the wall of a suppurated radicular cyst developed on a 
traumatised right central incisor (root canal left op~l during treatment) in 
a 15-year-old male. 
Case 2 : HRG in a suppurated periapical granuloma around the roots of 
the 2nd left upper molar in a 32-year-old mau~ 
Case 3 : HRG in a painful and suppurated mass of  the palatal papilla of the 
gingiva between the left canine and 1st premolar in a 30-year-old male. 
In each case we have stained the paraffin-embedded sections with 
hematoxylin-eosin (HE,) and PAS, examined the slides in polarised light, 
and applied the vimentin, CD 68 and CD 34 antibodies. 
Results  : The hyalhle rings stained like collagen in HE, and were weekly 
PAS-positive. Within some of them polarised light showed a ti~w 
birefringent debris. Around and inside the rings, cells were strongly 
positive with Vimentin and CD 68, and negative with CD 34. 
Conclusion : These results favour an extrinsic foreign body origin 
(altered food), at least for some of the cases ofltRG. 
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ALTERATIONS IN p16 INK4', CYCLIN DI, AND CDK4 MAY 
COLLABORATE IN LARYNGEAL CARCINOMA 
PROGRESSION 
Marlinez, A., Nadal, A.*, Jares, P., Pinyol, M., Ferntindez, P.L., Ribr, 
A., tlernb_ndez, L., Hem~mdez, S., Beb_, S., Campo, E., and Cardesa, A. 
ttospital Clinic i Provincial and Hospital Casa de Maternitat*, 
Universitat de Barcelona, Spain 
Aims: Alterations in the elements that participate in control of G~-S 
phase transition are frequent among human neoplasms, llowever, most 
of these alterations, particularly those belonging to the pRb/CDK4/cyclin 
Dl/pl6 InK4a pathway, have been described as mutually exclusive in 
different tumor models. 
Methods: A series of 34 carcinomas of the larynx was analyzed for 
CDK4 and cyelin D1 mRNA expression by Northern blot. pl6 tnK4a was 
analyzed for protein expression (by western blot with anti pl6 INK4u 
G175-405, Pharmingen), mutations (by non-isotopic SSCP and 
sequencing), promoter hypermethylation (by Southern blot with 
SaclI/EcoRI restriction), and homozygous deletions (by multiplex PCR 
co-amplification of pl6 IrqK4a exon 2 along with [3-actin exon 4 of  DNA 
obtained from microdissected material). 
Results: Cyclin DI overexpression (10/15 vs 2/19) was associated with 
advanced stage (stage 4), but neither CDK4 overxpression (14/15 vs 
12/19) nor pl6 InK4a alterations (12/15 vs 9/19) were. Overexpression of 
cyclin D1 and CDK4 were associated. Simultaneous CDK4 
overexpression and pl6 lnK4a alterations were associated with advanced 
stage (12/15 vs 4/19), even among cases without cyelin D1 
overexpression (4/5 vs 3/17). 
Conclusions: Association of simultaneous alterations in members of the 
CDK4/cyclin Dl/pl6 InK4a pRb regulatory pathway with advanced stage 
of disease suggests that a proliferative advantage can be obtained from 
the disregulation of more than a single element of this pathway. 
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PROGNOSTIC FEATURES IN SALIVARY GLAND CARCINOMAS 
Nic6tina P.A., Ferlazzo G., Basile G., Carrozza G. 
Dpt. of Human Pathology, University of Messina, Italy. 
Aims: A retrospective study in salivary gland carcinomas(SGCs)was car- 
ried Out to try on proliferation indicas and expression of both metallothio 
nein (MT) and Fas-recaptor (APed, CD 95), as prognosticators. 
Methods:Formalin fixed paraflin.embeddcd tissue sections from 32 archi 
val SGCs of different histological typas and grades were classified accor- 
ding to the 199t WHO criteria. Mitotic index (M0 was calculated them and 
Mlablabellingindex(MIB~-t,I) was also assayed by standard immunocyt_.o 
tochemistry, comparing them to the incidence of MT and Fas-positive tu- 
mor cells. 
Resnlts: Low, intermediate and high.grade SCK~s infludcd 19 muccapider- 
moid (ME). 6 adenoid cystic(Ace).4 acinic cell (AC),I papillary-cystic (PCA), 
tin plenmorphic adenoma(iaPh), t undifferentiated (UP). I. of which were 
node positive thiah.made 6:19 MECs; 1:4 ACCs; 1:5 ADCCs, l:l CinPA; I:1 
UDC; and intermediate.made 1:4 ACCs). MI and MIB,- LI were calculated 
to be on average 0.8 and 22,in low-gradeSC~s; 7.5 and I 1.9,in intermedia_ 
re.grade SGCs; 388 and s~.o, in high-grade SGCs, respectively. 
lmmunohistoehemieally detected MT+ cells mostly occurred in the invasi 
ve SOCs, showing a strong granular positivity t+++), with cytoplasmic, call 
membrane and/or nuclear patterns.This finding was lacking in the Iow.gr_a 
de SGCs, while intermediate- grade SCK's contained occasional MT+ cells, 
with a modemtet~,)or weak(*) cytoplasmic immtmostaining. 
On the other hand,cell-membrane Fas-positive intense reactions were o_f 
ten revealed in both the high- and intermediate-grade SGCs and their no. 
dal recurrences. Statistical analysis by Cox multiple linear regression de 
monstrated that MI, MIB,-LI,and MT+ calls were positively correlated 
th one another, and also with the tumor grading, at a highly significant m_ 
te(p < 0 oot). Differently, no reciprocal eoherenca was found between Fas 
-~ cells and the other individual features. 
Conclusions: These results show proliferation indices and MT expressi. 
on to be coherent to pathological grades of SGCs,as independent progn.q 
sticators in evaluating the tumor cell dedifferentiation and invasiveness. 
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EXPRESSION OF MASPIN IN SALI VARY GLAND TUMOURS 

Nyuuard SJT*, Olofsson J**, Hcllquist HB* 

Departments of Pathology*and Otorhinolaryngology, Head and Neck 
Surgery**, Haukcland University Hospi "tal, Bergen, Norway. 

Most salivary neoplasms likely develop via a series of consecutive, 
partly independent, molecular events, one of which may be loss of 
tumour suppressor (TS) genes. Maspin (mammary serpin) is a newly 
discovered human TS gene, whose protein product of 42 kDa con "tains 
sequence homology with the serine pretense inhibitor supeffamily 
(serpins). Ma,spin has been shown to inhibit tumour motility, invasion, 
and metas "tasis in breast carcinoma. It is strongly immumxletectable in 
the myoepithelial cells surrounding normal breast ducts and acini, and 
loss of Maspin expression correlates with the progression of breast 
carcinoma. 

The expression of Maspin protein was investigated in normal 
salivary gland myoepithelial cells, and in a series of 33 salivary gland 
tumours. Routinely processed sections were incubated with a polyclonal 
antibody against Maspin (Pharmingen, CA, USA). The myoepithelia.i 
cells around ducts and acini in normal salivary gland tissue showed a 
strong cytoplasmic immunomactivity, and all 10 pleomorphic adenomas 
showed equally strong positivity Ior Maspin. A similar strong positivity 
for Maspin was observed in all carcinomas ( I0 adenoid cystic and three 
mucoepidermoid carcinomas, five polymorphous low grade 
adentx.arcinomas, and two adentx,~rcinomas. Three cases of acinic cell 
carcinoma were negative. 

Hence, this study did not show any decrease of the expression 
of Maspin in malignant salivary tumours with myoepithelial 
participation, nor any deletion of the gene. Although recombinant 
Maspin has been shown to induce changes in cell surface levels of 
difterent intcgrins on turnout cells, thereby contributing to inhibit the 
invasive process, Maspin apparantly does not play a major role in the 
malignant progression of salivary gland tumours. 
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CLEAR CELL ODONTOGENIC CARCINOMA. REPORT OF 
THREE CASES 
Ptmz-Alonso. P., Ptrez-Mies, B., Colmenero, C.*, Patrtn, M. 
Dpts. of Pathology and Maxillofacial Surgery*, Hospital Universitario 
La Paz, Madrid, Spain. 
Aims: dear cell odontogenic carcinomas (CCOC) and clear call 
odontogenic tumors are rare neoplasms of the jaws that histologically 
may be confused with metastatic carcinoma and salivary gland turnouts. 
Cases of ameloblastoma with clear cell differentiation have been 
reported. Although these three neoplasms have been independently 
described, most of pathologists consider these tumours to be the same 
lesion. 
We search for odontogenic turnouts with clear cells in our institution 
since 1968 to 1998 and review the clinical, radiological, 
histopathological, and inmtmohistoehemieal studies. 
Methods: we found three CCOC among 222 odentogenic turnouts: 50, 
62, and 82 year-otd females, all of them with lesions confined to the 
body region of the mandible. Radiological, histopathologieal and 
inmunohistochemical studies were achieved 
Results: bone lesions appear as diffuse multitocular radioluceneies. 
Microscopically, two patterns are identified: islands of clear cells with 
surrounding stromal elements, many of them encircled by a narrow zone 
of hyalinized connective tissue, that suggests an inductive capacity of 
this turnout, and a pattern of typical ameloblastoma. 
Inmunohistx~hemically, both types of tumour cells showed positive 
expression for various cytokeratins and for epithelial membrane antigen. 
A radical hemimandibulectomy was performed in all of eases. One 
patient suffered from multiple recurrences and died 18 months later. 
The other two are alive, free of disease. 
Conclusions: we conclude that nil of these tumours are malignant and 
should be referred as clear call odontogenic carcinoma, They require an 
aggressive surgical approach. 
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CATHEPSIN B EXPRESSION IN MYOEPITHELIAL CELLS OF 
SALIVARY GLAND TUMORS 
Rib6 A, Fernandez PL, Aids LI, Fernhndez E, Cardesa A. 
Department of Anatomic Pathology. Hospital Clinic. Faculty of 
Medicine. University ofBarcalona. Barcalona. Spain. 
Cathepsin B (cat B) is a lysosomal cysteine proteinase involved in 
~rtracallular matrix degradation which has been associated with tumor 
progression and prognosis in some human malignancies. 
Aim: To study the expression of cat B in myoepithelial cells in salivary 
~land tumors and normal salivary gland tissue. 
Methods: Expression of cat B was assessed by immunohistochemistry 
with the porycronar "antibody Cafhepsin B, Oncogeee (1: 3500) in 23 
cases of  salivary gland tumors which contained normal tissue (8 
adenoid cystic carcinomas, 6 pleomorphie adenomas, 4 
epimyoepitheliai carcinomas, 3 myoepitheliomas, 1 myoepithelial 
carcinoma and 1 carcinoma ex-plenmorphio adenoma). Cat B 
expression in normal and neoplastic myo~ithelial ceils was 
semi quantitatively analysed (scored 1-3. 1: less than 10% of positive 
cells; 2: 10-50% of positive calls and 3: more than 50*4 of positive 
calls). The intensity was also evaluated and graded 1 to 3 according to 
the expression in maerophages. 
Results: In normal salivary tissue, myoepitheliai cells were mainly 
negative whereas duetal cells expressed Cat B in the apical pole with a 
granular pattern. Fourplcomorphic adenomas showed posittvity in less 
than 10% with a mild to moderate intensity. Two myoepitheliomas 
were scored as I with a mild to moderate intensity. Six adenoid cystic 
carcinomas were scored as 3 with a moderate intensity, predominantly 
in the basal pole. All epimyo~ithelial carcinomas showed positivity 
higher than 10% and 2 o f  them were scored as 3 with a mild to 
moderate intensity. The only myoepithelial carcinoma showed 
positivity in leas than 5% of calls with a moderate intensity whereas the 
carcinoma ex-plenmorphic adenoma was scored 3. 
Condusions: M~,oepithelial calls in normal salivary gland tissues are 
mainly negative for cat B. Benign salivary gland neoplasms show weak 
and scarce Cat B expression, whereas myoepitelial cells of malignant 
salivary gland tumors are more frequently oat B positive with hlgher 
intensity. Yet, exception like in one case of myoepithelial carcinoma 
might indicate a late dowaregu_lation of this protcinase during 
maiignant progression. Therefore, further studies with larger series are 
needed to confirm our results. 
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MIOEPITttEI,IAI, COMPONENT, PROLIFERATIVE ACTIVITY AND 
P53 EXPRESSION IN MALIGNANT SAI,IVARY GLAND 
NEOPI.ASMS 
S. Rossi, P. Marcone, L. Caramanico and C. Della Rocca 
Department of Experimental Medicine and Pathology, Pathological 
Anatomy Section, "La Sapienza" University in Rome, Italy. 
Aims: Myoepithelial cells (MEC) arc fbund in benign and malignant 
salivary gland tumours (MSGT), It is not clear if their presence has any 
prognostic value in clinical outcome of the aHbcted patients. The aim of 
this study was to investigate the myoepithelial component and to correlate 
it with proliferative activity of the neoplasm. 
Methods: To detect the myoepithelial component, 97 MSGT were studied 
immuhistochemically using monoelonal antibody anti-vimentin, S-100 
protein, smooth muscle actine, pan-cytochemtin. The proliferative activity 
was investigated by immunohistochemical analysis of Ki67 and PCNA 
prolifbration markers, p53 expression was immunohistochemically 
assessed, too. 
Results: lmmunoreactivity tbr vimcotin was expressed in 70% or the 
turnouts studied, S-I00 and actin immunostaining were showed 
respectively in 60% and 32% of the cases. The patients, whose cancers had 
positivy staining for at least two myoepithelial markers, had lower desease 
free and overall actuarial survival rates than those with no myoepithelial 
markers Moreover our results show that there is a correlation between the 
histok)gical grade (low, intermediate, high) and the overexpression of the 
proliferation markers, although there arc some low grade neoplasms 
showing moderate and high PCNA and Ki67 expression, p53 positivity 
(from focal to diffuse) was tbund in 85% of all cases. 
Conclusions: Our findings suggest that: a) myoepithelial component is 
very frequently immunophenotipically detectable in MSGT; b) the 
presence or more diflbrentiated MECs in MSGT appears to be related with 
a poor prognosis; c) PCNA and Ki67 can be useful adjunctive markers of 
prognosis sometime independent from histological grade, tumour size and 
evolvement of regional lymphonodes; d) p53 can play a role in the 
oncogenesis of salivary gland turnouts and its presence appears to be 
related to a more auaressive behaviour of the neonlasm 

PATTERNS OF CHROMOSOMAL ALTERATIONS IN LARYNX 
AND PHARYNX CARCINOMAS BY COMPARATIVE GENOM/C 
HYBRIDIZATION (CGH) 
Guerv6s. M A t . Hermsen, M.A.J.A 2. .~dvarez-Mareos, C 3. Salas, A t . 
Van Dies't, e.J' .  Samoedro. A t . 
Cytometry Swvice, University of Oviedo, Spain1; Dept. Pathology, 
Free University Hospital, Amsterdam, The Netherlands2; Dept. 
Otolaryngology, Valle del Nal6n Hospital, Aslaa-ias, Spain 3. 
Although considerable knowledge exists on clinical-pathologic, 
oytometrie and genetic characteristics of larynx-pharynx carcinomas 
(LPC), still little is known about the relationship with tumor 
progression. 
DNA was ~xacted fi'om frozen tissue of 16 LPC, and analysed by 
comparative genetic hybridization (CGH), Results were related to DNA 
ploidy, lamaor localization and pTNM data. 
A high number of  gains and losses was found: on average 8.3 and 5.4 
per ease, respectively. The kighest number of gains were observed at 3q 
(13 cases), gq (10 eases), 7(:1 and lq (7 eases), t7q and 2q (6 eases). 
Reeurrer~ losses oetam'ed at 3p (8 eases), 4q, 18q mad 21q (5 cases). 
Ffigh lintel amplifications were found at 3q26-27 (5 eases), 1 lq13 (3 
eases), 11q22 and lgq l l  (2 cases), 71)22, 8q24, 13q34 and 22qll (1 
ease). 
We found no differences in the average number or location of 
chromosomal changes in relation Io DNA ploidy, rumor localization 
and pTNM stage. However, nearly all high level amplifications were 
displayed in larynx eases. 
We can conclude that chromosome 3 (3q gain and 3p loss) could have 
a high importance in the LPC progression. More cases are being 
investigated and the genetic alterations will be studied in relation to 
clinical follow-up data. 
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UNDIFFERENTIETED CARCINOMA ASSOCIATED WITH 
ADENOID CYSTIC CARCINOMA OF THE TONGUE. 
Ruiz-Avila I*, Gonz~ez-Moles MA**, Martinez I**, Martinez de 
Victoria JM*, Ramirez C*, Garcia-Hirshfeld J*,Carazo A.* 
*Dpt. of Pathology, Hospital Ciudad de .ra6n,Ja~n and ** Dpt. of 
Oral Medicine and Surgery, School of Dentistry, Granada, Spain. 
Intoduction: Adenoid cystic carcinoma (ACC) is the fifth most 
common malignant epithelial tumor of the salivary glands and 
constitutes about 7.5 percent of all epithelial malignancies. The 
parotid gland, submandibular gland, and palate, in this order, are the 
sites of most frequent occurrence. We describe a tumor of the tongue 
composite of a usual adenoid cystic carcinoma and an undifferentiated 
carcinoma large cell type. 
Case report: A 61-year-old man presented with a rapidly growing 
mass, 3 era in diameter, located on the ventral tongue, covered by 
non-ulcerated mueosa. Histopathological examination of the tissue 
showed the presence of a classic ACC with a predominant eribriform 
pattern and areas with a tubular patmrn. Some tumor lobules were 
seen in close proximity to areas of an undifferentiated carcinoma of 
large cell type. The relative proportion of the two components was 
roughly equal. At the present time, after 5 years of follow-up, the 
patient is alive without sign of recurrent disease. 
Discussion: To our knowledge, no similar cases have been reported 
in the literature thus far, but a specifically differentiated salivary 
gland carcinoma in association with undifferentiated carcinoma, has 
been describe in other tumors of the salivary glands and in other 
anatomic sites, specially the parotid gland. Treatment of these tumors 
must be dictated by the undifferentiated carcinoma component and 
radical resection and eletive neck dissection should be performed. In 
summary, pathologist should be aware of the potential for ACC like 
for others salivary glands tumors, to harbor areas of high-grade 
carcinoma. 

LARYNGEAL SARCOMATOID CARCINOMA: CLINICAL AND 
PATHOLOGICAL REPORT 
Sancho) FJ. Orus, C.* Bagur, S. Fumanal, V. Leon, X.* Quer, M.* 
Dept.s. of Pathology and ORL* H. S.Creu i S. Pau. Barcelona. Spain. 

Aims: To asses our achievements in the treatment of this rare biphasic 
variety of squamous carcinoma to which, in general, a better prognosis 
is attributed than to the conventional form and establish relation 
between the clinical evolution and morphological findings. 
Methods: Clinical revision (treatment, evolution) and pathological 
study (proportion of components, immunohistochemical study) of all 
the cases in the period 1976-98. 
Results: Ten cases. M/F I0/0. Mean age 64 years (43-74) Localization: 
Glottis (G) seven, Supraglottis (SG) three. Clinical stage: T1 two G; 
T2 six, G three and SG three; T3 two G. 
Morphology: 8 of polypoid shape. Size: max. 7 cm, rain. 2.2 cm. 
Squamous carcinoma component in all, low grade in 8. Sarcomatoid 
component in all; predominant (75% or more of the tumor) in 7; High 
grade in 8. Vimentin positive in all, keratin w.s. positive in 4. Mucosa 
adjacent to the tumor: dysplastie in 4, squamous carcinoma in 4. 
Therapy: Radical surgery (laryngectomy) in 3 cases: two T3 G, one T2 
SG. Good evolution in all. Conservative surgery in 4 cases: two T2 G, 
two T2 SG.  Evolution: good in 2, regrowth and death (because of the 
tumor) in 2. Radiotherapy in 3 cases: two T1 G, one T2 G. Incomplete 
response in all, second treatment: radical surgery in two, conservative 
surgery in one, good outcome in all three. 
Conclusions: l- Neither the proportion of the components 
(squamous/sarcomaloid) nor their grade had any relation to the 
response to the treatment. 2- Local control of the tumor was not 
achieved with radiotherapy. The results of conservative surgery were 
inferior to those obtained in conventional squamous carcinoma. 3- The 
best prognosis seems to depend on the polypoid growth which allows 
diagnosis and treatment at an early stage. 
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EXPRESSION OF P-53 AND RETINOBLASTOMA 
SUPRESSOR GENES IN LARYNGEAL CARCINOMAS 
Sofia.J;  Morandeira, MJ; Urpegui, AM; Morales, AL; Valles, 
H.Hospital Clinico Universitario "Lozano Blesa". Facultad de 
Medidna. Universidad de Zaragoza. 
Tumour suppressor genes control cell proliferation by means of the 
suppression of  specific mechanisms which stimulate the proliferative 
response, being Rb and P-53, both nuolear antigens, the most studied. 
We have evaluated the individual immunoexpression of  both markers 
in 72 carcinomas of  the larynx, also making a correlation with 
classical prognostio parameters. 
P-53 was positive in 56% of  cases with a mean staining of  40%. 
There was no significant corralation with the prognostic parameters, 
but this marker was frequently detected in dysplastio and incipient 
neoplastic lesions. 
Rb gene was positive in 87*,6 of  the cases with a mean staining of 
43%. There were significant differences concerning the histological 
grade (p=0,0001), as well as the existence of  tumoural adenopathies 
(p=0, 0113). 
P-53 and Rb suppressor genes expression is a frequent evert~ in 
laryngeal carcinomas. 
The relationship of  Kb expression with turnout grade and the 
existence of lymph node metastases could reflect a failed attempt to 
control the mechanisms of  proliferation, given its cell cycle 
regulatory function. 
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Apoptosis in nasopharyngeal carcinoma as related to histopathologieal 
characteristics and clinical stage 

qZ, J. llarn, ~11. K nsieh, ~L, I, 11o, t ~ ,_y / l ,  aj. if, Chen. tC, C, Chiu, IH. C, Fan, & IW. II. I,ee 
q)epml nwat of F'alhology and 2Surgory. 4School of DelRiglry, 'l'ri-Service Omaeral Htrspital, National 
l k  fmaae M ~ir Ccnlm', "lhipei, Taiwan. 
tSceti~m of Respiralory Care. Veterans neutral IloapRal. "faipei Taiwan. 

Aim: We investigated the signtlicance of apoptosis, using the terminal dcoxylmcleotidyl 

Ir~msferase mcdiatnd dUTP-digoxigmml nick end labelling method, in nasopharyngeal 

carcinoma biopsy samples. 

Methods: The apoptotic index (AI) in 5o nasopharyngcal carcinomas was compared with 

various hiszopaZhological features and clinical stage. Also, file AI was correlated wizh p53. 

bcl-2 and Ki-07 expression by mimunohistochcmistry. 

Result: In histopathological sludies, the Al was significantly higher in mixed cellular type 

(MC) than in keratizing squamous cell type (KS) and spindle cell type (SC) (P<0.001) 

which worsens prognosis. In tumor stage amdyse, s, AI was higher in early stage (stage 2 

;rod 3) than in high slagc (stage 4), In nddiZion, there was a sigmficant correlation between 

the AI and p53 expression (P<0.0~)I) b~a not with proliferative activity (pro.15). in N'PC 

containing p53 protein positive tumour cells, them was a significantly high~ apoptotic 

raze. 

Conditions: theso findings indieaZe that apeptosis is rciateA to type and slage o f  

lmsopharyr~geal carcinoma. They also confirm the role of  p53 in regulating Zumour 

apoptosis. 
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TUMOR ANGIOGENESIS  EVALUATION AS A NEW 
P R O G N O S T I C  F A C T O R  IN N A S O P H A R Y N G E A L  
CARCINOMA PATIENTS 

Vem-Semnere FJ,* Rubio L,* Morem C.** 
Services of Pathology* and ORL**, University Hospital La Fe, Medical 
School Valencia University, Valencia, Spain. 
Aims:Several previous studies have demonstrated that tumor angiogenesis 
(TA) is essential for the growth of solid tumors, including head and neck 
cancer. Morover. several observations have proposed that intratumoral 
microvessel density (IMD) is associated with overall survival. The aim of 
this study was to determine the possible prognostic significance of tumor 
angiogenesis in nasopharynsesl cereinoma (NPC) patients. 
Methods:  54 patients with NPC morphologically diagnosed at the 
University Hospztal La Fe were evaluated for TA in relation to survival. 
Endothelial cells were immunohistochemically stained with antl-von 
Willebraod factor (F-VIII) and microvessels counted in the most active 
areas of neovascularization or hot spots. Microveasels were manually 
counted using a ligth microscope in a 200x field (0.7386 mm2), and later 
automatically using an image analyzer in a 25Ox field (0.,5028 ram2). 
Additionally, we analyzed other ang!ogenic parameters such as perimeter, 
roundness, and relative area of the mtcrovassals. 
Results: The mean values for the IMD were 44 and 37 for manual and 
automatic counting, respectively, We ordered all samples with respect to 
their vessel numbers, from the lowest to the highest. We, then assigned as 
a cut off point the number of microvessels include in the sample, from 
which 75% of sample values were belof thereof. We chose this method to 
differentiate eases with a low and high angiogenesis. Both methods were 
correlated with a statistical significance between (IMD) and overall 
survival, either using manual (p= 0.0141) or automatic counting 
(p=0.O117). Additionally, cases over cut off point demonstrated a 
prognostic significance in relation with the relative area (i~--0.0072). 
Conclusions-" TA measure may be another prognostic indicator that can 
be used in junction with other factors in order to achieve a more reliable 
evaluation in NPC patients. 
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Mandibular leiomyosarcomas 

J.A.H. Lindeboom MD, DDS, K.H.M.D. Keuning ME), DDS, J. Bras 
MD, DDS, PHD, M.O. de Lange, DDS, H.P. van den Akker, DDS, 
PHI). 
Department of Oral and Maxillofacial Surgery, Academic Medical 
Center Amsterdam, The Netherlands 
Department of Pathology, Academic Medical Center Amsterdam~ The 
Netherlands 

Leiomyosarcomas are uncommon in the head and neck region The 
rarity of smooth muscle cells in the oral cavity makes leiomyosarcoma 
as a tumor occurring in the mandible extremely rare. All the knowledge 
obtained with regard to the treatment of this malignant tumor in the 
jaws is derived from case reports in the literature. Since the first 
description of Carmody in 1944 less than 20 primary mandibular 
leiomyosarcomas have been published in the medical literature. 
We report a case ofa 10 year old boy with a leiomyosarcoma of the left 
mandible. 
The primary tumor involved the mandibular hone and gingiva. There 
were no indications for lymph node metastasis. The patient had a slowly 
enlarging, ulcerated painless mass in the left mandible. Biopsy showed 
spindled-shaped cells with eosinophilic cytoplasm and elongated, blunt 
ended nuclei arranged in fascicles. Immunohistoohemicai examination in 
combination with histological characteristics led to the diagnosis of 
mandibular leiomyosarcoma. 
A case in which the dilemmas encountered in therapy is presented with 
a review of all reported mandibular leiomyosarcomas. 
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AN UNUSUAL EXTRAMEDULLARY LEUKEMIA OF THE 
THYROID GLAND 
BeUefoih S., Longehampt E., Leroux G., Ouayoun M., 
Kambouehner M., Corr6 A, Amouroux J, Martin A. 
H6pital Avicerme, Bobigny, France. 
Extramedullary leukemia (EML) also known as granulocytie 
sarcoma (GS) or ehloroma, is an uncommon tumor composed of  
myeloblasts and myeloid precursors, that may occur most 
frequently in acute and chronic myelogenous leukemia, and rarely 
in myelodysplastie disorders. Most sites of occurrence reported are 
bone, periosteum, soft tissue, lymph node, skin and cervix. 
We report the ease of a 78-year old female who presented a left 
subdigastric node and a thyroid isthmie nodule. The patient had a 
history of  refractory anemia with excess of blasts (RAEB) treated 
by Danazol for 7 months. The diagnosis of EML was first 
suggested by a free needle aspiration of thyroid nodule on the 
existence of  some few immature myeloid cells. This diagnostic was 
confirmed on histological sections of  excised isthmie nodule and 
lymph node, and by irnmunohistoehemieal stains. The ceils in both 
lymph node and thyroid nodule were stained by CD43, CD68, 
CD15, CD45 and CD34, but negative with CD20 and CD3. 
The patient remains stable with normal peripheral blood, without 
any therapy seven months after the initial diagnosis. 
This is the first ease of  extramedullary leukemia of  thyroid gland 
associated with RAEB. The cytologic features of  EML are 
indicative of  the correct diagnosis. 
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LOW GRADE NON-HODGKING LYMPHOMAS: PROGNOSIS 
FACTORS AND BEHAVIOR IN 118 CASES. 
del Agua C, Fclipo F, Tuset E, Vaquero M, Granada 1, Ribera J, Feliu E 
Depts. of Pathology and Hemathology, Hospital Universitad Germans Trios i Pujol, 
Autonomous University of Barcelona, Badalona Spain 
Aims: To class 118 patients 11987-1997) of low grade non-Ilodgkin 
{ymphomas (NHL) according to REAL classification. 
Immunohistoehemical (IH) and clinical prognostic factors were 
analysed. 
Methods: Examining H-E stained slides we cho~ the most 
representative paraffin blocks to 1H semiquantitative study using p53, Ki 
67, bcl-2 and cicline DI. These dates and biological characteristics of 
International Prognostic Index tIP1) and related clinical factors were 
correlated with overall survival (US) and relapse-free survival (RFS). 
Resuts: Cases were classified in CLL/ small lymphoeityc lymphoma 
(32), lymphoplasmocitoid lymphoma (4), mantle cell lymphoma (16), 
follicle center lymphoma (44), marginal zone B cell lymphoma MALT 
type (26:23 in gastrointestinal tract, I in parotid gland and 2 in eyelids) 
and splenic marginal zone lymphoma (2). Two more eases were 
unclassifiable, bcl-2 was positive in 92.3 % cases with independence of 
the histologycal type. Cicline DI was positive in 65% of mantle cell 
lymphoma, p53 was observed in 22.5 % cases and Ki67 was observed in 
57.6% cases. US was 120 months and RFS was 45 months. Only age-- 
65 year-old, systemic symptoms, 152 microglobulin -2.5 rag/l, creatinine 
", t 2  mg/dl, VSG -25ram/h, and p53 and Ki67 positivity >50% of 
neoplastic cells were associated with a shorter US, while creatinine 
.-. 1.2mg/dl and splenomegaly :> 3 cm were associated with smaller RFS. 
Conclusions: Similar to others series expression of p53 and Ki67 i n ,  
50% of the neoplastic cells were associated with a shorter US. 
Expression of cicline DI was observed in mantle cell lymphoma and it 
has no prognostic incidence. All follicle center lymphomas were positive 
to bcl-2 protein and also in 87.8 % of the other histological types. There 
was correlation between OS/RFS and some IPl and clinical factors. 
Grant FIS(Fondo de Investigaciones Sanit) 96/1332 
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THE MI15 MGNOCLONAI, ANTIBODY (ANT! - SYNDECAN - I) IS A 
RELIABLE MARKEF, FOR QUANTIFYING PLASMA CELLS IN 
PAIC~.FFIN-EMBEDDED BONE MARROW BIOPSIES. 

.Costes V I , Magen V I. Durand L 1, Rossi j2 Baldet p I  Klein B 2, Brochier J 2 
Dpts of Pathology I and U4753, l lbpital Gut de Uhauliac, 34295, Monlpellier, France. 
Aims: Plasmocyte selective mAbs recognizing syndecan-I have recently 
been described (CD138). Using the mAb MI15, we investigated the 
expression of  syndecan- 1 in routinely paraffin-embedded tissues. 
Methods: lmmunohistoehemistry was perlbrmed with an atttomaton 
(Techmate 500, Dako) using the Dako ChemMate detection kit.The M I15 
mAb was used at 5mg/ml concentration. 
Results: Non-tumoral lymph nodes (25) and bone marrow (BM) biopsies 
(63) showed strong membrane staining of plasma cells only, allowing 
accurate analysis of the nuclear structure. The percentages of plasma cells 
calculated in BM biopsies after MI15 staining were respectively 2.1% 
(range 1-4%) in normal BMs, 8.5%. (range 5-17) in reactive plasmocytosis 
and 4.6% in MGIJS patients (range 1-13), slightly higher than those 
obtained on smears or on liE stained sections. In multiple myeloma (40), 
all plasma cell types were marked and MII5 mAb gave additional 
intbrmation in 8/40 (20%) patients. In lymph nodes, MlI5 mAb reacted 
with Reed Sternbcrg cells of classical Hodgkin's di~ase in 23/31 cases 
(74%) with variable intensity. In contrast, nodular lymphocyte 
predominance Hodgkin's disease (10), most B cell lymphomas 188/107) 
and all T cell lymphomas 131)) were negative. In B cell lymphomas, 
plasmocytomas (8), plasmocytic lymphomas (2) and 5/13 cases of 
immunoblastic lymphoma with plasmocytoid diftbrentiation were stained. 
In lymphuplasmocytoid lymphomas (4 lymph nodes and 20 BM biopsies), 
only mature plasma cells were positive. Moreover, a wide distribution of  
syndccan-t was observed in normal and tumoral epithelial tissues. 
Conclusions: MII5 mAb appears to be a reliable marker tbr identit~/ing 
and quantil~,ing normal and tumoral plasma cells in paraffin-embedded 
BM and lymph node samples. 

P-276 

NUCLEOLAR ORGANIZER REGIONS QUANTIFICATION IN 
MEGAKAPdOCYTES OF BONE MARROW BIOPSIES FROM 
PATIENTS WITH CHRONIC MYELOPROLIFE1LATIVE DISEASES 
D ~ a  M.L*, Galatar M.L.*, Cucuianu A.*, Blaga L.**, Duma M.N.** 
Dept.Pathology, Oncologyeai Institute and Oneoproteet Foundation **, 
Cluj-Napoca, Romania 
Aims: estimate the number of NORs in the megakaryocytic nuclei in 
bone marrow biopsies from patients with CMPD. 
Methods: we have studied bone marrow biopsies from I0 patients with 
CML-common type, 10 patients with CML-megakariocytic increase, i0 
patients with CML-megakaryocytic predominance, 6 patients with PV, 5 
patients with PTH and 5 patients with CMGM; three micrometer thick 
paraffin sections were mounted on silani slides, immersed in sodium 
citrate and microwave-treated for 3x5 minutes; after silver stalnine, we 
have counted the AgNORs in 50 megakaryoeytic nueIei for each ease. 
Results: at the microscopic level we have identified three dimensions for 
AgNOR: big, medium, small; the median number per nucleus was: 
CML-CT: 0,712Coig) 4,268(medium) 9,028(small) 
CML-MI: 0,723(big) 4,822(meditun) 9,623(small) 
CML-MP: 0,822(big) 5, 232(medium) 10,646(small) 
PV: 1,250(big) 10,437(medium) 18,687(small) 
PTH: 1,432(big) 12,416(medium) 19,820(small) 
MGMC: 1,040(big) 6,928(medium) 9.948(small) 
Conclusions: our microwave technic permit a good visualization of 
AgNORs: the number of  AgNORs may be related to the proliferative 
activity of magakariocytes. 
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BONE MARROW FIBRIN-RINO ("DOUGHNUT") GRANULOMAS 
(FRO) AND PERIPHERAL T CELL LYMPHOMA: A CASE 
REPORT. 
Alvarez-Arg~lelles, H*; Rays, JM**; Martin Herrera, A*; Garcin 
Castro,MC*; Manzano Sanz, C*; Hdez. Guerra, A*; Garcia Sutirez, 
MP*; Brito ML**, Hdez. NieCe, L**; Dfaz-Flores, L*. Hospital 
Universitario de Canarias. Dep. de Anatumia Patol6gica* y 
Hematologia**. La Laguna. Canarias. Espafia. 

Fibrin-ring ("doughnut") granulorn~ ('FRO), with characteristic 
polymorphie histiocyte reaction, centered by a lipidic vacuole, and 
peripheral fibrinoid material, were first described in the liver of Q-fever 
patients. FRG granulomas have been occasionally observed in the bone 
marrow of patients suffering Q-fever, typhoid fever, infectious 
mononucleosis, mycobecterium avium intracellulare infection and 
I--Iodgkin disease. We herein report a case of non-Hodgkin lymphoma 
(peripheral T cell type) with bone marrow FRG, an association not 
previously published, to our knowledge. 

A 69 year-old male patient had B symptoms, multiple 
lymphadenopathies and splenomegalia. A peripheral T cell lymphoma 
diagnosis, with epithelioid component, was made on an axillary lymph 
node biopsy. Paratrabecular and central lymphoid nodules were 
observed in the bone marrow biopsy, with a predomiuant T 
immunophenotype (CD3+ and CD43+). In addition, scattered FRO 
were observed. Afer treatment, a follow-up biopsy performed I5 
months ai~r the initial diagnosis revealed FRG lesions, without 
remaining lymphoid nodes. 

The clinieopathological features observed in this case support 
the non-specific nature of FRG lesions. 
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PROGNOSTIC IMPACT OF EPSTEIN - BARR VIRUS EXPRESSION 
IN REED - STERN'BERG CELLS OF HODOKIN'S DISEASE. 
Merits Glavina Durdov, Jasminka Jaki6 Razumovi6* 
Department of Pathology, Split University Hospil~l, Split, Croatia 
*institute of Pathology, Clinical Hospital Canter "Rabro", Zagreb, Croatia 

Aims: The expression of Epstein -Barr virus genome and LMP1 EBV in 
Reed - Sternberg cells of Hodgkin's disease in adults and their prognostic 
impact on survival were studied. 
Methods: 100 eases of Hodgkin's disease fom two Croatian regions 
were examined using EBER PNA in situ hybridisation technique and 
LMP1 EBV immunohistoehemistry. Clinical data of patients' complete 
remission rate, disease flee survival and overal survival rate in ten years 
period were retrieved from the hospital list. 
ResuRs: According to Rye convention, 8% patients were of lymphocyte 
predominant (LP), 48% of nodular sclerosis (NS), 37% of mixed 
cellularity (MC) and 7% of lymphocyte depletion (LP) subtype. Overal 
survival was 73%. Positive EBER expression was found in 28/100 (28%) 
and positive LMP! EBV in 26/100 (26%) r respectively. Negative 
expression of EBER in NS subtype was higher than in other subtypes 
(p=0.04). Subtype MC was not significantly connected with EBV 
(p=0.22). Complete remission rate were lower among EBER negative 
patients who harl subtype NS (t~0.0t) and LD (p=0.056). Disease free 
survival was connected with positive expression of LMPI EBV (p= 
0.023) and complete remission rate (p<0,000 !). 
Conclusions: The expression of EBV in Reed - Steinberg ceils of 
immunocompotant patients with Hodgkin's disease has positive impact on 
disease free survival and complete remission rate. 
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USEFULNESS OF THE LYMPH NODE IMPRINT AT THE INITIAL 
DIAGNOSIS OF LYMPHADENOPATHIC SYNDROMES. 
CONCORDANCE DEGREE WITH DEFINITIVE HISTOLOGICAL 
DIAGNOSIS. 
Rays JM*, Alvarez-Argfiefles H**, Bdto MI*, Herntudez-Gucrra A**, 
Martfn M**, Oarela-Suirez M**, Hero.dec-Niece L*, Dfaz-Fiores L**. 
Deps.rttnents of Hematology* and Pathology**. Hospital Universitario de 
Canaries. Tenerife, Spain. 
Introduction: The aim of this study is to compare the approxiinate 
diagnosis of lymphadenopathic syndromes by lyinph node imprint (LNI) 
with the definitivo diagnosis obtained by histological examination of 
excised lymph node. We analyzed the concordance of results between 
both prooederes and the usefulness of lymph node imprints. 
Method: Approximate diagnosis by LNI in sixty-four lymph node 
biopsies perforined in our institution from 1991 to 1996, were 
retrospectively analyzed. T'he study comprised 33 males and 31 females, 
mean age 49 years and range 380 years. May-Grtinwald/C, hemsa stain was 
used in all imprints. 
Results: Overall concordance between both diagnostic procederes was 7 1 
% (45/64). According to different final diagnosis, concordance was: l) 
Absolute in Hodgkin's disease (515, 100%) and high-grade malignancy 
non-Hodghin's lymphomas (Working Forinulation classification) (8/8); 2) 
High in low-grade malignancy non-Hodgkin's lyrnphomas (9/11, 82%), 
intermediate-grade malignancy non-Hodgkin's lymphomas (8/10, 80%) 
and infiltration of nodes by metastatic malignant cells (3/4, 75%); 3) 
Acceptable in non-specific chronic lymphadenitis (1 1/1 6, 69%).; 4) Low 
in tuberculous lyinphadenitis (1/3, 3 3 %) and null in rare, low-incidence 
lyraphaden~pathic processes. 
Discussion: In our experience, LNI are very useful in Hodgkin's disease, 
non-Hodgkin's lymphomas (mainly high-grade malignancy) and node 
metastases, and acceptable in chronic non-specific lymphadenitis. 
However. LNI gives very little information in tuberculous lymphadencpaty mad 
proves to be null in rare, low-incidence lymphoproliferative syndromes. 
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GAIN OF CHROMOSOME 7 THAT MARKS THE PROGRESSION 
FROM INDOLENT TO AGGRESSIVE FOLLICLE CENTRE 
LYMPHOMAS 1S RESTRICTED TO THE B-LYMPHOID CELL 
LINEAGE. 
Bemelt P*, Arvidsson I, lacobsson B**. 
Department of Medicine, Ks.rolinska Institute at Danderyd Hospital* and 
Department of Pathology, Karolinska hospital**, Stockholm, Sweden. 
Aims: In a previous study using fluorescence in situ (FISH) analysis of 
imerphase nuclei, we found that gain of chromosome 7 occured in almost 
all cases of high grade follicle ceil lymphomas (FCLs grade I11) and 
diffuse large B-cell lymphomas (DLBCLs) while this chromosomal 
abnormality was uncommon in low grade FCLs (grade I-lI). Interestingly, 
we often found gain of chromosome 7 in bone marrow (BM) cell nuclei 
even though malignant tumor cells could not be morphologically identi- 
fied in the corresponding cell smears. This raised the question wether the 
gain of chromosome 7 was really confined to the B-lymphoid tumor cells 
or if other cell lineages were also clonally involved. 
Methods: In the present study, we thus applied FISH in combination 
with immunomarkers and morphology on BM smears and lymph node 
imprints from seven patients with high grade FCLs and DLBCLs. 
Results: Three of the seven BM samples were found to contain elonal 
CD 20 positive B-lymphoid cells (range; 0.4-96% of the cells) and in 
none of the cases did we detect extra copies of chromosome 7 in the 
myelomonoeytoid or erythroid precursor cells nor in the CO 3 positive T- 
lymphocytes. All seven patients demonstrated gain of chromosome 7 in 
the lymph nodes and this cytogenetic abnormality was also restricted to 
the CD 20 positive cells (range; 0.%$0% of the ceils). 
Conduaiom The present f~nd~ngs thus confirm that the gain of chromo- 
some 7 in these high grade lymphomas is confined tothe B-lymphoid 
tumor cells, Our results suggest that lympbotoxic agents either alone or in 
combination with CD 20 antibodies should be used in the treatment of 
high grade B-cell lymphomas irrespective of BM engagement. 
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~ O P H E N O T Y P [ C  MODULATION OF HODGKIN AND KEED- 
STER_NBERG CELLS BY EPSTEIN-BARK VIRUS 
Kobierska, G., Karmolinski. A,, goszkiewicz, A. 
Dpt. of  Pathology, Medical University of  C-dansk, Poland 
Aims: To investigate the role of Epstein-Burr Virus (EBV) in 
pathogenesis of  Hodgldn's disease (liD) we analysed immunophenotypic 
modulation of  Hodgldn and Read-Steinberg (H&R-S) cells made by this 
virus. 
Material: Lymph nodas from 66 cases of  liD and 10 reactive, non- 
neoplastic lymph nodes. 
Methods: Tim expression of  antigenes and/or direct products of  EBV 
genetic material transcription in HSd~.-S cell was detected by 
immunohistochemical (H-IC) method (with use ofmonoclonal antibodies 
to LMP-1) and hy in situ hybridisation (ISH) method (with use of 
florescein-marked oligonucleotidas complementary to EBERs). The 
immunophenotypic modulation of I-I&R-S cells was assessed by 
expression of  CD30, CD 15, CD74, CD45, CD 20, CD45RA, CD3, 
CD45KO, EMA and PCNA. We compared expression &these antigenes 
between groups of EBV-positive and EBV-negative cases of liD. 
Regu|ts: Expression of CD30 was signifioartty higher in EBV-positive 
(assessed both by IHC and ISH) I-I&R-S ceils. In the group of  LMP-I- 
positive cases of  liD, expression of CD45 in H&R-S cells was 
significantly lower. In the group of  ISH-positive cases of  liD, we found 
higher expression of  CD20. In the group of EBV-positive (assessed hath 
by 1HC and ISH) cases of NS type HD, expression of CDl5 and CD20 in 
H&R-S cells was significantly higher, and expression of EMA was lower 
In the MC-type of liD we found lower expression of CD45 in LMP- 
positive cases and CIMSRO in ISH-positive cases. We didn't find any 
differences in expression ofCD74, CD3, CD45KA and PCNA. 
Conr Though the precise mechanism of  immunophenotypie 
modulation of H&g-S cells in not known yet, the results &our  studies 
suggest the active role of  virus itself in this process. The probable aim of  
the modulation is to prevent immunologic selection and/or to increase 
proliferation rate of  lure, ted cells. 
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PROGNOSTIC SIGNIFICANCE OF RETINOBLASTOMA 
GENE AND P21 (WAFI/CIF1) EXPRESSION IN NON- 
HODGKIN'S LYMPHOMAS 
Korkolopoulou, P.*, Angelopoulou, M***, Kontopidou, E***, 
Patsouris, E.*, Christodoulou, P.****, Davaris, P.*, Kittas, C.**, 
Pangalis, G.***. 
Dpts of Pathology*, Histology ** and Haematology***, University of 
Athens, and Asldepei0n Vouia Hospital****, Athens, Greece~ 
Aims: To investigate whether the expression of two negative 
regulators &the  cell cycle, namely retinoblastoma gene product (pRb) 
and WAF1/Cipl gone product (p21), is related to clinicopathological 
parameters, proliferative fraction, p53 expression and survival in non- 
Hodgkin's lymphomas (NHL). 
Methods: Paraffin sections from 93 patients with NHL (mean follow- 
up 48 months) were stained immunohistoehemieally with antibodies to 
pRb (PMG 3-245), p21 (4D10), PCNA (PC10), Ki-67 (MtB1)and p53 
(DOD. 
Results: Rb labelling index (LI) increased with malignancy grade and 
proliferative activity but was unrelated to other clinicopahtologieal 
parameters. In 33% of cases, especially those of the high wade 
category, we observed diminished pKb expressiou (i,e, low pgb/Ki-67 
ratio). P21 expression on the other ha.nd did not correlate with any 
parameter except with histological grade, gb LI and p53 LI. In 
multivariate analysis, Rb LI was a negative predictor of  disease-free 
survival but was linked to a higher probability of complete response~ 
However, diminished pRb expression as well as p21 expression were 
not statistically significant prognostic indicators, 
Conclusions: Our results suggest that pRb as a cell cycle related 
molecule may play an important role in determining prognosis and 
therapeutic response in NHL patients. 
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NK/T-CELL LYMPHOMAS - THE LINEAGE AND 
COMPARATIVE GENOMIC HYBRIDIZATION STUDY- 
Xmlag:K,Y.JlL~, Howe I. Roe. 
Department of Diagnostic Pathology, Sungkyunkwan University College 
of Medicine, Samsung Medical Center, Seoul, Korea 
Aims: The purpose of this study is to investigate the lineage sad genetic 
changes of NK.q'-celI lymphomas. 
Methods: Forty-two eases ofNK/T-cell lymphomas including twenty-six 
nasal(and nasopharyageal) NK/T-odl lymphomas, fourteen nasal type 
NK/T-oell lymphomas, and two blastic NK-eell lymphomas were studied, 
Immunohistochemical staining using antibodies for pCD3, CD20, CD56, 
TIA-1, TdT, and CD30 was done on paraffin-embedded tissue. PCR assay 
for TCR-'r gone rearrangement and EBV in situ hybridization study were 
performed, In five eases of  which fresh frozen tissue was available, 
comparative generate hybridization study was done. The LOH analysis of 
chromosome arm 6q was performed by PCR-amplifieation of 
mierosatellite sequence using informative five markers. 
Results: Clorml TCR-5' gone rearrangement was detected in 3 cases out of 
29 nasal and nasal type NK/T-cell lymphomas(10.4%). Twenty-eight of 
thirty-seven nasal and nasal type NK/T-Cell lymphomas (76%) was 
positive for EBV , in which nasal and nasopharyngeal tumor showed 
higher positive rate(91%) than tumors arising in the oral cavity and 
orophary-ax(56%), Two cases of blastic NK-cell lymphomas were 
negative for EBV. Chromosomal imbalance was noted in all 5 cases. High 
level amplifications were detected in 22q12-13 of blastir NK-cell 
lymphoma, Common loss of tp31-ter and 12q24-24.3 and common gain 
of 21q were detected. No 6q abnormality reported ia NK/T-Cell 
lymphoma was seen by LOH analysis. 
Conclusion: Based on these results, we concluded that about 90% of 
NK/T-Cell lymphomas/n Korea belong to NK-lineage ~.nd share common 
immunophenotypic and viral profile with those of  other Asi~m countries. 
Common chromosomal imbalances are noted if'respective of 
elinicopathologic subgroups of NK/T-cell lymphoma and these changes 
might be associated with tamer progression. 
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DETECTION OF EPSTEIN-BAKR VIKUS IN IIODGKIN'S 
DISEASE (PATIENTS IN CZECH REPUBI,IC) 
Ma~ik, J,*, Habanec, B.**, Fabian, P.** 
l,stitute of Pathology of Medical Faculty, Palack~, Umversity m Olomouc*, 
Czech Republic and 2nd Institute of P~thology of Medical Facuhy. Masaryk 
University in Brae**, Czech Republic 
Aims: The frequency with wtfich EBV is demonstrated in pmlents with 
ltodgkin's disease (HD) shows geographical v;tri~tbihly 111 lhe prcsm'~l sludy, 
we investigated the frexluent W of EBV in HD m the Czech Rep,blic 
Methods: Theptesence of EI3V was deterHm~ed by nllnlta~ollislt)cllelllislly 
(IHC) with anti LMP-I antibody (DAKO) and by in sil, hybridizatic, n (IStl) 
method for EBERs. 
Results: We studied 142 cases of HD. The age of patients rangad t?om 4 to 
82 years. The ratio males to females was 1.2 (raales 556%l In a series of 
142 patients 47 (33%) positive cases were fotmd The incidence of EBV 
positive results was significently higher in males - 70.2%, than in females - 
29,7%; p ~ 0,023. Five patients were tbund in the group below 10 ye~rs 
They were 'all positive with LMP-I antibody (IIlC) and tbr EBEKs in ISII 
method The same results were discovered m two patients above the age of 
eighty The most frequent histologic types of HD were nodular sclerosis (64 
cases) and mixed cellularity (62 cases), respectively The former mentioned 
type contained 16 cases - 25 % EBV positive. There were 24 eases - 38% in 
the latter, Positivity m other histologic types: lymphoc?,qe [lzettolllmaIIce 12 
cases - 42%; lymphocyte depletion 3 cases - 67% ISIt alethod delermmed 
EBERs in the nuclei not only in Reed-Steinberg (KS I cells but also m some 
mtennedmte-size lymphoid cells end in some small lymphocytes LMP-I was 
mdentified in the cell membrane and paranuctear region of R.S cells and m 
some Hodgkin's cells, 
Conclusions: The resuhs of the study indicate that EBV infet.'tm~ m latent 
form is present m one third (33%) of HD patients in the Czech ReDublic In 
mosl frequent bistologic types - nodular sclerosis and mixed cellularity, 
positive results clearly prevail in the latter mentioned type of HD 138%) In a 
small group of patients with lymphocyte predonlmancc m~d lyn~phocytc 
depletion .types. the frequency of positive cases was ,:12% m~d b7%, 
respectively, 
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EBSTEIN BARR VIRUS ANI ' IGEN EXPRESSION 1N 
HODGKIN'S DISEASE IN KUWAIT 
Makar, RR*, John B*, Temmim I 2 ' ,  Junaid TA*. 
Dept. of  Pathology, Faculty of" Medicine*, Kuwait University, 
Jabriya, Kuwait, and 
Kuwait Cancer Control Center**, Kuwait. 
Aims: Based on much evidence in the literature of  a significant 
association of Epstein Bare Virus (EBV) expression in Hodgkin's 
disease (liD), our aim was to study EBV in l i d  in Kuwaltand 
compare it to similar studies in other countries. 
Methods: Archival paraffin blocks of'cases previously diagnosed 
as HD were retrieved and used for the study. The diagnosis of  liD 
was confirmed by reviewing routine H&E as well as 
immunohlstochemical stains ibr CDIS, CD30, CD45, & CD20. 
Immunohistochemical stains for EBV-LMP was performed using 
avidin-biotin complex method. Cases were labeled as positive fbr 
EBV expression if the neoplastic cells were reactive with a 
membrane or Oolgi staining. 
Results: 59 confirmed cases were studied, 28 mixed cellularity 
(MC), 20 nodular sclerosis (NS), 2 lymphocyte predominance 0 2 ) ,  
2 lymphocyte depletion (LD) and 7 unclassiliable. Demographic 
data was available tbr 51 patients. There were 39 males (76%) and 
12 lbmales (23%). EBV antigen was positive in 22/28 MC (79%) 
and 7/20 N S (35%), a statistically significant difference (p=.0012). 
EBV was also positive in 50% LP, 100% LD, and 28% 
unclassifiable cases. EBV positivity did not vary with age. 
However, the percentage of EBV positive NS cases was slightly 
higher in the over 35 year age group. 
Conclusion: The incidence of EBV in Kuwait is one of the 
highest reported in lhe literature lbr MC HD compared to other 
reports, The expression of  EBV in MC does not correlate with age 
but is significantly higher than in NS. 
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PRIMARY LYMPHOMA OF PERIPHERAL NERVE 
Misd~ii  , J.*, Ino, Y.* **, Louis, D.N.* **, Rosenb~rg, A.E.*, Chiocca, 
E.A.**, Harris, N.L.* 
Department of  Pathology* and Neurosurgery Service**, Massachusetts 
General Hospital, Boston, Massachusetts, USA. 
Aims: Malignant lymphoma presenting as a solitary tumor of  peripheral 
nerve is exceedingly rare. We desedbr four cases of  primary lymphoma 
of  peripheral nerve involving the sciatic nerve (two cases), the radial 
nerve, and the sympathetic chain_ 
Methods: All cases of  primary lymphoma of peripheral nerve at MGH 
were identified. All cases were stained with antibodies directed against 
CD45, Ig M, kappa and lambda hgW: chains, CD20, CD3, CD56, MIB-1, 
S-100, and neurofilament. Clinical details of  the cases were obtained by 
reviewing pertinent records. DNA was extracted fzom formalin-fixed, 
paraffin embedded tissues. To evaluate the possibility ofhomozygous 
deletions of the CDKN2A/pl 6 gene, we performed a comparative 
multiplex assay. To evaluate expression of the pl 6 protein, eaeoded by 
the CDKN2A/p16 gene, we employed immunohistoehemistry with the 
monoclonal anti-pl6 antibody, JC8. 
Results: The I~tients were two males and two females with an average 
age of 55.5 years. All lymphomas were high grade B-cell lymphomas. 
Two of the three patients with fohow-up experienced relapse of disease 
with involvement of  other nervous system sites and died of lymphoma. 
The third is alive with stable local disease at five years, We found 
homozygous deletion of the CDKN2A/pl6 gene in one case, con.finned 
immunohistochemically by absent staining for p16. An additional case 
showed absent staining for p16, suggesting inactivation of the gene in 
this case as well. 
Conclusion: Primary lymphoma of peripheral nerve occurs rarely, 
usually is large B-cell type, has a poor prognosis, and appears to have a 
pathogenesis different from primary CNS lymphoma. 

P-286 

PROGNOSTIC VALUE OF HISTOPATHOLOGY IN 
CASTLEMAN'S DISEASE. CLINICO - PATi lOLOGIC AND 
IMMUNOHISTOCHEMIC STUDY OF THREE CASE& 
Meris-S~tana Mib~ilovici, lyons Pandrce, S. Teleman, Doina Butcovana, C. Darmila. 
Mofphopathology Dept, School of Medicine. "C~'. T. PopS" Univcrsi~, lasi, Romania. 

Aims. To describe clinic, o-pathologic and immunohistocheraical features in three 
patients with Cestleman's disease (CD), two with ganeralised lymphedenopalhy and 
one with abdominal mass. 
Material and Methesls. Two lymph nodes and a tumor-like mass from abdominal wall. 
Histological se~,'tions from formalin-fixed paraffin embedded tissue and stained by 
current teehniques. [mmtmohismchemicel study usin 8 antibodies a~inst human 
immupoglobulin subclasses (Kappa, Lambda). L26, UCHL-I, Ki-67 and factor VIIi- 
related antigen, using a, avidin-biotin-pefoxidase complex (ABC) method 
Results. Patient one: woman, aged 25 yr. with abdominal mass. The internal 
orsanisation of the mass showed a certain resemblance to a lymph node (numerous 
follicle-like structures and a richly vascular interfolli~lar tissue). The follicle-like 
structure& smaller than reactive follicle, had a centre composed by a blood vessel with 
swollan, often prolitbrated, endothelial cells in concentric arrangement and interposed 
hyaline material. Immunohistochemicadly, polyclona] B-lymphocyte proliferation 
expressing surface ]gM and 18D In the middle of  the hyalino-vescular follicles the 
endothelial c~.JIs were positive for factor VIII -related antiBen. We c, oneluded a 
histologically localized hyalina-vascular (HV) type. Patient two: man, aged 32 yr, with 
generalised adenopathy and splenomesaly; the left axillary lymph node biopsy reveled e 
histologic aspect characteristic for the hyalina-vacular type but "multlcemric" CD, 
which showed mixed or "intermediate" position between the HV and plasma cell (PC) 
types. Patient three: man, aged 69 yr, with 8ener,,lized lymphedecopathies and 
hepatomaga]y; supraclavicullar and axillary lymph node biopsies showed numerous 
concentric hyaline-vescuhtr "foiIicuhtF' sauctures and abundant plasma cells in 
imerfollicular zones. [mmunohist~ical studies: hyalinr structures are 
prolif~'atnd endothelial cells and polycional lymphocytes, lmerfollicular pl~m'm cells 
showed a predominance of lambda chain. 
Cond~ions. This study pointed out that �9 CD is a hyperplustic, non-naoplestic B 
lympholm~iferative disorder �9 there is an intermediate form of CD with few plasma 
cMls repres~ltin 8 the "tractive" vnriant �9 plasma cells of"multicautriC" type are clearly 
essu~ated with a generalisud disturbance of immunorr lymphokina-mediated 
(as 11-6) �9 possibly, a ~ l a s t i c  phase precedes and crestes the environment in which 
malisnant cells (neoplastic plasma cell clones) proliferate 
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M~LB CELL LYMPHOMA: A CLINICOPATHDL~IC STUDY 
OF 9 CASES 
R Rlos-Tamayo, MM Moreno-Rodrlcuez, M P~rez- 
Sicilia, MD Garcia de Lucas. 
"valle de los Pedroches" Hospital, Pozoblanco 
(C6rdoba).Spain. 

Introduction: Mantle ce~l lymphoma (MCL) is a 
relatively uncommon type of malignant lymphoma 
(ML) with unique morphological, 
immunophenotypic, cytogenetic and molecular 
genetic features. It accounts for aproximately 
2,5-4% of ML in North America and 7-9% in 
Europe. 
Method: We reviewed clinlcopathologic 
characteristics of 9 cases of MCL diagnosed in 
our hospital between 1993 and 1998. Clinically, 
valued: stage at the moment of diagnosis, 
peripheral blood involvement and clinical 
situation of patients (Estsrn Cooperation 
Oncologlc Group's valoration). Morphologically, 
valued: site of diagnosis, histologic pattern, 
blastlc features and bone marrow biopsy 
findings. 
Results: The MCL constituted 16,6% of ML in our 
environment and accounts with a male-to-female 
of 4/5. Most patients presented with advanced- 
stage disease. Extranodal involvement at 
presentation occurred in one case (Waldeyer's 
ring). This patient also presented a 
erythematosus lupus. 
Conclusions: Our results were similar from those 
present in literature. However, in our 
collection of ML(48 cases) MCL accounts for 
16,6%, an incidence higher than other series; 
and the male-to-female ratio (4/5) is uncommon. 
we found a case with MCL and erythematosus lupus 
associated, an extraordinarily rare event. 
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ANAPLASTIC LARGE CELL LYMPHOMA CD 30+1K1-1+ WITH HIGH 

CONTENT OF REACTIVE NEUTROPHILS. =NEUTROPHIL RICH'. 

REPORT OF TWO PEDIATRIC PATIENTS. 

~ .  Cortes-Agulier D, Falc6n R, Moreno-JIm6nez S. 

Department of Pathlogy ABC Medica; Center Mexico D.F. MEXICO. 

A/ms: We descdbe two pediatric patients with anaplastic large call 

lymphoma (ALCL) with high content of reactive neutrophlls. 

Methods: Forty three cases of ALCL were retrieved from the files of the 

department of pathology of the ABC Medical Center. Two cases of ALCL 

were encountered. #1, a 5-years-old male with cervical adanopathies. #2, 

8-years-old female with tumor in soft tissues of chest. 

Immunchlstochemical staining was performed using MoAbs CD45, CD20, 

CD3, CD30, CD15, p53 and EMA. In the two cases there were numerous 

neutrophils Intermixed with the CD30+/CD15- tumor cells. Case #1 showed 

a B cell phenotype and case #2 did not stain for CD20 and CD3. 

Conclusions: "Neutrophll dch" was deacribed.as a vadant of ALCL and only 

has been reported in adults. We describe two cases of ALCL-neutrophil 

rich, In children. In this variant the neutrephil infiltration without necrosis is 

a hallmark of the disease, All cases described so far appear to be T and 

null phenotype. Citoklnes probably are Important in mechanism to cell 

recruitment associated with ALCL. The prognosis of this subtype Jn 

children is unknown. Our first case Is alive and receiving chemotherapy; 

the second ono had disseminated disease and died 6 months after 

diagnosis. 
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EXPRESSION OF hPTTG ONCOPROTEIN IN MALIGNANT 
LYMPHOMAS 
T. l)ereda *, C, S~iez*, R. J. Luque*. R. Luna***. M. Torlolero**, 
J. A. Pinlor-Toro***. 1), I, Segura*. M, A. Jalx'm*. 
Dept. of Pathology, II. U. Virgen del Rocio*, Dept. of  Microbiology, 
Fac. Biology**, C. S. I. C, ***.Seville, Spain, 
Introduction: hptlg, u human homologue of pltuitary tumor 
Imnsfomling gone, has been recenlly im~lated and characterized as a 
novel proto-oncogene. In normal adul! tissues, its expression is 
restricted to thymus, testis and placenta. Overexpression ofhpltg has 
been documented in pituitary adennmas, lumor cell lines and periphe- 
ral blood cells from several hematopoietic disorders. Our aim is to 
study the occurrence ofhpttg overexpre~sion in malignant lymphomas 
and its distribution mnong the different histological types. 
Methods: A series ot"93 malignant lymphomas were selected and 
classilied according to the Revised European-American Lymphoma 
(REAl,) classification. Immunohistochemical detection of IrI'TG was 
carried out on routinely tbrmalin-fixed, paraffin-embedded tissue 
sections by using standard ABC method. I)olyclonal anti-hl)'l'l'G 
antibody was raised against a GST-hPTTG fusion protein containing 
the amino terminal hi)TIC sequence. 
Results: T cell lymphomas (TCL) were the most intensely immuno- 
stained with anti-hP'l'l'G. Up to 70% of TCL were Ix)sitive. On the 
other hand, only 26% of B cell lymphomas were immunoreactive lbr 
hPTT(L being the staining fairly weak. h-PTI'G protein was detected 
in most cases (79%) of Hodgkin's di-scase ( HD ). Hodgkin/Reed- 
Steinberg cells were highlighted by a se-lcetive and intense hPTI'G 
immunostaining. 
Conclusions: hpttg overexpression in lymphoprolitbrative disorders 
has been previously reFa)rted. We have analyzed the expression of 
hpttg in malignant lymphomas, PTF(I protein is fi'equently detected in 
TCL and liD. hpttg overexpression might have an important role in 
lymphoma tumorigenesis but it remains to be determined if this is a 
primary or secondary event. 
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STATUS OF EPSTEIN-BARR VIRUS IN SEQUENTIAL BIOPSY 
MATERIAL OF MALAYSIAN HODGKIN'S DISEASE 
Pole, S.C.*, Poppew.a, P.** 
Departments of  Pathology, University of  Malaya*, Kuala Lumpur, 
Malaysia and Uniwrsity of  Groningen**. Groningen, The Netherlands. 
Aims: With the exception o fa  recera ease report, all eases of  Hodgldn's 
disease with reported associated Epstein-Burr virus (EBV) infection in 
the turnout cells remain EBV positive in all involved sites and during the 
course of the disease. This study alms to investigate the EBV status in 
sequential biopsies of  Malaysien HD patients. 
Methods: A total o f  25 biopsies from 10 patients diagnosed with HD 
were retrieved from the files in the Department of  Pathology, University 
of  Malaya, The tissue sections from all biopsy material were reviewed. 
Serial sections from all the tumour involved tissue were selected for the 
detection of EBV by in situ hybridization teelmique, with peptide nucleic 
acid (PNA) probe for EBER 
Results: The a~es of patients ranged from 13 t~ 49 years at the time of  
initial tissue diagnosis. 5 pati~ts had initial turnout showing presence of  
EBV in the turnout cells and the other 5 without. Three patients had 2 
biopsies within 2 weeks interval, one patient 3 months apart, the 
remaining 6 had subsequent biopsies which were minimally 1~/~ years 
from the time of  initial diagnostic material, The longest follow-up was 
one EBV associated case with a total of  5 biopsies in 9 years, followed 
by a non-EBV associated case with 3 biopsies in 5 years. Irrespective of  
the sites and interval of  subsequent biopsies, all the 5 EBV associated 
eases showed persistence of  virus in all the biopsy material and the 5 
non-EBV associated turnouts remained virus free. 
CondtiMOIt~: The persistent presence o f  EBV in all the sequential 
biopsies suggests that the presence of  virus is probably vital for the 
survival o f  the tumour. The consistent absence of  the virus in the non- 
EBV associated cases refutes the notion that cas~ with presence o f  EBV 
in the tumour cells was probably the result of  secondary infection o f  the 
susceptible tumour cells by the virus. 
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SIGNIFICANCE OF THE ASSESSMENT OF DIPEPTIDYL 
PEPTIDASE IV IN DIFFERENTIATING ANAPLASTIC 
LARGE CELL LYMPHOMA FROM HODGKIN' S 
DISEASE 
Raikhlin. N., Bukaeva, I., Probatova, N., Smirnova, E., 
Pavtovskaya, A., Tupitsyn, N., Sholokhova, E. 
Cancer Research Center o f  RAMS, Moscow, Russia. 
Aims: Anaplastic large cell lymphoma (ALCL) and Hodgldn's 
disease (HD) show morphologic and im . . . .  ophenotypio overlap 
that may be cause of  diagnostic difficulties. In this study the 
activity of  dipeptidyl poptidase IV ( D P P -  IV) was determined in 
order to examine the defining characteristics o f  tumor cells of  
ALCL and HD and to assess the possible value of  the DPP - IV 
activity in differentiating of  tbese two entities. 
Methods: The study included 5 eases of  CD30 - positive ALCL 
with T - and null cell phenotype and 13 eases of  all subtypes liD. 
The diagnosis o f  ALCL and HD was based on histotogic and 
immunohistoehemieal criteria. Enzyme histochemistry was 
perform~ as described by Lojda ct el. ( 1979), using gIyeyl - L- 
proline - 4 - methoxy-13- naphthylamide as substrate and fast blue 
B as coupler. 
Results: All malignant ALCL ceils were strong positive for DPP - 
IV. By con(~s~ in HD, irrespective of  the subtypes, Reed - 
Stemherg cells and mononuclesr Hodgkin's cells were consistem[y 
negative. In all eases of  ALCL and HD nonmalignant small T 
lymphocytes with dot - like cytoplasmic DPP - IV activky can be 
found. 
Conclmiom This study d e m o n s ~ e  that the difference o f  the DPP 
- IV - activity between malignant cells o f  ALCL and HD may be 
diagnostic important and be useful addition to distinction of  these 
diseases. 
This work was supported by gram from Russian Fund of  
Fundamental Investigations of  Russian Academy of  Sciencies. 
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MICROSCOPIC STUDY OF 500 SPLENECTOMIES : 
.Ro usset, T., Ramos, J., Coates, V., Durand, L., Gaspard, C., Roger, P., Serra, I., 
Dubois, C, Broche, C., Baldet, P. 
Dept of Pathology CHU Gui de Chauliac 34295 - Montpellier cedex 5, France 
Aims : we wanted to precise principal indications of spl6nectomies 
Methods: we overviewed microscopic analysis of spl6nectomies 
performed during the ten last years in your hospital ,an universitary 
surgical and medical center with a department of hematology. 
Splenectomy cases were found by ADICAP code (SR) 
Results : 500 cases listed with by order of frequency : 
-187 splenectomies after traumatic injury (37,4%) 
- 96 for malignant hamopathies (19,2%) : 
79 NHL :76 B (63 small c ,11 large c.,2 myeioma) and 3 NHL T 
4 HK diseases 
13 myeloid disorders (5 LAM, 7 MPS ) 
- 62 immune cytopenia with 51 ITP (12,4%) 
- 46 splenectomies during visceral surgical of proximity (9,2%) 
- 19 necrosis ,infarctus (3,8%) 
- 16 hereditary hemolytic anemia (3,2%) 
- 14 cystic lesions : 6 trues cysts ,8 pseudo-cysts (2,8%) 
- 13 infectious lesions :2 MNI with rupture (2,6%) 
- 11 vasculars tumors with 1 angiosarcoma (2,2%) 
- 10 fibro-congestive spleens with 4 liver transplant (2%) 
- 9 normal spleens :brian HK, NHL ,unspecified etiology (1,8%) 
- 6 follicular hyperplasia : 1 tropical splenomegaly (1,2%) 
- 5 storage diseases (1%) 
- 3 metastasis : 2 renal and 1 ovarian adenocarcinomas (0,6 %) 
- 3 malformatives (0,6 %) 
Traumatic injury stay the first indication of spl6nectomy followed by .  
hematologic indications : small B cells NHL and ITP 
Primary splenic tumors were uncommun except splenic NHL 
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BONE-MARROW LYMPHOCYTOSES IN CHRONIC MYELOID 
L E ~  (CML) WITH CYTOGENETIC REMISSION AFTER 
INTERFERON-a (IFN-a) THERAPY 
"Muretto P, *Tommasoni S, "Staccioli MP. '*De[fin[ C, 
*Dept. of Pathology,'*Dept. of Hematology, Az. Ospadaliera~ Pesaro, Italy. 
AIMS: Histological and immanohistochemicaJ study of bone-marrow in six 
patients with complete remission of CML after IFlq.-cc therapy. 
METHODS: Six patients with CML (mean age 57.5 years) were admitted 
to IFN.-o~ therapy (6-9 MIU dally, from 1 to 5 years). Bone-marrow 
biopsies, performed before and aRer therapy, were fixed in B5 and 
immunohistochemically studied with a lymphocyte antibody panel CD20, 
CD79a, CD3, CD4, CDg, CD57, CD45RO 
RESULTS: All patients manifested their deseese with marked leucocytosis 
(50-100x109/L), anemia, splenomegaly and clonal disorder with t (9;22) 
chromosomal translocation (Ph+). Bone-marrow biopsies showed the 
modifications of CML. At the end of the therapy a normal peripheral range 
of lencocytes, red cells and platelets with complete cytogenetic response 
(100% Ph-) was observed. Bone marrow biopsies showed normal 
hematopoietic cell component; lymphocytes were increased (20-25%), 
sometimes assembled in small clusters. Immunohistocheznistry revealed 
polymorphyc B and T cells with a moderate increase in CD8+ cells. 
CONCLUSIONS: The availability of IFN-a has had a particularly 
promising impact on CML therapy because this drug can produce a 
comp[ete hematologic and cytogenefic re~sson. Many factors may be 
involved such as: IFNs could enhance spontaneous NK activity; IFN- 
a could restore LAK cytotoxicity against CML cells; autologous IL-2 
activated NK cells could suppress malignant hemopoiesis in CML; IFN-~ 
could enhance the terminal differentiation of dendritic cells, capable of 
inducing a T-cell mediated cytotoxicity against the leukemic ce[[s. These 
data may be in accordance with the bony-marrow lymphocytoses, found in 
the 6 patients with complete histomorphologic and cytogenetio remission of 
CML aRer IFN-a therapy. 
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CRYSTAL-STORING HISTIOCYTOS[S IN LYMPHO-PLASMACYTIC 
DISORDERS 
So[erT, Mufloz J**,Admella C,Fanmva ],Bomb[ J*, Palacin A*,CernpoE* 
Serveis d'Anatomia Patolbgica. Consort[ San[tar[ de Matard, Hospital Clinic* 
and Hospital de[ Sagrat Cot**. Barcelona. Spain. 
Aims: Crystal-storing histiocytosis (CSH) is a rare disorder described in 
patients with lg-secreting lymphoplasmacytic disorders that can involve 
many organs. 
Methods: We report two new cases associated with plasrnacytoma and low 
grade MALT type [ymphoma (MALT) involving lymph node and lung 
respectively. The first patient, a 72 year-old woman presented with 
pancytopenia and poliadenopathies. The second patient was a 59 year-old 
woman with a pulmonary mass. Samples were embedded in paraffin and 
stained by immunohistochemical (IHC) techniques using a panel of 
antibodies. An ultrastructural study (US) was performed in case I. 
Results: Patient I: The lymph node showed neoplastic plasma cell infiltrate 
masked by sheets of large benign histiocytes containing crystals. 
lmmunoelectrophorasis of serum demonstrated and IgGlr monoclonal protein. 
Bone marrow aspirate showed 13% of plasma cells. A diagnosis of 
plasmacytoma with CSH was done. In the second patient, the tumour in the 
right lower pulmonary lobe was composed of small lympho-plasmacytic cells 
and crystal laden cells. The diagnosis was MALT with CSH. Bone marrow 
biopsy was negative. IHC in both patients demonstrated monoclona[ staining 
of crystals and plasma ceils with antibody to s: light chain.. The crystal- 
containing cells were also positive for CD68. US demonstrated cells 
containing electron-dense inclusions surrounded by a thin membrane that 
appeared to be a lysosomal structure. 
Conclusions: CSH can be associated with plasmacytoma and other 
lymphoplasmacytic disorders such as MALT. Multiple organs can be 
involved by CSH but lung is very infrequent. IHC confirmed that these cells 
am histiocytes. CD68 is essential to confirm the histiocytic nature of the cells 
and monoclonal posit[city staining is very helpful in identifying the crystals 
as monoclonal K light immunoglobuline deposits. 
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LARGE CELL ANAPLASTIC LYMPHOMA OF THE 
MEDIASTINUM SIMULATING MALIGNANT 
HISTIOCYTOSIS 
Vogel, U.*, Kr6ber, S.M.*, Jaschonek, K.**, Jedrychowski, A.**, 
Kaisoding, E.* 
Institute of Pathology*, Department of Internal Medicine**, 
Eberhard-Karls-Univereity, TLibingen, Germany 
Aiths: Malignant histtocytosis, i.e. true neoplastic proliferations of 
differentiated tissue histiocytes/macrophages, is an extremely rare 
hematologic neoplasm. 
Methods: Formalin-fixed, paraffin-embedded tissue samples of 
liver, bone marrow and mediastinal tumor tissue of a 58-year-old 
woman with a four-week history of fever of unknown origin were 
investigated using irnmunohistochemical and molecular biological 
methods. 
Results: Liver and bone marrow both exhibited a diffuse increase 
in CD68R-cxpressing macrophages with signs of an active 
hemophagocytosis but no lymphomatous infiltrates. Initial 
diagnosis of a malignant histiocytosis was suggested. However, the 
mediastinal tumor (tissue removed 2 weeks after liver and bone 
marrow biopsies had been performed) could be classified as large 
cell anaplastic lymphoma of T-cell origin with monoclonal 
rearrangement of the chain of the T-cell antigen receptor and tumor 
cells expressing the antigens CD3, CD30 and CD45RO, but lacking 
CD15, CD20, CD68R and CD79a. 
Conclusion: This case report demonstrates a typical but rare 
example of a malignant lymphoma simulating malignant 
histiocytosis clinically and morphologically indicating extreme 
caution for diagnosis of tree histiocytic neoplasms. 



P-297 

PROGNOSTIC SIGNIFICANCE OF IMMUNOSTAINING 
EXPRESSION OF Ki67, BLC-2 AND P53 PROTEINS IN 
FOLLICULAR AND DIFFUSE LARGE B CELL LYMPHOMAS 
A lvarez-ArlRielles, .H..*, Llanos Mufioz, M.**, Salido Ruiz, E.***, 
Batista, N.**, Hern~dez Guerra, A.*, Oarcia Castro, C.*, Manzano 
Sanz, C,*, Diaz Flores, L.*. Departament of Pathology*, Serv. Of 
Oneology** and Unit of Invast.***, Hospital Univarsitario de Canarias, 
La Laguna, Spain. 
Introduction: Follicular and diffuse large B-cell lymphomas were 
studied to correlate their clinical with irnmunocytochemical parameters 
of accepted prognostic value. 
Methods: 104 non-Hodgkin lymphomas were reviewed. Clinical 
aspects relevant to the prognosis were correlated with light microscopic 
and immunocytoohemical (CD-3, CD-20, CD-43, Bcl-2, Ki67 and p53) 
features. 
Results: Among the 49 follicular lymphomas studied, the high grade 
(HI) ones showed higher p53 expression (Pffi0.073). Follicular 
lymphomas I and II showed higher levels of Bcl-2 expression than the 
grade Lrl ones (P =0.056). Low p53 expression in follieular lymphomas 
was associated with either none or just one extraganglionar area 
affected ~ 0.019). Among the diffuse large B-cell lymphomas high 
Ki67 expression (>50% nuclei) was also associated to �9 
involvement of more than one area (P= 0.03). No significant 
di~rences were observed in 5 and 10 year survival between diffuse 
lymphomas with percentages of KJ67 nuclei staining either below or 
above 50% (P= 0.8585). 
Coneinsions: P53, Ki67 and Bcl-2 immunostaining did not seem to 
correlate with patient survival in our series of follicular and diffuse 
large B-cell lymphomas. However, significant associations were found 
with ceaain features of prognostic interest. 
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DETECTION OF EBV IN GASTRIC MALT LYMPHOMA AND 
NASOPHARYNGEAL LYMPHOMAS BY IN SITU 
HYBR1DISATION. 

Laabidi B. ~, Ben Rejeb A J, Ebdelli N. 2, Bouali R. 2, Kchir N. 3, Khediri 
F. 2, Ben Ayed F. 4 

1- Department of pathology, 
2- Department of Gastro-enterology, 

Military Hospital, Mont Floury, 1008 Tunis, TUNISIA, 
3- Department ot patnoiogy, Kabta Hospital, Tunis, TUNISIA, 
4- Department of chemotherapy, ISA Institute Tunis-TUNISIA 

Aims : Our aim was to detect EBV in 23 lymphomas of the stomach 
(MALT) and 25 lymphomas of nasopharyngeal localisation. 

Methods : We used in situ hybridisation with EBERt and BFILF PNA 
probes (Dako). 

Results:  We detected EBV in 3 cases (13%) of low grade gastric 
lymphoma in few scattered large or medium sized cells and 14 eases (6 
low grade - 8 high grade) of nasopharyngeal lymphomas. The rate of 
positively was significant only in 3 cases (upper than 5%) with 
respectively 10, 20 and 80% of positive cells. Non tumorous gastric 
mucesa was always negative but EBV was detected in 5 from 11 cases of 
nasopharyngeal non tumorous mucosa with rates lesser or up to 5% 
positive cells. 

Conclusion : The etiopathogenie role of EBV in the genesis of gastric 
MALT lymphoma remain hypothetic. But EBV may play on 
etiopathogenic role in the genesis of nasopharyngeai lymphomas. 
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IMMUNOHISTOCHEMICAL EXPRESSION OF CELL-CYCLE 
RELATED PROTEINS AND APOPTOTIC REGULATORS IN 
HODGKIN'S DISEASE (HD)o 
Stefanaki. K., Rontogianni, D. , Tzardi, M., Dimitriou, H. ++, Karidi, H., 
Darivianaki, A., Kolotourou, S., lliakis, p..X-~, Zois, E.*, Delides, G., 
Kalmanti, M. ++, Eliopoulos, G. +, Kavavaros, P. 
Dpts. of Psthology of Herakleion Univ. Hosp., Venizelion Hosp., Crete*, 
Evangelismos Hosp., Athens**, l~ts .  of Hematology +, Pod. Oncology ~ 
Her. Univ. Hnsp. and Venizelion , Greece. 
Aims: The aim of the study was to investigate the expression of the cell. 
cycle regulators. Rb and p-53 oncesuppressor proteins, the wt-p-53 
induced waf-I/p-2t protein, in classical HI) in correlation with the 
proliferative index ki-67. In parallel, the expression of the proapoptofic 
bax and antiapoptotic bcl-2 proteins was also studied. 
Methods: The APAAP method was performed on paraffin sections of 
59 cases HD (20 nodular sclerosis, 39 mixed cellularity) for the 
detection of Kb, p-fi3, war-I/p-21, ki-67 (MIB-1) bcl-2, bax proteins 
with moAbs. The expression of Epstein-Ban- virus (EBV) was 
investigated using the RISH (EBERs) and APAAP (LMP-1). 
Results: p-53 protein was detected in 32% of the cases showing a 

nuclear expression in a limited number of neoplastic cells. Rb and war-1 
proteins were detected in all cases Rb protein was expressed in a high 
percentage of neoplastic cells (>25%). In the majority of the eases, while 
War-1 demonstrated a variable expression. Ki-67 was detected in all 
cases showing a heterogenous expression in a limited number of RS 
cells. In 38 cases, an inverse correlation between Rb~'/ki-675 expression 
was observed with a parallel Waf-l/Rb expression in 22 of them (16 
cases: Rb~/ki-67,1,/Waf-l~,) (22 cases: Rb~'/ki-67,1,/'Waf-l~'). Bcl-2 and 
bax proteins were detected in 56% (21/37) and 67% (25/37) of the 
examined cases, showing a parallel or inverse expression in 22 and 21 
cases respectively. There was no correlation between EBV detection and 
the expression of the examined proteins. 
Conclusions: According our results, dysregulation of ceil cycle control 
and imbalance of'apoptosis may contribute in the pathogenesis of H.D. 
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IMMUNOHISTOCHEMICAL EXPRESSION OF Rb, p-53, Waf- 
1/p-21, ki-67 (MIB-I) IN MULTIPLE MYELOMA (MM) 
Koumaki, V., Stefanaki. ~ ,  Tzardi, M., Papadaki, H., Rontogianni, D., 
Darivianaki, A., Karidi, H., Foudoulakis, A., Katrinakis, G., Delides, G., 
Elinpoulns, G., Kanavaros, P. 
Dpts. of Pathology and Hematology of Herakleion University, Hospital 
Crete, Dpt of Pathology, Evangelismos Hospital, Athens. 
Aims: The aim of this study was to investigate the expression of the 
oncosuppresor proteins Rb, p-53, the wt-p53 induced Waf-I protein in 
MM, in correlation with the proliferative index ki-67 (MIB-1). 
Methods: The APA-AP immanohistochemical method was performed 
on paraffin sections of 24 bone marrow biopsies with MM and of 4 
extramedullary MM (classified into three grades) for the detection of Rb, 
p-53, War-l/p-21 and ki-67 (MIB-1) with monoclonal antibodies. 
Results: Rb protein was detected in all cases, showing a high nuclear 
expression (>25%) in 61% (17/28). p-53 protein was detected in 46% 
(13/28) of the cases in a limitcd number oftumour nuclei (5-10%) and in 
only 3 cases (2 extramedullary) in more than 25% of the MM cells. Wai- 
l protein was detected in 75% (21/28) of the cases showing a variable 
nuclear expression, ki-67 (MIB-1) protein was detected in all cases 
showing a limited expression (<25%) in 23/28 and an increased one in 5 
cases (3 extramedullary). In the majority of the cases (18/28) an inverse 
Rb~'/ki-67~, expression was observed and a parallel (Rb'['/ki-67~') in 8. 
The combined immunoexpression of p-53, Waf-l proteins suggests that 
War-1 expression may be p-53 independent in a number of cases (8/27). 
Conclusions: ki-67 expression in MM correlates with turnout grade and 
reflects the proliferative compartment. The high Rb protein expression in 
MM probably corresponds to the phosphorylated form. Nevertheless, 
even if Rb proteins is expressed most of the time in MM cells, it remains 
possible that its function is abnormal. 



268 

P-301 

EXPRESSION OF CD99 AND bcl-2 IN SOLITARY FIBROUS 
TUMOR: A STUDY OF TEN EXTRAPLEURAL CASES 
~faro. L. Roca, M.J. Poblet, E. Hermindez, M. 
Departaments of Pathology, Hospital de Villajoyosa (Alicante), 
and Hospital La Fe (I) (Valencia). Spain 

Solitary fibrous tumor was initially described in pleura and 
considered like a variant of mesothelioma. At present time its 
different origin is known, and has been found in multitude of 
locations. Diagnosis can be done generally with conventional optical 
microscopy techniques. However, differential diagnosis problems 
can sometimes ocuur with others neoplasias of mesenchymal origin. 
Immunohistochomically expresses CD34 in practically all of the 
cases, being negative for most of other habitual markers, except for 
Vimentin. 
We have studied ten cases of solitary fibrous tumor, atl of them with 
an extrapleural origin. The age range oscillated between 31 and 69 
years (mean 49). They were located in meninge, orbit, nasal cavity, 
mediastinum, intrapulmoaary, liver, intraalxlominal (2) and soR 
tissues of extremities (2). Immunohistochemical study of the cases 
revealed positivity in all of them, for CD34 (QBEND10) and 
Vimentin. Expression of CD99 (O13) was also found in all ten 
cases. Bcl-2 was positive in 9 of the ten cases (negative in the 
medistinal tumor). Positivity of these markers was equally intense in 
the most hypercellular areas of the neoplasias, than in areas of 
collagen rich pattern of low celularity. 
Although CD99 and bd-2 are two inespecific markers, their 
expression in a high ~ t a g e  of solitary fibrous tumors has 
diagnostic interest in doubtful cases, since its most characteristic 
immunohistochemical marker, CD34, has been described also in 
others neoplasias of potentially similar characteristics. 
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APOPTOSIS IN NEUROENDOCRINE TLrMOUR OF THE LUNG 
Demoura S.*, KoganE.*, Szende B.**, Paltsev M.* 
The Setchenov Moscow Medical Academy, Russia*, and 
Institute of Pathology and Experimental Cancer Res. Semmelweis 
University of Medicine, Budapest, Hungary**. 
Aim: The investigation of the morphological particularities of apol~osis 
in Neuroendocrine Turnouts of the Lung (NETL) in correlation with the 
expression ofp53, Ki-67, bel-Z 
Methods: 17 paraffin-fixed patterns of NETL were examined with 
hematoxylin.eosin staining, immunohistochemical assay of 
chi'omogranin (DAKO), pancytokeratin (lmmunotech), mutated p53 
(DAKO), bel-2 (DAKO), Ki-67 (DIANOVA) and ApopDetek Cell 
Death Assay System (Enzo Diagnostics, US). Apoptotic index (AI) and 
expression of p53 and Ki-67 were calculated in percent among 3000 
tumor cells. 
Results: The morphological particularities of apoptosis in NETL include 
the specific iocalisation of the process and the absence of AB 
pbagncymsis. The prominent apoptosis of turnout cells could be seen in 
the turnout horderline zone with surrounding tissue, in adjacent zones to 
intratumour "detritic" areas, in the walls of intratomour vessels. 
ApopDetek test brought out various types of apoptotic figures, which are 
probably responsible for different stages of apoptosis. Small cell 
carcinoma distinguished from carcinoids by the higher levels of AI (42% 
and 34%), !)53 (62% and 20%), Ki-67 (43% and 7,5%) and bol-2. Due to 
this was supposed that the high rate of proliferation activity respected to 
the high level of apoptosis. 
Conclusion: Obtained data show that AI may be used as a prognostic 
factor for SCLC together with expression of Ki-67, I>ol-2 and mutated 
p53. High levels of these markers correlate with high proliferation 
activity of turnout cells and may be considered as sings of high 
malignant potential in NETL. 
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PROGESTERONE RECEPTORS IN DUCTAL INFILTRATING 
CARCINOMA. IMMUNOHISTOCHEMICAL EVALUATION OF 
TWO ANTIBODIES. 
Aranda FI, Chulia MT, Niveiro M, Ortega E, Segui J, Payh A 
Servicio de Anatomia Patologica Hospital General Universitario de 
Alicante Spain 

Aims, To evaluate two antibodies for progesterone receptors (PgR) in 
formalin-fixed, paraffin-embedded tissues from breast carcinomas 
Methods. 43 cases of ductal infiltrating carcinoma NOS. were 
included in the study. All rumors were histologically graded according 
to the Elston-Ellis method. For immunohistochemical determination of 
PgR two commercially available antibodies were used, PGR-1A6 
(Dako, 1:50) and Pgg-636 (Dako 1:50) One section of each routinely 
fixed specimen was immunostained with PgR-I A6 and with PgR-636 
(Dako), using Dako Envision system. Nuclear staining was scored as 
positive, and the number of positive cells was determined 
semiquantitatively from 0 to 100%. A cut-off value of 5% was used. 
Intensity of staining also was scored, from 1 to 3. Results were 
correlated with age, tumor size and nodal status. 
Results. 30/43 (70~ cases were positive for PgR-636 and 21/43 (49 %) 
were positive for PgR-IA6. 21 cases were positive with both antibodies. 
With PgR-646 a high level in the intensity of staining was observed (25 
% score 3 and 28 % score 2, versus 5 % and 21%, respectively). A 
strong correlation was tbund between the two antibodies and 
histological grade (p<0.05). No correlations were observed with 
patient's ages, tumor size and nodal status. 
Conclusion. We believe that PgR-646 is more sensitive and a 
reasonable substitute for PgR-IA6 to be used on routinely fixed tissue 
from breast cancer. 
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IMMUNOHISTOCHEMICAL DIAGNOSIS OF EMERY- 
DREIFUSS MUSCULAR DYSTROPHY 

C. Escudero~* S. Teijeirs, R. Fem/mdez, A. Teijeiro, C. Navarre 
Department of Pathology and Nceropathology, Hospital do 
Meixoeiro, Vigo.* Hospital Universitario de Valme, Sevilla, Spaln. 

INTRODUCTION: Emery-Dreifuss muscular dystrophy is a rare 
neuromuscular disease, linked to Xq28 and of adolescence onset, 
with characteristic muscular contractures, particularly in elbows 
and Achilles tendons, scaputo-humeral muscular atrophy and 
cardiac conduction defects. Mutations of this gene cause deficiency 
of a nuclear membrane protein called emerin. 
METHODS: Two male patients from the same family, with a 
clinical picture suggestive of muscular dystrophy, were studied. 
Muscle biopsy was performed in both cases with 
immunohistoohemical study for dystrophin, sarcogiycans, DR.P, 
merosin and emerin. Exfoliative buccal cytology was then 
performed for emerin determination in both patients, two obligate 
female carriers and two other females from this family. 
RESULTS: All nuclei of muscle biopsy and lmccal epithelial cells 
proved to be negative for emerin in two patients; immunolabelling 
for dystrophin and associated proteins was normal in both. 
Cytology study of females showed a mosaic staining pattern for 
emerin combined with Feulgen in four carriers, 
CONCLUSIONS: Emarin immunodetection in oral mucosa cells 
is a non-invasive, low-cost method, useful for the diagnosis of 
cases with suggestive clinie, al features of Emery-Dreifoss muscular 
dystrophy, as well as for carriers. Early identification of these 
patients implies better prognosis, since the onset of characteristic 
heart disease, which may also affect oligosymptomatic car~ers, can 
be controlled. 
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UTILITY OF CYTOKERATINS 7 AND 20 IN THE 
DIFFERENTIAL DIAGNOSIS OF ADENOCARCINOMAS. 
Forcada. P. Casalots, J,, GonzAlez, C., Gonzfilez G., Tarrech, X, 
Salas A. 
Dept. of Pathology, Hospital Mutua de Terraasa, Terraasa, Barce- 
lona, Spain. 
Aims: To assess the utility of combined use of cytokerafins 7 
(CK7) and 20 (CK20) in the immtmohistoehemical study for the 
diagnosis of primary and metastatic adenoearcinomas (ADC). This 
study was limited initially to lung ADC and brain metastases. 
Methods: A prospective study of  21 ADC of lung (16 likely pri- 
maries and 5 with known antecedent of primary colorectal ADC), 
and 7 brain metastasis of ADC of unknown origin. In every case, 
immunohistochemistry for CK7 and CK20 was done simultane- 
ously with the conventional histological study for diagnosis. 
Results: Lllag...AD~: 15 of primary cases expressed only CK7 
(diffuse), 2 cases CK7 (diffuse) and CK20 (focal), I case showed 
equal diffuse expression of the two eytokeratins and the last one 
was negative for both antibodies. The 5 ADC of patients with pre- 
vious colorectal cancer expressed only CK20 diffusely, so they 
were considered metastases. " " : 3 cases ex- 
pressed only CK7. The possibility of lung primary was suggested 
in the final report. In all three patients lung ADC was confirmecl 
later. The rcrnaining 4 cases expressed both cytokeratins although 
CK20 positivity was focal and lessor intense in three eases. In one 
of these patients a gastric adenocarcinoma was found. We are un- 
aware of the location of primary cancer in the three other patients. 
Conclusions: The combined use of CK7 and CK20 is helpful in the 
differential diagnosis of primary and metastatic ADC. We consider 
that they would be incorporated in routine diagnosis. 
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USE OF PROSTATE SPECIlZlC ANTIGEN 
IMMUNOHISTOCHEMISTRY IN DIFFERENTIAL DIAGNOSIS 

OF PROSTATIC CARCINOMA; IS IT I~ I , IABLE?  
Cffllkesen K. H.*. KIII~ S.**,~,hilim G.*, (~el~ M. T.*, Danl~aal~ Aft*, 
Savsm C.F.* 
Dpts. of I~thology ) and Urology**, Akd(miz University, Affmlya, Turkey. 
Aims: Prostatic carcinoma may present as metastasis in some cases. It 
usually metasmsizes to pelvic or cervical lymph nodes, bone or lung. 
Differential diagnosis may be troublesome on solely histopathologic 
base. Prostate Specific Antigen (PSA) is widely used 
immunohistecbemically to identify prostsfie turnouts. Some of previous 
reports mentioned about faint staining in extmprostafic tissues and 
turnouts. We tried to assess the reliability of  this method in differential 
diagnosis. 
Methods: Archival paraffine blocks of nine bone metastasis of  malign 
tumours (5 lung carcinomas, 2 prostatic adenocarcinomas, 1 colon 
adenocaroinoma, 1 invasive ductal carcinoma), ten lymph node 
metastasis (7 colon adanocarcinomas, 3 lung adenocareinonms), 
thirteen colon adenocarcinomss and sevente~m lung adenocarcinomas 
stained with PSA immunohistochemically. All the patients were males. 
The presence and intensity of  staining was evaluated. 
Results: None of the primary colon and lung adenocarcinomas or 
lymph node metastasis stained. Three of the bone metastasis showed 
weak staining with PSA immunohistochemistry. The diagnosis of 
primary tumours of these cases were; moderately differantiatad 
squamous cell carcinoma of lung, invasive ductal carcinoma and 
prostatic carcinoma. 
Conclusions: Extraprostatic tissue originated malign turnouts may stain 
with PSA immunohistochemically. This staining is weak, t h ~  strong 
staining of metastatic tumour may be evaluated as specific for prostatic 
carcinoma. 
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COMPARISON OF p ~  IMMUNOREACTIVITY IN FRESH-CUT 
VERSUS STORED SLIDES IN UROTHELIAL CELL CARCINO- 
MA OF THE URINARY BLADDER. 
Aivarez M., Vieioso L ,  Ramirez It, Fdnez R., Blanes A., Matiila A. 
Dpto. de Anatomia Patoldgica, Facultad de Medicin~ Universidad de Md- 
laga. M61aga. Spain. 
Aims: Recent repcrts haw indicated that storage of unstained parmflin slides 
may lead to false negative immanostaining of tumor markers. This is not a 
problem for daily practice but could be a real problem for retrospective 
works. A strong decrease ofpS3 immunoreactivity in these circumstances 
has been obscrwd in carcinomas ofsevgral locations; however, overall sta- 
res (negative or positive) seems to be consistent in individual cases. 
Successfully antigen retrieval using microwave heating has also been 
reported. The aim of this work is to investigam the effects ofsli& storage on 
inununobistochemical staining of p53 in urotholial cell carcinoma of urinary 
bladder. Methods: To do this, we performed immunohistochemical staining 
with use of the p53 monocloual antibody DO7 (Duke) in 28 cases of 
umthelial cell carcinoma. Slides were stored for more than one year. Fresh 
cut (FCS) and stored slides (SS) of the same paraffin block were 
simultaneously stained by using a standard PAP method combined with a 
citrate buffer microwave heating antigen-retrieval technique. To quantify 
the positivity, an automatic image analysis sysmm (CAS200) was utilized, 
and the percentage of positive cells and stained nuclear area was obtained. 
Results: Only 6 cases showed positive cells in the stored group while there 
was 24 reactive cas~ in the fresh greup. 18 negative cams in the SS, showed 
positivity in the FC. There was coincidence in 4 negative and 6 positive 
cases. All positive SS showed less pementage of positive cells than the same 
cases in FCS. The mean percentage of stained cells was 3,9 (+/- 12,7) in all 
SS group, and 19,8 (+/-I 5,9) in all FCS group, with a statistically different 
signification between groups of p<0,001. Similar results were obtained for 
percentage of nuclear area. 
Conclusions: Our study demonstrated a strong decrease in percentage of  
p53 positivity in stored tissue sections that affect overall status. Antigen 
retrieval by means ofa ciWatebuffer and microwave heating did not improve 
reactivity. Therefore, we conclude that the use of stored unstained slides for 
p53 immunostaining is not recommended for urothelial cell carcinoma of 
urinary bladder. 
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OLD PARAFFIN BLOCKS: A PROBLEM IN 
IMMUNOHISTOCHEMISTRY? 
Hanse~ TP.*, Fenger, C.*, S~mnsen, FB.** 
Departments of Pathology, Odense University Hospital*, Odense, and 
Aarhus University Hospital**, Aarhus, Denmark. 
Aims: To cxaminc whether the age of paraffin blocks influences the 
outcome of immunohistochemistry. 
Methods: The material consisted of 81 formalin-fixed, paraffin- 
embedded, left-sided, colorectal edenocarcinomas from 81 patients. 
The patients had participated in a randomized study on follow-up after 
radical surgery for colorectal carcinoma at Odense University Hospital 
in the period 1983-t994. 39 of the patients had surgery in the period 
1984-86 (group I) and 42 in the period 1992-94 (group II). Fresh 
tumor sections were cut (1 section/tumor) and pretreated with either 
microwave irradiation or pmteolytic enzymes, depending on the 
antibody. The sections were stained with antibodies against p53, Ki67, 
and components of  the Umkinasr Plasminogen Activating System 
(uPA, u_PAR and PAIl)  on an automated immunostainer. The intensity 
and the staining pattern were evaluated semiquantitatively. 
Result1: There were no significant differences between the two 
groups, neither regarding the intensity of the stahaing nor the staining 
pattern. 
Conclusion" The immunohistochemical reactions for p53, Ki67, uPA, 
uPAR and PAIl were independent of the age of the pam/Ym blocks in 
this study. This result does not rule out a loss of antigenicity due to 
processing of the tissue. On the other hand, comparison of 
immunohistochemical reactions in archival material of different age, 
for diagnostic or prognostic purposes, seems to be reasonable as long 
as the tissue processing an antigen re~eval procedures are 
standardized, The results are currently being tested in a sample of 
tumors from 1998, and evaluated in a standardized sampling design 
(random, systematic sampling), 
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MORPHOLOGY OF THE VASCULAR STROMA AND 
ANGIOOENESIS IN OLIOBLASTOMA MULTIFORME. 
I~cka- ~wieszewska E., Borowska- Lehman J., Rzepko R. 
Department of Path'0morfology, Medical University of Odafisk, Poland. 

Glioblastoma multiforme is a grade IV astrocytic neoplasm histologically 
characterized by high cellularity, nuclear atypia, necroses and 
microvascular proliferation. Clinical prognosis is poor and the only 
favourable prognostic fantor is age below 50 years. 
The study was performed on 38 eases of glioblastoma, which were 
divided into two groups according to the patients' age: group I up to 49 
and group II over 50 years of age. Tumor vaseularization was 
characterized and types of vessels were specified: microvessels with 
nomud morphology, teleangiectases, angioma- like forms, and steps of 
miorovascular proliferation- simple and glomeruloid. In the older group 
glomeruloid proliferation was more frequent. 1mmanohistuchemical 
staining with antibodies against vWf and CD3 I, ct-SMActin and 
Collagen IV was made to visualize the vascular wall components. The 
immtmomorphologieal analysis was performed with respect to the 
individual types of vessels. 
Vascular density (specimens immtmostained with anti vWfserum) and 
ct-SMA and the vWf expression ratio (percem immunopositive area) 
were measured with computer image analyzer. Statistical analysis 
revealed a s~gnificantly higher vascular density in group I (170 
vassels/mm ). It was no difference in the vWf and (x-SMA expression 
ratio between groups. However the a-SMA expression ratio was higher 
than the vWfratio within both groups. This indicates the prevailing 
presence of smooth muscle cells and pericytes in the vaseularization of 
glioblastoma as compared to endothelial cells. The second conclusion is 
that in glioblastoma not only vascular density indicates the intensity of 
angiogenesis but vascular morphology is of basic importance. 
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MOLECULAR REGULATION OF THE KERATINIZATION IN 
SQUAMOUS CELL LUNG CANCER 
Komm E., Ugfiuraov D. 
The Setcbenov Moscow Medical Academy, Russia 
Aim: This study was undertaken to determine the role of p53, Ki-67, u- 
myc, c-fos, bd-2 expression in the progression of squamous cell lung 
cancer (SCLC) end their relation to the process of the keratinization, as a 
variant of apoptosis. 
Methods: 46 paraffin-imbedded samples of SCLC were examined with 
hematoxilin-eosin and alr blue staining, immunohis*.ochemical assay 
to paneytoceratin (DAKO), mutant p53 (DAKO), c-mye (Novoeastro), 
c-los (DIANOVA), bel-2 (DAKO), Ki-67 (DIANOVA), IGF-II (Pepto 
tech inc,), IGF BP1,2,3,4,5,6 (tmmun Diagnostic) and chromogranin 
(DAKO). Expression of wild-typo p53 and Ki-67 was calculated in 
percents on 3.000 turnout ~lls.  
Results: The obtained data show that the process of keratimzation in 
SCLC is regulated by c-fos, c-myc oncogenes, IGF-II and IGFBP2,5. 
These oncogenvs and the members of IGF system have the highest level 
of expression in tumours with deposition of exa~eilnlar keratin. 
Overexpression of mutant p53 (63% - 97% positive ceils) was found 
more often in SCI.,C without kemfinization. The level of Ki-67 
expression was correlated with high proliferation activity in poor 
differentiated turnouts. Bd-2 was determined only in 39% of SCLC 
without any correlation with the process of kmatirtizafion. 
Conclusion: C-fos, e-myc oncogenes and the members of IGF system 
may facilitate the process of the keratinization in SCLC. The high 
expression of these markers in SCLC can be considered as a good 
prognostic factor for this type of turn'ours. 
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EXPRESSION OF CD44 IN COLORECTAL CARCINOMA 

u h ~ 3 ;  Mathew, T.C.4; Makar, R.R.1; Abnl, H.2; 
Asfar, $3; A1-Sayer, H.3; Dashti, H.M. 3 and AI-Bader, A. 1 

Departments of Pathology 1 Pharmacology2 and Surgery 3, Faculty of 
Medicine, Department of Medical Laboratory Sciences 4, Faculty of 
Allied Health Sciences and Nursing, Kuwait University Health 
Sciences Center. 

Aim : To study the expression of the cell adhesion molecule CD44, 
that belongs to the family of hyaluronan binding proteins, in careino 
embryonic antigen (CEA) positive coloreetal carcinoma using 
immunohistocherrtieal methods. 
Methods : Immunohistochemical analysis for CEA and CD44 were 
carried out in formalin fixed paraffin sections of normal and 
neoplastic colorectal tissues by the standard peroxidase- 
antiperoxidase method. 
Results: In this study 36% of the cases of CEA positive eolorectal 
carcinoma were moderately positive and the remaining were highly 
positive for CD44. 
Conclusion: Tumor progression and metastasis is a complex process 
that involves constant interaction of tumor cells with one another and 
with the mieroenvironment in which they survive, Dysregulation in 
adhesion mechanism determines the metastatic potential of various 
tumors. As CD44 is one of the key molecules in cell adhesion, it is 
possible that the highly positive eases of coloreetal carcinoma may 
have a higher metastatic potential as compared to the cases in which 
CD44 expression is moderate. Further studies on the expression of 
other cell adhesion molecules and cyt0kines that are involved in 
tumor progression and metastasis in colorectal carcinoma in 
correlation with CD44 expression are in progress in our laboratory. 

This project is funded by a grant (No. TFF1) from the Terry Fox 
foundation for cancer research, Canada, 
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IMMUNOHISTOCHEMICAL CORRELATION OF STEROID HORMONE RECEPTORS 
STATUS WITII BCL-2 EXPRESSION IN PROSTATE CANCER 

Kolar,Z.,Madarova,,J.,Lukesova, M., Strnad,M.*, Abrahamova,P.,Stastna, J. 
Lab. Molecular Pathol. & Inst. l'athol., l,ab. Growth Reg.*, Palacky 
University, Olomoue, Czech Republic, kolarz@risc.upol.ez 
Aims: For elucidation and better understanding of hormone independence 
development we have investigated the association of expression of Bcl-2 
and related proteins with the expression of receptors for androgens (AR), 
estrogens (ER), progesterone (PR) and retinoid receptor X (RXR). 
Introduction: ('cnc be!-2 encode,: a 26 kD proteiv Rcl-9 which, when over- 
expressed in prostate cells may prevent apoptosis and be implicated in the 
development of hormone refractory turnouts which are more aggrcsivc and 
their prognosis after relapse is poor. At present, intensive discussion on the 
regulatory role of receptors for various steroid hormones in the prostate 
cancerogenesis continues. 
Methods: hnmunohistochemical and Western blot analysis of Bel-2, Bax, 
BcI-Xs/l., AR, EIL PR and IC'~R proteins expression was pcfformcd in Ihe 
lbrmalin fixed and wax embedded samples of untreated primary prostate 
carcinomas obtained from 132 patients and also in androgen-sensitive 
prostate cancer cell line LNCaP. 
Results: The signilicant indirect relationship exists between expression of 
Bcl-2 and expression of AR in the group of cancers with lowhnedium 
content ot' AR. In the group with the highest positivity of AR we have found 
a rather higher expression of Bcl-2. We did not find any significant 
relationship between expression of Bcl-2 mad other investigated receptors. 
The tested cell line revealed the constitutive expression of Bcl-2 as well as 
of the others apuptosis regulating proteins Bax and BcI-Xs/L and very 
intensive expression of AR. The expressions of another receptors were not 
demonstrated by Western blot aualysis. 
Conclusions: Bet-2 expression is arised in the Iowest as well as in the 
highest grade tumoum and it is indirectly related to AR status in AR 
low/medium positive cases of prostate cancer. The possible dual role of Bcl- 
2 in the regulation of prostate cancer progression is discussed. 
Acknowledgement: "lilt: wurk was supported itl part by grant I(JAMZ CR Itlltl GACR 204/96/K047 
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LOCALLY ADVANCED BREAST CANCER: PROGNOSTIC 
VALUE OF CLINICOPATHOLOGICAL PARAMETERS. 
Lerma E, Colomo LI, Tabemero JM, Bagud S, Fumanal V, Alonso C, 
Prat J. Hospital Sant Pau. Autonomous University of Barcelona, 
Spain. 

Aims: p53, e-erb-B2, Ki 67, and EOFR are prognostic factors in node 
positive and negative breast cancer, but their significance in locally 
advanced breast cancer (LABC) has not been fully assessed. 
Methods: Paraffin-embedded tissue from tumors of 168 patients with 
LABC were studied (median follow-up 8 yr). Conventional 
pathological parameters were evaluated and correlated with 
immunohistuchemicai overexpression of p53 (Oncogene Science), c- 
erb-B2 (Dako) and EGFR (Menadni), and Ki67 Index (Dako). Distant 
disease-free and overall survival were analyzed for each parameter. 
Results: Mean age of patients was 61 yr (74% were postmenopausal). 
Immunohistoehemicai overexpression of p53 was found in 67% of 
tumors, c-erb-B2 in 52%, and EGFR in 45%. Ki67 Index were less than 
5 in 33%, 5-10 in 19%, 11-t9 in I8%, and >20 in 30%. No correlation 
was found between conventional and new parameters. Patients with c- 
erb-B2 overexpression had shorter survival (p=0.02). 
Conclusions: Besides histological grade and hormonal receptor status, 
only c-erb-B2 overexpression offers additional prognostic information 
in LABC. 
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GLYOFIXX@, AN EXCELLENT FIXATIVE FOR IMMUNO- 
HISTOCHEMISTRY 0HQ) 
Palacin _A,. Martinex A, Cases JL, Mu~oz J, Badia F, Ordi J, Mufti M, 
Perez M'rP, Mainar M, Gonzalvo E, and Sancheg M. 
Dpts. of Pathology, Hospital Clinic, Hospital Sagrado Coraz6n, 
Facultad de Medicina, Universidad de Barcelona, Barcelona, Espafia 
Background: Antigen retrieval (AE) techniques have allowed the use 
of many policlonal and monoclonal antibodies (Abs) in formalin-fixed, 
paraffin embedded tissues. However, AR has some problems: it is not 
eff'ective for some Abs, there are false positives due to the enhancing 
of the endogenous biotin activity, it impairs the morphology and it 
causes a loss oftissoe attachment to the slides. Moreover, a standard 
protocol for all Abs is not available yet. Recently, some fixatives have 
been described that adequately preserve the morphology and allow to 
apply IHQ staining for ~ t  Abs without AK 
Aim: To test the applicability ofGLYOFIXX@ (GLX, Shandon, UK), 
a new commercially available fixative in surgical samples, and to 
deterraine the results obtained with IHQ. 
Methods: Samples fi'om tonsils, lymph nodes, spleen, liver, thyroid, 
pancreas, brain, kidney, and bowel were fixed 4-20 hours in GLX 
,embedded in paraffin, and routinely processed. TechMate 500| and 
EnVision System ~(Dako) were used in IHQ stains. 
Results: Excellent morphological and IHQ results without AR were 
obtained with the following Abs: CD3, 15, 20, 21, 23, 31, 34, 35, 43, 
CIM5, 45RO, 68, 79a, KiM4p, CNA42, EMA, Keratin, TPA, 34E12, 
CEA, PSA, Actin, Desmin, Vimentin, Factor VIII, Rb and p53. 
Suboptimal resuks were obtained with CDla, 4, 7,8, and 10, but they 
improved with the use of overnight (18 hours) low-temperature 
heating (80~ in lmM EDTA at pH 8. 
Condusions: GLYOFIXX| adequately preserves the morphology of 
tissues and allows the use of IHQ without AR techniques for many 
Abs. GLX is a safe fixative, much less toxic than formalin. 
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APOPTOSIS IN DERMATOMYOSITIS 
Luke. Z.', Hork~, M.", Felt J." 
* lind Department of Pathology, Masaryk University, Bmo 
** Institute of Pathological Physiology, Masaryk University, 
Bmo, Czech republic 
Aims: exploration of the role ofapoptotic pathways in the course 
of dermatomyositis (DM) 
Methods: immunohistochemical study of participation of easpase 
system and bcl-2 in affected muscles using antibodies CPP32 to 
caspase 3 and BCL20ncoprotcin (Dako) to bci-2 protein. 
Results: the expression ofactivatad caspase 3 as well as ofbcl-2 
in normal muscles is negligible. In the stage ofinflammamtory 
infiltration of the muscle with DM, the activated easpase 3 is 
expressed in the nuclei of dystrophic or atrophic fibres, less 
frequently in some myoblasts and regenerating fibres. A strong 
immunoreaetivity for bcl-2 was recorded at the periphery (or in 
perinuclear areas) of a proportion of inflammatory cells, in the 
cells inside dystrophic (flocculent) muscle fibres and in the walls 
of some blood vessels. A similar distribution ofbci-2 positive 
cells was found in perivasoular inflammatory infiltrates in the 
dermis, while activated oaspase 3 was recorded in some cells of 
the stratum germinativum of affected skin. 
Conclusions: expression ofectivated caspase 3 (which appears 
relatively early before DNA fragmentation) in some muscle fibres 
damaged by dermatomyositis gives evidence of the presence of 
apoptosis in the course of the disease. The presence of easpase 
system in regenerating fibres may be the cause of abortive 
regeneration &them The oecurence ofbcl-2 in the infiauamatury 
cells and in wails of blood vessels proves that apoptosis-related 
complex may control the inflammatory response and (to a certain 
extent) vascular eompartm~t of both muscle and skin. 
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EXPRESSION OF NM23 A N D  C A T H E P S i N - D  IN 
S Q U A M O U S  C E L L  C A R C I N O M A S  O F  LUNG AND 
LARYNX 
Pe~tereli g.% Ozbilim G.*, Elpek 0.*, Fi~nk F.**, Balkan E.** 
Dpts. of Pathology*, Laryngology** of Akdeniz University, 
Antalya, Tliridye. 
Aim: The purpose of this retrospective study was to investigate if 
there was a difference in the expression of rim23, metastase 
suppressor gene, and Cathepsin-D, aspartie proteinase, in squamous 
cell carcinomas of tW~o d~ffe~t regions. 
Methods: Immunohisto~hemieal loealisation ofnm23 and Cathepsin- 
D was performed on formalin-fixed, paraffin embedded tissues of 28 
laringeal and 24 lung carcinomas. Tumors which expressed more than 
5 % cytoplasmic staining we're evaluated as positive. The results were 
correlated with the grade and the stage of the tumor in each group. 
Also the positivity of the two groups (lung and laryngeal tumors) for 
each marker were ~compared. 
Results: There was no correlation with either the grade or the stage 
oftbe tumors. Yet there was a significant difference in the 
immunostaining percentage ofnm23 and Cathepsin-D in these two 
different organs (p<0.001). For nm23, twenty-two (92.9 %) lariageal 
carcinomas were positive where only five (20.8 %) lung carcinomas 
were positive. Cathepsin-D expression was inversely positive: twenty- 
one lung carcinomas vs twelve ladngeal carcinomas. 
Condmion: The difference in the expression ofnm23 could he due 
to the advanced stage of all lung carcinomas (stage lII ). However for 
Cathepsin-D, the high percentage of positive staining in lung 
carcinomas, and the low percentage in larynx tumors can be explained 
by the different stromal and matrix structure of these two organs. 
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EXTERNAL qO~1 ,n -Y  ASSg.gSMENT F O g  
IMMUNOCYTOCHEMlSTRY: A USEFUL EDUCATIONAL 
TOOL FOR THE ROUTINE LABORATORY 
~ o d e s  A & MiUer K. 
Histopathology, UCL Medicel School, London, United Kingdom. 
Aims: To provide a comprehensive and impartial external quality 
assessment (EQA) service for " ~ a t m o r  (ICe), with an 
emphasis on providing ~ 9 " 0 n  on how to ackieve the standards 
deemed to be ~ l e - "  : . . . .  
Methods: Over 400 laboratories hfa-~i 30 comltri~ are l~gister with 
the UK National ~ Quality Assessment Scheme for 
Immunocytochemistry. Laboratories have the opportunity to participate 
in one of five different EQA modules for ICC; goners1 pathology, breast 
pathology, rumrc~a~ology, lymphoid pathology and cytology. 
Par~clpan~ were seat fommlin fixed paraffin processed sections (alcohol 
fixed cytespins for cytology) and requested to cimmmUam various 
antigens. A panel of .assess~,s comprised of pathologists and 
technologists then ~ the slides. Feedback on individaal 
performar~ was ~ by a reyiew of each assessment. 
Resul t :  The analysis condacted after eanh assessment was able to show 
that op&mal demonsmaion of CD3, CD15, CD20, CD30 and CD45, 
occurred after the use of heat mediated amigen reuieval. For S-100, 
cytokeratin, polydonal ~ VII/, the use of proteolytic enzyme 
digestion allowed for otmmal demon~i ion ,  whilst no pre-U-eatment 
allowed a large proponlon of participants to achieve optimal 
demomtrafion of ne tw~ specific enclose, ~ g r a n / n  A and 
thyroglobulin. Choice of ~ was the othe~ major variable 
influencing the quality or pattern of staining, parti~darly for CD15, IgM, 
kappa tight daains, prolacfia, growth lxamone, netrroftlement and CEA. 
C.oaduslom: EQA is a useful educational tool ta'omoting aw~e,-,ess of 
the standards possible for various ar~gens and identifTing main 

FRACTIN IMMUNOSTAINING FOR THE DETECTION OF 
APOPTOTIC CELLS AND APOPTOTIC BODIES IN FORMALIN 
FIXED AND PARAFFIN EMBEDDED TISSUE 
Suurme~er AJH, Wijk van der J, Veldhuizen van D J, Yang F*, Cole GM* 
Dpts. of Pathology, University Hospital, Gmningen, the Netherlands. 
Aims: To illustrate a new antibody specific for apoptotic cells and apoptotic 
bodies in formalin fixed and paraffin embedded tissue. That antibody named 
fractin recognizes an actin fragment generated by caspases during apoptosis 
(Yang et al. Am J Path 1998;152:379-389). 
Methods: For fractin immunostaining, sections were treated in the pressure 
cooker with EDTA pH 8. The slides were incubated with the fractin 
antibody, diluted 1: I000 in i% BSA. Visualization was achieved with a one 
step direct peroxidase detection system, followed by chromogen 
development with DAB and counterstaining with hematoxylin. 
Results: Apoptotic cells and apoptotic bodies were visualized in different 
epithelial and mesenchymal cells. Weak and moderate frnctin 
immtmostaining was seen in cells with light microscopic features of 
apoptosis, such as nuclear shrinkage and chromatin condensation, whereas 
fragmented apoptotie bodies showed strong immuaostaining . In human 
tumors of  epithelial origin, apoptotic bodies were typically seen within the 
proliferative compartment of the tumor. In colonic adenoeareinoma many 
apoptotic bodies were present within luminal debris in glandular tumor 
formations and focal staining was also seen in the cytoplasm of carcinoma 
cells lining these formations. In soft tissue sarcomas, areas with apoptotic 
bodies also harboured some tumor cells with cytoplasmic ffactin staining. In 
lymphoid tissue (appendix, tonsil and lymph node) apoptotie bodies were 
abundantly present in hyperplastic follicles, in the cytoplasm of starry sky 
macrophages, but also in between the follicle center cell population. In a 
liver allograft with chronic rejection many apoptotie bodies were seen 
ingested by Kupffer cells. 
Conclusion: The preferential staining of ffactin in apoptotic bodies supports 
the general concept that caspase cleavage of actin occurs in the late, 
irreversible phase of apoptosis. It still has to be established whether actin 
cleavage by caspases is a universal mechanism in apoptosis in different 
vatholo~ical conditions. 
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TUMOKNECROSIS FACTOR. u AND ITS RECEPTORS IN NORMAL, 
HYPERPLASTIC AND CARCINOMATOUS HUMAN PROSTATE 
Royuela M*~ de Miguel MP*, Fraile B*, Bethencourt F**, Paniagua K*. 
Dept. Cell Biology and Genetics, University of  A l c ~ *  and Dept. of 
Urology, Hospital Pfindpr de Astmias**. 28871 Aical~ de Henares. Madrid. 
Spain. 
AIMS: Tumor necrosis factor a (TNT-a) is a 17 kDa polypeptide that 
induce tissue damage when overproduced. Two distinct receptors, TNFRI 
and TNFR2, have been ~ ha a variety of  cell types. Activation of  one 
of the receptors leads to either epoptosis or proliferation and activation of 
the NF-w.B transcription faetor. 
METHODS: Prostatic biopsies from 25 men with benign prostatic 
hyperplasia (BPI~, 25 diagnosed of prostatic cancer (PC), dominant GIeason 
grade 3, and 15 histologically normal prostates (NP) obtained at autopsy 
were immunohistoohemically examined for TNF-a, TNFR1, TNFR2. 
RESUL'~S: InNP, TNF~ expressed irC~msely in all epithelial ceU types, and 
slightly in some stromal cells. In BPH, immunoreaction intensity was lower. 
In PC spedmem, immunoreaction was similar to that of  the NP. TNFR1 was 
found immunoreactive in both cell types of the NP epithelium, and in the 
smooth rmmde cells of  the stroma. In BPI-I, the same immtmohistochemical 
pattern was observed. In PC, this intensity was even stronger. 
Imnamoresetiveness to TNFR2 also appeared in all epithelial cell types and 
some stromal cell. In BPH the reaction was very increased. In the PC 
specimens, differences in the intensity were found in relation to the 
histological pattm-n, being similar to BPH in the papillar pattern but weaker 
in the microglandular pattern. 
CONCLUSIONS: in BPH both receptor are increased respect to NP, but 
the levels of TNF-a are lower, leading to a compensation of  the possible 
effects of TNF-a in these cells. In contrast, in PC, the increase of both 
receptors with maintenance of TNFa levels implies an increase of both 
prolife~on-apoptosis ratio, leading to physiological waste and chance of 
mutations. In addition, the detection of  the overproduction of these 
polypepfides could serve as an indicator of  malignancy in human prostatic 
biopsies. 

THE EXPRESSION OF p55, p21 AND INDUCTION OF APOTOS1S BY 
ULTRAVIOLET RADIATION IN HUMAN SKIN IS DOSE 
DEPENDANT 
M Mumhv*# MJEMF Mabruk*#, p Lenane**, P McCann**, P Buckley**, M 
Leader", GM Murphy** and E.Kay*. 
Departments of Pathology* and Dermatology** Beaumont Hospital, Dublin 9, 
Ireland. 

Aims: To determine the time course and dose response for p53, p21 
expression and apoptosis in response to solar simulated radiation in rive in 
human skin. 
Methods: The minimal erythema dose (MED) was determined for six 
volunteers (V). Adjacent areas 4cm 2 were exposed to 0, 0.5, 1, 2, 3 MEDs. 
Biopsy specimens (4ram) were taken from these sites at 4.5 (Va + Vg), 9 (Vb), 
24 (Vc), 33 (Ve) 48 (Vf) hours after UV irradiation. Ethical approval was 
obtained from Beaumont Hospital Ethical Committee. Induction of apoptosis 
was determined histologically using Haemotoxylin&Eosin staining and the In 
Situ Cell Death Detection Kit (Boehdnger Maanheim). p53 and p21 positive 
cells were detected immanohistochemically. 
Results: A dramatic increase in the numbers of apoptotic cells, p53 and p21 
positive cells were seen in volunteers exposed to 3 MED in comparison to 
lower UV doses, The maximum number of p53 positive cells was seen at 9 to 
24 hours whereas maximum expression of p21 and the highest number of 
apoptotic cells occurred at 33 hours post LrV irradiation. 
Conclusions: These data indicate that expression of p53 precedes induction of 
apoptosis while expression of p21 occurs simulanteously in rive in human 
skin and and all three effects are dose dependent. 

# Joint first author 
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Correlation of  HHC I expresalon and antisen processfn~ machinery 
in malignant tumors and corresponding normal tissue. 
U. Stein, U. Reinhold# S. Ferrone, K. Remberaer. Inst. Pathology# 
Clinic Dermatology# Homburg~Sear~Germany, Dept. Microblel. /mmun., 
Valhalla, N.Y. 

Background: Low molecular weight polypeptldee (hqP2 + LMP7) and 
transporters associated with antigen processing (TAP1 + TAP2) 
play a crucial role in antigen ~rocesslng and cell surface expres- 
sion of HLA class [ molecules. ~ecently it has been shown, that in 
malignant tumors reduced or defective MHC I expression Is due to 
functional defir o~ the AG-proeesslng machinery, such esr 
ping Immunosurveillanee. 

Design: Formalln-flxed, paraffin embedded and fresh frozen tissue 
of 30 malignant tumors, tumor precursors and the corresponding nor- 
mal clssue was immunostalned with monoclonal antibodles to TAPl~ 
TAP2~ LMP2, 12dP7 and MHC I~ using Immunoperoxidaso, ABC methods 
and computer aided double atalning procedures in order to establish 
normal or defective MHC I express/on or antigen processing. 

Results: Most malignant tumors and malignant precursor lesions (PIN, 
~i.s.) showed highly reduced or completely lacking AG-proces- 
sing peptldes and lacking M~dC I expression, although in some cases 
(PIN and PC) as well as in certain cells of the endocrine and lympha- 
tic system MHC I was expressed without detectable AG-processlng pep = 
t~des. Furthermore~ in non-neoplastlc germ ceils neitherMHC nor 
TAP'a or LMP~s could be detected. Although in cells of the norme~ 
placental trophoblast the AG-processing peptides are synthesized, 
no MHC l-molecules st the cell surface could'be detected. 

Coneluslons: i. Most malignant tumors may escape immunosurveillanco 
by ~uncCiOnal defects of the MHC I and AG-prcces$ing 
machinery. 

2. There are alternative ways of AG-processlng and pre = 
sentatlon. 

3. Physiologically, cells or tissue of immunolosical 
risks may show a down regulation of the AG-procee- 
sing peptldes and the MHC I molecules. 

4. The results ere~be confirmed by molecular genetfc 
methods. 
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VISCERAL BOTRYOMYCOSIS (VB) OR BACTERIAL PSEUDO- 
MYCOSIS A PROPOSAL OF TWO CASES. ONE PULMONARY AND 
OTHER HEPATIC. Arrinda JM*, Sogn E.** 
Dpts of Pathology Bidasoa Ospitalea. Hondarribia* and Oneologi~ of 
San Sebastian** Pays Basque, Spain. 
Aims: Our aim was to study an infectious bacterial disease (VB) which 
clinically resembles a malignant tumor and pathologicaly can be 
erroneously diagnosed as actinomycosis. 
Methods: We studied two cases of VB, the first was pulmonary: 48 
years old male with LSD solitary nodule suspicious of malignancy at 
Rx. The second was a 73 year old female with fever and jaundice, and a 
cystic mass that blurred the left lobe of the liver by ECO, Rx and TAC. 
The pulmonary case is studied from a surgery specimen and the liver 
case by PAA.F. 
Results: Both eases had the same findings, they were abscesses that 
contained one or more basophlies granules (organized aggregates of 
filaments) that are bordered by eosinophilic, club-lik% refractil material 
(Splendore-Hoeppli). The granules can be mistaken for those of 
actynomicosis and actynomycotic myeetorna. The bacteria most 
commonly involved include: pseudomona aemginosa, stapbiloeoeus 
aureus, escherichia eoli and species of streptoeocus and proteus. 
Botryomyeotic granules and those of actynomyeosis and mycetoma can 
be distinguished from each other if aproppiate bacterial and fungal 
stains are used. The differential diagnosis includes: actynomycosis 
(filamentous branched flora); noeardiosis (filamentous long delimited an 
weakly acid-fast) and VB (organized aggregates of non-filamentous 
gram+ and gram- bacterias). 
Conclusions; I.- The VB is an uncommon infectious human disease, 
known alter the "sixties", but rarely diagnosed. 
2.- It is important to make the correct diagnostic preoperatively, which 
is feasible by peal, sinee this process is candiate for medical treatment. 
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H O D G K I N ' S  DISEASE IN A HIV-PATIENT 
TREATED WITH A H I G H L Y  ACTIVE A N T I R E T R O V I R A L  THERAPY 

"rln~dv M., Tenn*r-Racz K. t, Tem~h~s E.*. Rutschmann O.T.*, H~gli A.*. Borisch e. 

Division of Clinical Fatholo~', University Hospital of Geneva. Switzerland~ Bemhard-Nocht institute for 
Tropical Medicine A, Hamburg. Ottawa% Division of Internal M~dicine and OrmololLv*, University 

Hospltal of Ocnev~ Switzerland 

Aim of the ,tudy: Hishly active anti-retroviraI therapy (HAART) effectively reduces 
RNA levels of HIV im the plasma and lymph nodes, As a consequence immune function 
improves and progression of disease is delayed. However, tlassic Hodgkin's disease (HI)) 
is increasing in HIV-1 positive individuals. These patients present with B-symptoms and 
advanced disease. There is an unusual prevalence of the mixed cellularity type of HI). We 
report on a 39-year old ttIV-1 positive individual who is H/V-1 positive since ten years 
and under HAART since tx~o years. The aim of our study was to investigate specimens 
infiltrated by' a mixed cellularity l i d  including the spleen, perisplenia lymph nodes and 
bone marrow, The goal was to determine, whether there is an association of the Epstein- 
Barr virtls (EBV) in this HD and which role plays the HIV-I in the development of the 
malignant disease, 
Methods: Formalin fixed, in paraffin embedded specimens from the spleen, from 
patisplenic lymph nodes and from bone marrow ~sra routinely stained with HE and 
Gismo. lmmtmohL~tochemtcal analysis using a AVBD co/npIex method was carried out 
with ai~tibodies directed against CD3, CDIS, CDI0, CD30, CD45, CD45RO, CD79a, 
EMA and LMP1 of I,~I~V (DAKO. Denmark), In sits H rbridi.~atimn: Early mRNA of EBV 
(EBER) ~ s  carded out according to a routine prolocol (DAKO, Denmark) For HIV-I- 
RNA detection in spleen an J~ S-lubeled. single-stranded, antisense RNA probe (Lofstrand 
Labs., Gaithersberg, MD) ~us used. As a positive control, c.v~ospin preparations of H9 
cells infected ~ith II1V-I ~cre hybridised ~Sth the same probe. As a negative control, 
sections were hybridised ~ith a radielubeled sense-strand probe, PCR for EBI? The 
printers used ~ere EBER. EBNA2 and EBNA3 for the viral subtypes. 
Results: Histology showed a classical mixed cellularity t.~pe ~ith malignant cells 
exprussmg CD30. Tbe Hodgkin-Reed-Steroberg (HRS) cells strongly expressed I,MP-I 
and the viral I~.NA (EBEI~.I) In situ.hybridisatiun for It]V.I-RNA in spleen and lymph 
nodes she,,~ed sigmds 01113' m areas oat infiltratod by laD. The content of viral RNA was 
vu~' variabte among different germinal ceatres. The EBV PCR-results revealed positive 
sigiuds lbr H~ER. FBNA2 sod EBNA3, indicating an EBV-infectlon of the latency-type [i 
and the preseuce of the viral subtype A, 
Conclusion: l)cspitc a long-toms IIAART and a viremia below the dulcctinn level 
(l(ll)c/ml) in the peripheral blood, the spleen and purisptenic lymph nodes are a reservoir 
tbr I [IV- 1 [ IIV- I in contrast to I'l'~V seems not to be directly assc~'iated ~ ith iaD 
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GASTROINTESTINAL SOLITARY ULCER CAUSED BY 
CYTOMEGALOVIRUS: DIAGNOSTIC NEED OF 
IMMUNOHISTOCHEMISTRY 
Mdndez JR, Rovira C, Casalots A, L6pez-Alvarez D*, Mate J'L. 
Depts. of Pathology, Hospital Universitari Germans Trins i Pujol, 
Badalom, and Hospital de l'Espm'it Sent*, Santa Coloma de Gramenet, 
Spain, 
Aims. To emphasize the need ofimmunohistochemistry for the detection 
of cytomegatovirus (CMV) in solitary gastrointestinal ulcers lacking 
typical intranuetear inclusions. 
Methods. Five eases of  CMV-assoeiated large.sized gastrointestinal 
solitary ulcers (four in the stomach and one in the jejeunum) were 
retrieved from the files. Two of  the cases had a previous history of  
immunosuppressive treatment for renal transplant. Biopsy samples had 
been fixed in formalin, embedded in pamft~, and stained with 
hematoxylin-eosin (H&E). Afterwards, irnmtmohistochemistxy had been 
perform~i with a monoclonal antibody against eytomegalovirus late 
antigen (clone QB 1/06; Novocastra, Newcastle, UK). 
Results. Three of  the five eases showed characteristic intranuelear CMV 
inclusions on H&E examination. Multiple sections of the remaining two 
biopsies failed to show either intranuelcar or cytoplasmic inclusions. In 
contrast, anti-CMV immunohistochemistry techniques provided positive 
results in all five cases. 
Conclusions: Independently of  the patient's immune status, CMV should 
always he suspected as the causative agent when confronted with large 
solitary ulcers of  the gastrointestirml tract. Failure to fed inclusions in 
multiple sections does not exempt fi'om the use of  
immtmohistochemistry, which is necessary for the diagnosis of CMV 
infection in almost half the cases. 
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A SC/D MOUSE MODEL OF METHYCILLIN-RESISTANT 
8TAPBIrLococCUSAUI~U$ 0VIIISA) PNEUMONIA 

�9 * 7 u l g g ] r ~  ~i, ' " * * ' M . * *  McKerhe. C . .  Newb~ S. ,  Copland, I . ,  McC-avin, ,, 

Smmybrook & Women s College Health Sctences Centre, University of 
Toronto, Toronto, Canad~ 
Aims: Staphylococcus auteus is the leading cause of hospital.acquired 
hacteremia in Europe and North Americ~ A significant numoer of 
aureus isolates are resislant to multiple classes of antibiotics (MRSA) 
m~!rin~ the infeetiom increasingly difficult to U-eat. It m hypothesized 
that the success and persistence of certain epidemic strains of MRSA to 
cause pneumonia is due to their ability to colonize the , r q s ~  tract 
more efficiently than other strains of ~ aureus. No olimcally relevant 
and robust animal model of MRSA infection has been previously 
described in the literature. 
Methods: Following administration of distinct epidemic strains of 
MRSA, colonization add infeOion was assessed at 24, 48, and 72 hours 
post-eerosolizafion. Histological sections of lung were examined using 
Hematoxylin and Eosin (H&E) and Brown & Breun (B&B) special. 
stained sections. The haemial efu was also determined. 
Results: Lungs of scid mice infl~t~ with ~ ~J t~  ~ ~ 
Lab strain MRSAKN6390 were ~ r  
characterized by severe acute multifocal ~ ~ ,  
suppurative bmnchopneumonia (Figure ~ . ~ .  ~ .  
1). Slx-eial ~i,,~ng with B~J~ eonftrm~ ~ 
multiple clusters of  gram-positive ~ i " "  ~ - ~ - " 2 ~ "  
coccoid organisms within inflammatory 
loci (Figure 2). Lungs of scid mice infected with Punjab strain 
MRSA308C .had less severe and progressive bronoholmeumonia. 
Special staining in these animals also confirn~ed, clusters of gram- 
positive coecoid organisms within inflammatory tool 
Conelnsions: We have established a clinically relevant pneumonia 
model to study colonization and infection by epidemic strains of MRSA 
in scid mice. This model can be used in the development of alternative 
therapeutic approaches to the treamtem or prevention of anffoiotic- 
resistant 5'. aureus pneumonia. 
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bci-2 EXPRESSION IN EOSINOPHYLIC RENAL CELL TUMORS 
~ I ~  Lloreta J, Ferrer MD, Carrato C, Arroyo B, Corominas JM, 
~ i e l s a  O, Gelabert A, and Serrano K Ho~ital del Mar, 
Universitat Pompeu Fabra and .UAB, BarceLona, S.p.ain 
Aims: Eosinophylic epimelial tumors ot  the Rianey contain variab.le 
propqrtions o t  mitoeh:ondria, uistriDution, ot  mitocnonoria in the 
cytoplasm, as well as tlmir association with other orgsnell~s, result in 
specmc patterns mr every turn our variety 7 granular renal cell carcinoLn.a 
(RGC), epsinopnyfic vanety o t  cnromopni, carc!noma (CP), oosinophytic 
variety of cnromopnone qarginoma (CBC), ana oncoc~oma (OC), tllat 
can be bq~ ap~reeiatefl I~y, electron micro~og, py (EM~. Recen@. 
m i t o c n o n o . r l a ,  a n u a o o i e s  nave been used in t n l s  o i H e r e o t l a l  o l a R n o s i s .  On 
the other hand, b.cl-2 ,expression has been related to pro, gnos]~s in renal 
~ n  carcinoma, althOUgh results of oiflbrent autnor.s_are still contraoictorv. 
the aim citric present study is to investigate tile a~Terent patterns ofbcl2 
expression in eosinpphylic renal qelJ tumours, as this feature cguld be used 
both for differential dia~os.is.and tor prognostic purposes in this sett!ng. 
methods: Eighteen eptt.heliat renm cell. tumours are the subiect of tiffs 
study: 5 RGC, 5 CP ~ t h  papillary architecture, 3 CBC, and 50C .  All 
cases were confirmed by EM. Monoclonal bcl-.2 antibod,L(BioGenex, San 
Ram6n, CA,. USA; d~ution 1:200) was tested in paramn see..tion.s alter 
antigen retnev~ m heated citrate buffer. Seconda~ antibody was 
combined.with hnvision reagent (Dako, t.;arpinteOa, CA, I.!SA). Tonsil 
was used as extamal control. Kenm pareocnyma and interstitial 
lyml2bocytes served as intental controls. Positivity was rated from l+ to 
4+.  l'he amom)toftumour cells s.h.owing every level ofpositivity, as well 
as thepattem otcvtoplasmic distribution, were recorded m eac.h, case. 
Results: Cells of" RGC showed a very heterogeneous distribution and 
intensity ot  stain; in'egmar positive clumps outlined.residual clear spaces; 
~rcomatoid areas were completely negative. CP ca~s  varieq nqm 
diliuseJv and intensetL/pnsitive to weagty positive and tiffs seemed to be 
inverserv related to the amotmt ofhistiocytes in the commctive stalks of 
the pap~lary areas; in .some cases, a One positivit~ outlined vesicles that 
were laentmeo as lipid, aroptets in o~.. m CBC, 33% ot  ceus were 
moderately positive, wi'tl] granularity outlining very fine veslcles, and me 
remaining . tumour cells w~e  negative or weakly positive. OC cases 
snowed t h e  weagest .bel-z po s~t.ivity, with more strongly positive 
individual cells scattered in the tubules and cords of ne:yrly neg.atlve cells. 
C:on.e.lusions: bcl-2 expression is differen b and snows characteristic 
distributio!L patt.em,.ana intensity p t  staa L ~ the tbur groups of 
e osino_onwic rena! cell tumours tested, rhis !moi.ng could beqtelpful in 
their dalerential diagnosis and is prooably related to their biology. The 
simultaneous use ofbcl-2 e.xpression as a diagnost!e aid and a.. prog!)ostic 
lactor shoulo ne investigated separately in eacn ot the r~a~ Cell carcinoma 
varieties. 
SUI'POR'I'ED aY GRANTS 9310394 AND ~9/0736. F.I.S., MADE BY ",'lie SPANISU t;()YliRNMl!hrl. 
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RETROSPECTIVE STUDY OF NEPIIROPATIIIES. REVIEW 
OF OUR EXPERIENCE SINCE 1974 
Carlos Alvarez-Alvarcz, Felipe Sacristan-Lista. G Mathcu-Calx6, C 
Prada-Puentes, *Constantino Fermindez-Rivera, Eduardo V~izquez- 
Martul 
Department of Pathology and *Nephrolngy Hospital Juan ('analqio A 
Corofia Spain 
PURPOSE: Renal biopsy is actually the main diagnostic method in a 
great number of pathologies, having an important prognostic value 
I he aim of thts study was the analysis of the inc)dcnce and prevalence 
of the different ncphropathies biopsied, and their evolution through 
these lhree decades. 
METHODS: We reviewed the non transplant renal biopsies studied in 
our Department of Pathology since 1974 to I <)98 
RESULTS: Primary glomerulonephritis ( PGN ) accounted tbr 028 
cases ( 62 % ); there were 318 cases ( 3 1 %  ) of secondary 
glomerulonephritis ( SGN ), 60 of tubulointerstitial nephritis ( 6 % h 
and a miscelaneous group with 18 cases ( I% ) 
leA nephropalhy was the most common lbrm of glomcrulonephritis 
tbund in our series, with 150 cases, followed by minimal change 
disease ( 125 cases ) and crescentic glomerulonephritis and lbcal and 
segmentary sclerosis, both with 79 cases. 
Between SGN, the most common pathologies were systemic lupus 
erythematous ( 104 cases ) and vasculitis ( 55 cases ) 
Along these years, the number of cxtracapilar glmnertdonephritis 
associated to vasculitis had a substantial increase 
CONCLUSIONS: During the last 25 years, it has bcen tbund an 
increase in lea  nephropathy, crescentic GN and vasculitis, and a 
decrease in the number of difuse mcsangial proliferative GN, diabetic 
nephropathy and rheumatoid ptn'pura 
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INVESTIGATION OF ADHF-~ON MOLECULS INTERACTION AND 
INTEGRIN CHAINS DISTRIBUTION IN GLOMERUIJ3NEPHRITIS 
~.  B a s t a - J ~  L. Kovacevic, J. Matkovic, M, Oldobdzija, IC 
Radotic, D. Brasanac, D. OptS, D. IVfitrovic, Z. :/ovanovie 
Institute of  pathology, Medical faculty Belgrade, Yugoslavia 
Glomemler cell l~olifemtion and extmceIh~ matr~ l~rotem deposition are 
k,y ~ v*" stom*t~tom,phrltle. ~ a ~  known to be ~rvvlved 
both of 1flese processes ~ce  adherent celi types utilize integrlns to bind 
and or~.f~.r exWaccJlular matrix proteins. 
Methods: By immunohiaoohemioal staining we have 
e x t r a ' o n  and di~a'otnion of int~rin chum betas, alphax to e and alphaV 
in 30 htnaan mud biopsies ( ~  typ~ of #om~mlon~phrias) and 5 
normal k i d d y .  
R ~ t s : W e  have found strong corrdation between ~prc~sion of the 
alpha5 ohain within theintersfifiam, the alpha V ~hain on l~ximal and 
distal tubular epitheK, mn and rite presence of  r162 histological damage. 
S t ~ J ~  for ~ alpha 5 and t u b t ~  alphaV wm~ also strongly 
~ i a ~ d  with ~pr~s ion  of adhesion moleeul~ ICAM-1, VCAM-1, E- 
sel~tion and I.,-sel~tion, and the preseme of ~ within the 
~ d & h a n  which is linked with the degree of chroni~ histological damage 
and disease progr~on. There were smmg positive asu~ia~s  between 
staining for alpha5 on glomemlar endothelhan add its expression on 
extraglomerular vasoular endothelkma as well as between both masanginl 
alphal and podooyte alpha3 and tubular ~ for the common betal 
subtmiL There were also positive association between stahlng for different 
in te r im wi~hh~ the glomemh~ such as mesangial cell stqlnlng for alpha2, 
g l o n m a ~  endothelial cell stah~ag for atpha5 and glommllar opit~lial cell 
alpha3. 
Conclusion: These results suggest that there is a coordinated upregulafion 
of integria expression both within the t a b ~ m n  and the 
glomerulus and that they are aasooiated with the expression of  other 
adhesion molecules, maorophage infiltration and the presence of ma~ers 
of disease ~ o n  ( in t en t i~  filnmis and tabular atrophy). 
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CY'FOGL~q'ETIC FINDINGS IN R~NAL CELL TUMORB, STUDY OF 13 
CASES. 
Cez'asoli S.. Spade F.. Cm-linfmat~ O,, Tutei A.*. Oilmgaspe~ F. 
Depts, Of Pathology and C y t o g e n ~ ,  mad Urology " o f  B~nlim Hospital, C e ~ t ,  Italy. 
Aims: In recerrt years cytogenetie investigations have demonstrated 
specific ehromosornai abnormalities correlate with different 
histological subtypes in renal turnouts (RTs). Our study reports 
oytogenetie findings in a series of  13 renal tumors (RTs) to further 
elucidate the relalionship between cytogenetic abnommlities and 
various subtypes of RTs. 
Methods: 13 RTs (8 clear eel1, 3 chromophilie, l cltromophobe and I 
oncoeytonm) were eytogenetically analysed. Fragments of fresh tissu~ 
obtained ~om nephrectomies were disaggregated by eollagenase If. 
The cells were plated on culture flasks in a growth medium 
supplemented with appropriate ~owth factors, serum and antibiotics. 
Chromosomes were G-banded with Wdght's stain and karyotyped. 
Results: The most common aberrations in 6 of  the 8 renal c, ell 
carcinomas (RCCs) of  the clear cell type involved chromosome 3, like 
deletion of  the 3p13 region (1 case), loss of  the whole chromosome 3 
(2 cases) and unbalanced translocations (3 cases); trisomy of  5q, 7, 12 
and loss of  one sex chromosome were also observed as additional 
abnormalities. 2 of  the 3 chromophilie RTs showed multiple 
aberrations including loss of Y and trisomy of  chromosomes 3q, 7, 
12, 16, 17 and 20. Two dear cell RCCs and one chromophilic RCC 
revealed a normal karyotype. Chromophobe RCC showed a deleted 
chromosome 2 along with the presence of  a marker, while in the 
oncocytoma a rearranged chromosome 1 was observed. 
Conclusions: Our results are similar to those reported in the 
literature, and confirmed the importance and the aid of  cytogenetic 
investigations in characterization and differential diagnosis of different 
subtypes of  RTs. 
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CRITICAL EVALUATION OF IGA PATHOLOGIC CLASSIFICATION 

~ . _ N ~ . * ,  SAINGRA, Y.**, PELLISSIER, J,F.*, BERLAND Y**, 

Dpt of Pathology, H6pital de la TIMONE, Morse• France* and Dpt of 
Ncphrology, H6pilal de Ste-Marguerite, Marseillc, Prance**. 

Aims: this study was performed to assess the prognostic value of the Haas 
morphological classification in lgA nephropathy. In order to improve the 
prognostic wtlue of pathologic features, we additionally study tubular and 
vascuhu" sam• males. 
Methods: Univariate and multiv~u'iate analyses of 194 patients with 
primary igA nephropathy diagnosed from 1985 to 1995 was realized. 
Results: At the time of Ibe biopsy, 65 patients (33.5%) have developed 
chronic renal failure and at the end of the follow-up period. 33 patients 
(17%) requiring hemodialysis. The mean age of the patients was 37.8 +/- 
18.9 with predominance of males (sex-ratio = 3.12). Patients were 
foilowcd for a mean period of 43.2 +/- 37.2 months post-biopsy. 
Univariatc analysis revealed that hypertension (p<t0'),  nephrotic 
syndrome (p = 0.01) and crescents (p = 0,02) were significant to predict 
renal faihtre instead of subendothelial topograpby of the leA deposits (p = 
0.05) and proteinuria (p = 0.05). Hematuria is a protective factor (p = 
0.03). Mullivariate analysis shows that tubular index grade 2 (relalive risk, 
RR = 5.5) and grade 3 (RR = 28.8) were the mosl relevnnt factors to 
predict renal failure. The Haas morphological clasification, emphasizing 
the glomemlar changes, is only significant in the univariate analysis. 
Conclusions:  This study underlines that tubulo-interstitial evaluation is 
the highest relevant pathologic parameter to cwduate penal outcome of lgA 
nephropathy. 
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PERIRENAL EPITHEL1OID ANGIOMYOLIPOMA. PATHOLOGIC, 
IMMUNOHISTOCHEMICAL AND ULTRASTRUCTURAL STUDY 
OF 2 CASES. 
Chatelain D*, de Pinieux G **, Kapfer J ***, 12 Charpentier M **, 
Vieillefond A * *. 
Dpt. of Pathology, CHU Nord 80054 Amiens; Dpt of Pathology, 
HOpital Cochin 75014 Paris **; Laboratory of Pathology, 45011 
OrMans***, France. 
Aims: Renal epithelioid angiomyolipoma is a recently described entity. 
We report two new cases remarkable for their per• localization and 
their histological, ultrastmetural and immunohistochemical features. 
Case reports:  Both tumors were discovered on ultrasound examination 
performed for abdominal pain in two 43 and 45 year-old women, 
without tuberous sclerosis. The lesions were homogeneous and 
enhanced after contrast injection on CT-scan. They were located in the 
retroperitoneal space, attached to the renal capsule by a thin stalk. 
Surgical enucleatien was performed in both cases. There was no 
recurrence l and 1,5 years after surgery. 
Results:  The tumors measured 7 and 8 era. They were firm, well- 
limited and whitish. Histologically, both tumors were made of cords of 
muscular epithelioid cells without nuclear atypia. The fibrous stroma 
contained numerous thick-walled blood vessels but no adipose 
component. The tumor cells were immunoreaetive for vimentin, desmin, 
smooth muscle actin and few per• cells were positive for HMB- 
45. Most of the cells demonstrated nuelearlx~itivity for progesteron and 
estrogen receptors. Some cells contained dense granules compatible with 
melannsoma on electron microscopy. 
Comments :  Epithelioid angiomyolipoma is a rare benign renal tumor 
composed of round muscular ~ epithelioid >> cells. It differs from 
atypical angiomyolipoma by its lack of necrosis, mitotic activity and 
nuelear atypia. Despite the absence of adipose component in our two 
lesions, immenoreaetivity of some tumor cells for HMB-45 and their 
negativity for epithelial markers facilitate their differential diagnosis from 
renal carcinoma. Our two cases are remarkable for their unusual per• 
localization. The positivity for progesteron and estrogen receptors in both 
tumors could suggest their hormonodepondent character. 
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INTRARENAL P-GLYCOPROTEiN AND ENDOTHELINS IN Cl iRONiC 
CYCLOSPORIN-INDUCED NEPHROTOXICrFY IN RATS 
Olmo A, Ramirez C, Aguilar M, Arrobola F, Reguero ME, Revellers F, O'Valle F, Man• 
Castro A, Aguilar D, ~K:i Moral RG. Departamento de Anatomia Patolbgica, Hospital 
Universitsrio San C~ilio, I80 i2 Ca'anode, 
P-glycoprotein (P-gp) acts physiologically as an efllux pump to expel hyclrophobic 
substances from cells, Our group and others have shown that cyelosporin A (CsA), amoug 
other actions ill tile kidney, induces P-gp overcxpression (Ate J Pathol,] 995). Endofllalin 1 
(Eft) is widely oxpressed in tlle kidney in a variety of physiological or patholngic~l 
situatiotls, tile latter of which can progress to sclerosis. Fxposurc to cyclosporth A (CsA) 
of mesa~gial, endatlmlial and reuat tllbtde cells illduces Ell overexpression. Thc 
pathophysiological fiumtinn of El3 in tile kidney is currently being debated; Et3 may bo 
thvolvod in tile regulation of water reabsorption through the action of type }3 tubuIar 
receptors 
I l 0 male Spregne.])awlcy rats l~d with a lnaintenanee diet ware divided into tiIroe groups: 
two o~utroi groups, one inoculated with 0.9% of sodium chloride (SC) and other v, iti1 
solvent used for CsA injection, and an experimental group treated with 25 mg CsA per 
kilogram of body weight per day during 28 or 56 days. We evaluated the expression levels 
of P-gp ruRNA by rising the RT-PCR teclmique. Prepro Etl and El3 mRNA was 
determined by northern bl0t (NB), 
Chronic tr~tment with CsA induced an incraas~ in the expreSsion of P-gp mRNA t h a  
dose and time depcrtdent nlanner, more evident by 58 days (0725 vs 0,251, p<0,0[. 
Newmall-Kenls test.) (Tabic 1). A remarkable fi~ding was tlmt the upreg~ation of P-gp 
mRNA was thvar~,ely related to ti~e incidence of hyaline artenopa~y (Spearmints test, r--  
0 3819, p<0O] ). Levels of preproEt3 mRNA were greatly increased from posl-treatmenl 
day 2g, whereas preproEii utRNA levels were increased from post-treatment day 55 
STable 1) On day ~g renal lesions correlated clearly with levels of El3 mRNA However, 
on day 55 the key finding was the strong eorrelatiou of preproEtl mRNA leveis in (;~d~ 
nep]u-oloxieity with the most importmtt analytical, histological and IHC findings. 

Tabla 1 28 Days (xr 56 Days (x.-tSO) Significance 
Group: CsA $C CsA $C Two Way ANOVA 
P.gp(RT- 047r 0.24+0 07 0,72r 0.2~0.22 P<O.0I 

PCR) 
Etl-NB 0.20+010 0.23• 0.34• 0.15• p~:9 05 
Et3-NB 0.48• 0,07r 0.36• 0,10:t0.04 p<O.01 

The increased expressiou of P-gp mRNA ill CsA treated rats compared with untreated group 
and tile inverse relation of P-gp mRNA levels with hyaline a~eriopathy are iu agreement 
witi1 previous mmlyticnl, histological and mmumoilistoehemieal findings, ~uggesting an 
iluportanl role of P-gp ill tile prevention of pharmacological nephrotoxicity by CsA, acting es 
it detoxicant in lentil cells. Our results support tile llypethesis that clinical and lucq)holngicllI 
pheuolueaa related with CsA nephrotnxicity are related with hyperseeretio, , f  etldothc}i/ls 
in the progression to iuterstitgd.fibrosis induced by CsA 'llm changes ere first evidellt ill 
El3 exprer~sien nod sagiolensill il acctannhlth)a, llild aro later reflected ill Ell csprcssion 
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COMBINED ADRENAL ADENOMA AND MYELOLIPOMA 
ASSOCIATED WITH ~EN, AL.CATA~ CARCINOMA. 
Esteva. M,  Saus, C., Canet, R. 
Dpts. of Pathology , SonDuxata Universilary Hospit~.Palma of  
Majorca. Balearic Islands, Spain. 
Aims: We report a non previously described combination of  
myelolipoma and adrenal adenoma in a patient simultaneously with a 
renal cell carcinoma 
Methods: CT seanningTe,,,,o!~ a ~ .Ud~y ~amor .; lefiadreaal 
mass and an enlargement of the prostate. Left adrenal gland and 
kidney were reseeted si;,~:!~,,~,dy. 
Results: The adrenal tumor consisted predominantly of clear zona- 
faseiculata-type cells ar~:_-,,g,,.~_ in ~ t a . a ~ l  ~ x.,~dL Scatte, z ~  
islands of  fat containing active bone marrow elements were present. 
Microscopically, the regal.tamc~r.c,,~dls ~e,rr lat~,, ~uith clear 
cytoplasm and sharply outlined boundaries 
Conclusions: Combination of  myetotipoma and true adrenal 
adenoma is a very rare event. We have been able to find only two of 
such cases described in the literature. In the other hand there is only 
one report in the literature of  adrenal myelolipoma associated with 
renal cell carcinoma. The interest of our ease is the combination of 
these two rare associations in the same patient. As far as we know, it 
has never been reported previously. 
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IMPAIRMENT OF CD95 (APO-1/FAS)-MEDIATED APOPTO- 
SIS: A DETERMINANT OF MULTIDRUG RESISTANCE IN 
HUMAN RENAL CELL CARCINOMAS 
Gerharz, C.D.*, Ramp, U.*, D6josez, M.*, Mahotka, C.*, Lorenz, 1.**, 
Krammer, P.H +, Gabbert, H.E.* 
Institute of Pathology* and Transfusion Medicine**, University Hospi- 
tal, Duesseldorf. German Cancer Research Center +, Heidelberg. 
Germany. 
Aims: Resistance of renal cell carcinoma (RCC) to anticancer drug- 
induced apoptosis has been related to the expression of P-glyeoprotein 
and effective drug detoxifieation. Since the CD95 system has recently 
been identified as a key mediator of  drug-induced apoptosis, we 
analyzed the role of the CD95 system in chemotherapy-induced 
apoptosis in four newly established RCC cell lines. 
Methods and Results: 1, By RT-PCR and flow cytometry, expression 
of  CD95 receptor and ligand was found in all RCC cell lines. 2. Exposu- 
re to topotecan or bleomycin resulted in induction of apoptosis and a 
significant dose-dependent (p<0.05) reduction of cell number. The 
effects of  topotecan were seen at clinically relevant concentrations, 
whereas the IC50 values of bleomycin were far beyond clinically 
achievable dose levels. 3. By flow cytometry, exposure to topotecan or 
bleomyein resulted in increased expression of CD95 ligand in all cell 
lines. Increase of CD 95 receptor expression was observed in three RCC 
cell lines, including one p53-mutated cell line, whereas another p53- 
mutated cell line showed no or only a weak upragulation after exposure 
to topotecan or bleomycin. 4. Despite the upregulation of CD95 receptor 
and ligand, antagonistic F(ab)'2-anti-APO-1 antibody fragments, which 
interfere with CD95 receptor/ligand interaction, failed to inhibit apop- 
tosis induced by topotecan or bleomycin in all cell lines. 
Conclusions: Anticancer drugs induce upregulation of CD95 receptors 
and ligands in human RCCs. Despite this upregulation, however, the 
CD95 system was shown not to be involved in drug-induced apoptosis, 
thereby suggesting an impairment of  CD95-mediated apoptosis in renal 
cancer. This impairment of CD95-mediated apoptosis, however, might 
play a key role for the multidrug resistance phenotype of renal cancer. 
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KIDNEY GRANULOMA IN WHIPPLE'S DISEASE 
F~ncois. A*, Baudrier, A*, Marie, l**, Dhib, M***, Le Pessot, F*, 
Moguelet, P*, Mailiard, C****, M~tayer, J*. 
Dpts o f Pathology*, Internal Medicine* *, Nephroiogy* **, Rouen 
Hospital and CACP Bld des Beiges****, Rouen, France. 
Aims : Whipple's disease (WD) is a rare, multiorgan disease with 
prominent intestinal manifestations. The WE) is also an unusual cause 
of  granulomatous interstitial nephropathy (GIN), with only one case 
report associated to chronic renal insufficiency. Detailed descriptions 
of  clinical manifestations and histopathoiogy are lacking. We describe 
2 case reports of  GIN in WD. 
Methods : Four renal biopsy fi'om 2 adults (51 and 53 year old 
respectively), with weight loss, aathenia, arthralgia and recently 
discovered renal failure (serum creatinine : 132 and 190 t, tmol/l ) were 
studied. In both cases, blood pressure was normal; urinalysis showed 
micoscopic hematuria, with no or mild proteinuria. Respectively 8 and 
2 months aRer last renal biopsy, jejunal biopsy showed a WD 
histologic aspect, with periodic acid Schiff (PAS) positive, Ziehl- 
Neelsen (ZN) negative, large macrophages in the lamina propria. 
Results : Initial renal biopsies showed large noncaseating tuberculoid 
interstitial, peri-tubular granulomas in a mild interstitial fibrosis. 
Control biopsy (25 and 43 months later) exhibited a dense fibrosis with 
same granuiomas. All stains (PAS, ZN, Gram and Warthin-Starry) 
were negative. Tropheryma whippelii specific PCR was positive on 
renal biopsy (Patient 1). For Patient 2, bacteria were not found on 
electron microscopy; no renal tissue was available for PCR analysis. 
Routine direct immunofiuorescence yielded non remarkable findings. 
Conclusions : l)We suspect that WE) is responsible for renal lesions in 
our 2 cases. 2) Kidney granuiomas may allow unsuspected WD 
diagnosis. 3) Based on the literature, WD may be included in 
differential diagnosis o f  GIN along angiitis, immunopathologic (ie. 
sareoidosis) and transmissible agent disorders. 
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PATHOLOGICAL STUDY IN CLEAR-CELL RENAL 
CARCINOMAS: A CYTOGENETIC AND FLUORESCENCE IN 
SITU HYBRIDIZATION (FISH) IN TEN TUMORS 

Gre~ori-Romero. M.A.. Morell-Quadreny, L., Llombart-Bosch, A. 
Dep-t of Pathology, University of Valencia, Spain. 

Aims: The most frequent cytogenetic finding in RCCs of the clear coil 
type is a deletion or unbalanced translocafion involving the short arm 
of chromosome 3, usually in 3pl4 or 3p21. Involvement of the long 
arm of #3 has rarely been described. Also a (partial) trisomy of//5, 
especially the 5q22-qter segment, is frequently found in the clear-call 
tumors as well as Irisomy 12 and 20, loss of #8, #9, #13 and #14 and 
structural abnormalities of the long arms of#6 and #10. 
The aim of this study was to investigate the relationship between 
chromosome aberrations detected by FISH and/or cytogenetics, and 
tumor grade and stage in ten clear cell carcinomas. 
Methods: Tumor specimens were minced with scalpels and then 
disaggregated for 15-20 rain in collagenase il. Cells were harvested 
for cytogenetic and FISH (interphase nuclei) analysis after culture of 
5-10 days. GTG staining banding was obtained as standard method 
and karyotypes were described according to ISCN (t995). Tel 3p 
DNA probe (Oncor) was used for FISH. 
Resul ts :  Clear cell carcinomas showed a solid, tubular or 
tubulocystic growth pattern. Groups of cells having granular, 
eosinophilic cytoplasm were focally present in four cases. 
By cytogenetic analysis all cases showed a modal chromosome 
number, diploid or hypodiploid. Common clonal abnormalities 
included: -3 or del 3p or der 3 in 6 cases. In same tumors, other clonal 
aberrations were observed in chromosomes 3, 7, 9, 11, 12, 13, 14, 
and 17. By FISH study, monosomy or loss in 3p segment was found 
in 8 cases. 
Conc lus ions :  These results suggest that the incidence of 
chromosome 3 aberration detected by FISH is more frequent than 
detected by conventional cytogenetic methods. Deletion in 3p was the 
most common aberration in clear-cell carcinomas. Finally, no 
relationship between chromosome abnormalities and tumor grade and 
stage were found. 
Supported by FISS Grant No 98-0600 Madrid 
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RENAL ONCOCYTOMA AND CHROMOPHOBE RENAL CELL 
CARCINOMA: INCIDENCE OF APOPTOSIS, CELL 
PROLIFERATION, P53, AND BCL-2 EXPRESSION IN 32 CASES. 
~ d ~ ;  CJ6mez-Romdn J J; P6rez Exp6sito MA; Pinto 
Bh~.quez J; Fem/mdez Fero~dez FA; Val-Bernal .IF 

Anatomical Pathology "Marqu6a de Valdecilla" University Hospital. 
Institute Neciortal de la Salud. Medical Faculty. University of Cantabria. 
Santander, Spain. 
Ob_ieetives: To study the cell cycle and its relationship with the incidence 
of apoptusis, bcl-2, p53 immunosmining and the proliferation index (MIB- 
1) in 18 renal oneoeytomas (ROs) and 14 chromophobe renal cell 
carcinomas (RCCs). 
Methods: We have used the TUNEL assay to detect apoptotic nuclei, 
immtmohistuchemistry for expression of bel-2, p53 and MIB-I in an 
automated immtmostainer with heat induced epitope retrieval from 
paraffin blocks. Flow cytometry study was also undertaken from the 
paraffin blocks. 
Results: ROs did not show signifieative apoptotic activity, against 61% of 
positivity in chromophobe RCCs. Neither ROs nor chromophobe RCCs 
overexpressed p53. Bcl-2 was not detected in ROs but 25% of  
chromophobe RCCs showed positivity. The proliferation indexes were 
different. Thus, ROs did not react for MIB-I against 39% ofehromophobe 
RCCs. With flow eymmelry, 29% of  the ROs were aneuploid with high S 
phases. 

Bcl-2 and MIB-I may be useful in the differential diagnosis 
between oneoeytomas and ehromophobe renal cell carcinomas. We 
propose an alteration in the mechanism of apoptosis as the possible 
pathogenesis for renal oncocytomas. 
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IS METANEPHRIC ADENOMA A PRF.CURSORY TUMOR OF 
PAPILLARY RENAL (!ELL CARCINOMA? 

Hierro, l , ' ,  Alvnrez, M., Mufloz, S., Vicioso, L., Sfinehez-Carrlllo, 

JJ., Rlanes, A., Mntilla. A. 
Dpto. de Anatomta Patol6gica, Facultad de Medicina. Universidad de 
MHaga. *Hospital de Antequera. M~laga, Spain. 

Aims: The renal metanephric as (RMA) is an uncommon entity, 
recently described among benign epifllelial kidney tumors, with some 
histopathological features similar to the Wilm's tumor and the tyl~ I of 
papillary renal cell carcinoma (PRCC). Only one reported case called 
meta,~ephrie-like adenoma ("atypical") died with metastases. Simukaneous 
chromosome 7 and 17 gain and sex chromosome loss provides evidence 
that RMA is related to PRCC. 
We report one case of RMA in 55 year-old women, and we analyzed the 
DNA content in lwo dislinct tumor components (glomeruloid like bodies 
and papillary infolding). 

Methods: DNA content was quantified by cell image analysis (CAS 200, 
Becton Dickinson) in the glomeraloid like bodies and papillary infolding. 

Resultl:  The inmunohistochemicnl profile (mainly cylokeratins and 
vimentin) shows some diff~ences accordingto the ~'owth pattern: however, 
the distribution of DNA content yielded similar aneuploid histograms in 
both components (DNA index: 1.3g). 

Conclusions: Difli~rences were not observed in the DNA content between 
glomeruloid like and papillary growth oFthe RMA suggests o ,e  possible 
pathobiological relation with the PRCC. 
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ULTRASTRU(~I'URE OF GLOMERULAR DEPOSITS IN 
CRYOGLOBU LIN EMIA 
Hvala, A., Vizjak, A., Ferluga, D. 
Institute of Pathology, Medical Faculty University of Ljubljana, Slovenia. 
Aims: Cryoglobulins are serum immunoglobulins precipitating at lower 
temperatures. They have been described as having a crystalline/fibdllar 
configuration. Such a description is not in accordance with our experience. 
Therefore, the aim of this study was to reevaluate sTstemically our kidney biopsy 
material with a particular emphasis to the ultras~uetum of glomemlar immune 
dclx~sits in patients with primary and sr cryoglobulinemia 
Methods: In our archived biopfic material of 853 kidney biopsies there am 7 
biopsies of 5 patients with primary mixed IgG-lgM cryoglobulinemia (210-3600 
ms/l) and 23 biopsies of 14 patients with systemic lupus crythematosus (SLE) 
and secondary IgG-IgM cryoglobulinemia 024-3300 rag/l). For el~tron 
microscopy (EM), tissue samples were fixed in OsO4, embedded in Epen 812 
and stained with uranyl acetate and lead citrate. EM analysis of immune deposits 
containing lgG and lgM by immanofluoreso~n~ was performed on highly 
magnified photos. 
Results: Deposits of various electron density were observed in glomemli oFall 
the biopsies. In primary and in SLE associated cryoglobulinemia glomemlar 
capillary wall deposits were always found homogeneous or finely granular, with 
no evidence of any fibrillary structure. In the mcsangial matrix, however, 
micrutubules of 10-12 am in diameter were proven in all the biopsies studied. 
However, in 2 patients with SI,E besides homogeneous, fingerprint deposits 
were also demonstrated. In one HbsAg positive female paaent with primary 
cryoglobulinemia globular vires-like structures were also observed. 
Conclusion: Our detailed EM study on kidney biopsy specimens after direct 
fixation with OsO4 and Epen embedding reveals that glomerutar immune 
deposits in patients with primary and secondary mixed lgG-lgM 
~ryoglobulinemia can be of various electron density but usually homogeneous or 

~ noly granular. Furthermore, we assume that ctyoglobulin deposits display an 
rganised sulx,lneture with crystalline/fibrillar confi~ration, de~ribed 

originally in 1977 by Feiner and Crallo and frequently cited as characteristic, only 
~wcasionally in a minority of patients with cryoglobulinemia 
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CALCIUM OXALATE PRECIPITATE IN A 
RENOMEDULLARY INTERSTITIAL CELL TUMOUR 
Memeo .L Pecorena I., Ciardi A., Di Tends U. 
Depm~ent  of Experimental Medicine and Pathology, Univemity ~La 
Sapien,m', Rome, Italy. 
Deposilion of caldum oxalate ~jstals in different types of  hmuan 
may occur as a result of hereditary or acquired hyperoxalenfia and in 
altered ~ u e s  without a concomitant h ~ ' r o x a l ~ a .  In the lddncy~, 
crystals of oxalates haw been identified in cases of hereditary oxalofis, 
glycol ncphrc~  and chronic renal disease with ~ but also in 
patients with no evidence of renal or systemic disease. We report a ca~ 
of oaldtun oxalate deposition in a renomedullary interstitial oen a e n o ~  
(RICT) in an AIDS patient. The patient, aged 29 and homosexual, had 
died of bacterial broncholmenmonia and HIV encephalitis. 
Using a parthdly polarized light aggregates of large, phte-like 
birefringent crystals wcae visible in the central portion of the turnout. 
Crystals layvd in an acellnhr fibrous area and were stwrounded by a rim 
of  elongated spindle shaped stromal cells. The precipitates were stained 
black in Yasue's silver nitrate-mbeanic acid method, a stain considered 
to be specific for calcium oxalate. No other deposits were observed in 
multiple samples of the kidneys. 
RICT is a common incidental aUtOl~ finding in kidneys of patients older 
than age 50. These lesions are round to ocular, tmencapmdated, up to 7 
ram in diameter, pale gray to yellow, and located in the midporfion of the 
medulla. Histologically, they are composed by ovoid to spindle-shaped 
stromal cells whioh lack distinct margins and contain abundant 
cytoplasmalic lipid droplets mad a prominent Golgi apparatus. There is 
abundant intercellular collagen and mucopolysaccharyde, but not 
reliculin or c la ra .  
The combination of crystals of calcium oxalate and RICT has not been 
reported before in the llteratore. In a previous study, the anthers found 
an increased incidence of oxalmis in an AIDS population subjected to a 
complete post mortem examination. 
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DIAGNOSTIC AND PROGNOSTIC VALUE OF IMMUNO- 
HISTOCHEMICAL EXPRESSION OF INTERMEDIATE FILAMENTS 
IN RENAL CELL CARCINOMA 

M. Pfrcz-Bacete*, o F. Clar-Blanch**, 
B. Fenollosa-Entrena*** and A. Llombart-Btoseh * 

�9 ' *=1= ' �9 Dept. of Pathology, Medtcal School of Valencia, Serv]co of Urology. 
University Hospital Clinic,***Service of Preventive Medicine, University 
Hospital La F6, Valencia, Spain. 
Aims: Analysis of expression of intermediate filaments in Renal Cell 
Carcinoma (RCC) in order to determine their efficacy in the routine 
pathologic diagnosis of renal tumors and their metastases, as well as their 
prognostic connotations. 
Methods: We studied immunohistochemieal expression of keratins 
(polyclonal keratin and CAM 5.2 cytokeratin) and vimentin in 112 RCC, 
25 samples of peritumoral kidney and 10 samples of ganglionar 
metastases, all paraffin-embedded. These tumors were previously 
classified according to cellular type, grading and staging. Ten-year 
survival curve of Kaplan and Meier was obtained for 90 patients and also 
applied in relation to immunohistochemical results. 
Results:  Polyclonai keratin and CAM 5.2 stained all peritumoral kidneys, 
but only 61 and 52 tumors, respectively. Coexpression of both keratins 
was seen in 33 tumors. There was a significant tumoral loss of staining 
against keratins in relation to peritumoral kidneys. Staining of ganglionar 
metastases against polyclonal keratin and CAM 5.2, was in accordance 
with primary tumor in 6 and 7 eases, resp~tively. Vimentin was 
expressed in 36% of peritumoral kidneys and in 40% corresponding 
tumors, but the stain was discordant between both. Staining of ganglionar 
metastases was positive in 8/10 eases, of which 5 corresponding tumors 
were also positive. There was coexpression of keratins and vimentin in 24 
tumors. Vimentin expression was statistically related with high grade 
tumors. Poor survival was also related with patients who had vimentln 
expression in their tumors. 
Conclusions:  Coexpression of keratins and vimentin is not a frequent 
diagnostic finding in RCC, thus this may not be a primordial diagnostic 
criterion, In metastases of unknown origin, the loss of keratin expression 
can not rule out a renal origin. Poor prognosis of tumors that express 
vimentin, associated with high grade, do not permit us to consider 
vimentin as an independent prognostic factor. 
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GLOMERULAR MORPHOMETRY AND DIGITAL IMAGE ANALYSIS OF 
INTERSTITIAL FIBROSIS IN PATIENTS WITH DIABETES MELLITUS 
O'Valle F* Del Moral RG*, Del Moral RGM*, Bados P*, Vall6s M t, 
Bronsoms jr, Maud JM t. 
*Departamento de Anatomia Patol6glca, Hospital Unlversitado San Ceeilio, 
18012 Granada, tServioio de Nefrologia, Hospital Universitado J. Trueta, 
17007 Girena, Spain 
Diabetic nephropathy is eharaeterised by the appearance of glomerular, interstitial 
and vascular lesions that initially produce no measurable renal dysfunction. In 
insulin-dependent diabetes meltitus (IDDM), one of the most important 
morphological changes occurs in the basal membrane. This study was designed to 
use an automated technique to quantitatively evaluate these early changes, and to 
establish possible differencos between patients with and without albuminuria 
(EA~. 
We studied 23 kidney biopsies from patients diagnosed as having IDDM (15 
without EAU [IDDMNA] and 8 with EAU [IDDMA]), and 8 control kidney 
biopsies. Sections were stained with Sirius red and irttmunostained for type IV 
collagen. The Fibrosis HR | image analysis system (Master Diagn6stica, Granada, 
Spain) was used to meamn'c histomorphometric parameters. This system 
automatically extracts morphological areas of interest in concordance with stained 
zones, and automatically quantifies interstitial, periglomenflar and mesangial 
expansion, the size of tu.~ and the size of glomaruli. The resulting morphometric 
values are expressed as percentages and absolute values in I.t.m 2. 
The table below sumrtmrisea some of the results. The system is able to identify 
structural changes in incipient diabetic nephropathies. In particular, the percentage 
of periglomerular fibrosis and giomeRdar ares were found to be significantly 
different (p < 0.01, Newruan-Keuls tast) between patients with and without 
albuminuria. In general, the results for type IV collagen were similar, although the 
degree of significance was lower, especially for the quantification of glomerular 
structures. 
Sirius red % total % iraea~ilial % pcdglom~rulm- Mt~mglal area Olom~Iax  
~ i n i n s  fibrosis fibrosis fibrosi~ ~ '~  
IDDMNA 26.0~-5,8 20.9• 35,I• 3876.2• 18772.0~:3896,8 

IDDMA 28.7~4,2 22,1~.2.S 41,8• 4951,2~2757.1 24583.$T.3338,5 

Control 17.2~-2,9 12,9• 24.6~:3,3 1030.3• 18967.3• 

ANOVA p~; 0.001 p< 0.OOl p< D,001 p< 0.05 p< 0,01 

The method reported here can identify and quantify early renal lesions in IDDM, 
and is potentially of great value for following the progression of diabetes. 
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REDUPLICATED BASAL LAMINA IN RENAL ONCOCYTOMA: 
AN IMMUNOHISTOCHEMICAL AND ELECTRON MICROSCOPY 
STUDY. 
Ortiz. M.R.. Garijo, G., L6pez-Bonet, E., Adrados, M,  Bemad6, L. 
Dpt. of Pathology. Hospital Dr. Josep Trueta, Girona. Spain. 
Aims: Reduplicated Basal Lamina (eL) in Renal Oncocytoma (RO) is 
rarely described, and limited data on their immunohistoehemieal (1HC) 
and Electron Microscopic (EM) studies exist. The objective of the 
present study was to examine the IHC and EM appearance of  the BL of  
5RO. 
Methods: Light microscopy was performed with 10% formalin-fixed 
and paraffin-embedded tissue stained with hematoxylin-eosin and 
periodic acid-Schiff (PAS) with and without diastase digestion�9 
Immunohistoehemistry was performed on paraffin-embedded sections 
by using the labelled streptavidin-biotin (LSBA) method and a mouse 
monoclonal antibody to Collagen IV (Dako). Electron microscopy was 
performed on each of the 5 tumors�9 Tissue had been fixed at the time of 
accession in 2.5% buffered glutaraldehyde, postfixed in 1% osmium 
tetroxide, dehydrated in ethanol, and embedded in Polarbed resin. 
Ultrathin sections were stained with uranyl acetate followed by lead 
citrate and examined with a Zeiss EM-109 at 80kV. 
Results: Histologically, the tumors were composed of  large uniform 
eosinophilic cells with prominent granular cytoplasm. Collections of 
hyaline material were disposed around and within nests of tumor cells in 
4 cases. Finger-like projections of basement membrane connecting to the 
balls o f  hyaline material were noted. Prominent reduplication of the BL 
was seen in 4RO, whereas it was absent in 1 tumor. The distribution of 
hyaline material in PAS sections and of  IHC staining for type IV 
Collagen correlated with the ultrastructural observations. 
Conclusions: Our findings suggest that these cylindromatous changes in 
RO are most likely the result of an accumulation of BL material in 
protrusions &basement membrane into concavities in the plasmalemma. 
Since such projections occur in the normal distal tubule, our results 
support origin of  RO from distal tubular epithelial ceils. 

P-344 

INFLUENCE OF IMMUNOSUPPRESSORS AND CYTOSTATICS 
ON EXTRACELLULAR MATRIX PRODUCTION IN 
EXPERIMENTAL NEPHROPATHIES. 
E.Paltseva, L.Krivoehtchapov, A.Ivanov 
Moscow Medical Academy, Moscow, Russia 
One of the key features of progressive glomerular injury is the 
extraeellular matrix (ECM) accumulation. The influence of cytostatics 
and immunosuppmssors on ECM production is poorly understood. 
Aim: The study of methylprednisolone (MP), cyclophosphamide (CP) 
and cyclosporine A (CsA) action on ECM components accumulation in 
nephrotoxic nephritis (NTN) and puromycin aminonucleoside nephrosis 
(PAN). 
Methods: PAN and NTN were induced by puromycin aminonucleoside 
and antibodies to GBM accordingly in Wistar rats (80-100g). On day 50 
(NTN) and on day 70 (PAN) after induction of experimental 
nephropathies rats received 3 MP pulses (70mg/kg) during 3 days (l st 
group), 2 CP peroral pulses (15mg/kg) once a week (2 nd group), (CsA) 
by intraperitoneal (15mg/kg) during 9 days (3 ra group). 4-5 g cryostat 
sections of kidneys and mesangial cell culture were studied by 
immunoperoxide method. The semiquantitative method was used to 
estimate the results. 
Results: MP increased the content of laminin in vivo, in vitro; decreased 
the type IV collagen accumulation in vitro, but not in vivo (CP, CsA 
shown the same effect). CsA suppressed the laminin production, 
increased the level of cell-associated and plasmatic fibronectin, 
especially in vitro. Unlike the other medicines CP did not show any 
influence on the laminin production. It decreased the fibronectin 
accumulation in vivo and in vitro, except for the small increase of 
plasmatic fibronectin in vitro (PAN). 
Conclusions: Special features of the extracellular matrix structure in 
different forms of chronic glomemlonephritis should be taken into 
consideration during the use of MP, CsA and CP in its treatment. 
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GDNF EXPRESSION IN DEVELOPING AND MATURE HUMAN 
KIDNEYS.AND IN DYSPLASIA 
EI-Ghoneimi A*, Fremont G**, Simonneau M****, Daikha-Dabmane 
F*** Nessmann C***, Evrard P****, Aigrain Y*, peuchmaur M**. 
Services de Chimrgie Pediatrique*, d'Anatomie Pathologique**, de 
Biologie du Developernent*** et Inserm CR1 96-03"***, Paris, France 
Aims: Renal dysplasia is a developmental abarration frequently 
associated with obstructive uropathy. Gliai cell line-derived 
neurotrophic f~ctor (GDNF) has been shown in rodents to be crucial in 
kidney development and ureteral arborisation.We investigated GDNF 
expression and apoptosls in developing and dysplastic human kidneys. 
Methods: Four groups of human kidney specimens were studied: 7 
fetal normal kidneys, 5 fetal dysplastic kidneys, 10 normal and 10 
dysplastic pediatric kidneys. GDNF protein was detected by 
immunohistoehemistry and the GDNF m RNA analysed by RT-PCR 
Apoptosis was studied using the in situ end-labdling technique. 
Results: In fetal kidney, GDNF was present in condensed blastema and 
ureteric buds, and their derived epithelial structures. In mature kidney, 
GDNF expression was present only in some tubes including collecting 
ducts. In both f~al and pediatric dysplastic kidneys, strong ODN'F 
expression was found in dysplastic tubules whereas the pedtubular 
mesenchyme was negative. Apoptosis was virtually absent in structures 
strongly expressing ODNF in nonnai and dysplastic kidneys. The 
presence of GDNF protein was associated with positive RT-PCR. 
Conclusions: These are the first studies which localize GDNF 
expression in developing and mature human kidneys. Our results 
suggest that the role of GDNF is not limited to renal development but 
also extends to mature and dysplastic kidney. GDNF expression and 
apoptosis show an inverse correlation and support the role of GDNF as 
antiapoptotic factor in the human kidney. 

P-347 

HISTOLOGICAL CHANGES IN PERITUMORAL TISSUE OF 
RENAL CELL CARCINOMA AFTER THE CHERNOBYL 
ACCIDENT IN UKRAINE 
Aline. M. Romanenko*. L. Morell-Quadreny**, V. Nepomnyaschy*, 
Alexander Vozlanov*, D. Ramos** and A. Llomhart-Bosch** 
*Inst Urol-Nephrol, Kiev, Ukralnia **Dep. Pathol. University Valencia 
Aims: During the 13 year period subsequent to the Chemobyl accident 
the morbility of RCC in adults has increased from 4.7 to 7.0 per 100,000 
in Ukraine. Cesium 137 is responsible for 80-90% of the incorporated 
radioactivity in people exposed to long-term, low doses of ionizing 
radiation and 80% of the more labile pool of Cesium is excreted via the 
kidneys. We investigated the prevalence and morphological peculiarities 
of dysplasia and CIS in kidneys with RCC, that could be asseeiated with 
radiation exposure in the Ukrainian population. 
Methods:  Histological study from peritumoral tissue samples of RCC 
obtained from 180 patients, operated after the acddent were selected for 
5 groups. The control Ukrainian group I consisted of all 26 patients who 
inhabited clean (without radioactive contamination) areas. Group II 
consisted of all 55 patients who lived in less radioeontaminated areas, 
including Kiev-City, operated in 1993-1996. Group Ill consisted of all 
66 patients, who lived close to Group II areas, but were operated during 
1997-1998. Group IV consisted of all 14 patients who lived in the more 
radiocontaminated areas and were operated in 1993-1996. Group V 
included all 20 patients who lived close to Group IV areas but were 
operated during 1997-1998. The control Spanish Group VI consisted of 
all 25 patients selected in Valencia for present study. 
Resul ts :  The incidence of dysplasia and CIS was 50%, 67%, 88%, 
73%, 94%, 8%, in groups I, II, III, IV, V, and VI respectively. A 
significant increase of cortical and especially medullar predominantly 
moderate dysplasia was found in groups II, III, IV and V, as compared 
to group VI. Moderate and severe irradiatlonal-like lesions with the 
multiple areas of apoptosis and regeneration of collecting ducts 
epithelium in medulla of Groups V, IV and III in combination with large 
areas of d~Csplasia were found. 
Conclus ions :  Since the irradiational lesions have been shown to be the 
strongest in Groups II, IV and V, that have been associated with 
inca-eased incidence of dysplasia, the present results suggest that long- 
term low dose ionizing radiation may be associated with RCC and thetr 
accelerated progression. 
* With a grant of the Univ~r~it~t de Vsl~eia: .m'oglla.mn~ .~..U.Illt ,Nlill de. S olidatitl)i". 
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MULTILOCULAR CYSTIC RENAL CELL CARCINOMA. REPORT 
OF THREE CASES AND REWIEW OF THE LITERATURE. 
Roig I., Jumdo I., Culubret M., Cespedes M, Tarrassa, Barcelona. Spain. 
Aims: Multiloeular cystic renal cell carcinoma is a rare form of cancer that 
is often included in the description of renal cysts, but it appears to be a 
distinct subtype of r~nal cell carcinoma with chamcterisfical gross and 
microscopic features. 
Methods: We revised three cases in our hospi'~l, as regards, their clinical, 
gross and microscopic features. Patients were a 28-year-old male with a 
complicated renal cyst of 7 cm and two males of 69 and 48 years old with 
multicystic renal masses of 1.5 cm and 3cm, respectively. All tumors 
were diagnosed between June and September, 1998 and are free of disease 
nowadays. 
Results: Macroseopically all tumors were cystic, with clear or gelatinous 
fluid, except for that of the 28-year-old male, which was hemorrhagic 
fluid. There were small areas of a variegated, yellowish, solid component, 
which constituted less than 100 of the entire lesion. 
Microscopically, lesions were represented by multilocular cysts lined by a 
single layer of cuboidal epithelium and consisting of clear cells with small 
nuclei paracentrally oriented , with inconspicuous or no nucleoli (low 
grade). In the hemorrhagic case the epithalium was attenuated, and 
demanded examination of many areas to identify characteristics1 cIear 
cells. Mitoses were very rare or absent and lacked atypical features. In 
some portions the tumor is clear cells formed sheets within the septa or 
walls of the cysts, with occasional microcysts areas that were separated by 
fibrovascular stroma. 
Conclusion: In conclusion, these tumors are difficult to differentiate from 
nurmeoplastic lesions by radiologic, cytologic, and frozen-section 
examination. However, we believe, it is important to recognize them 
because of their low malignant and metastatic potential, which can leads 
us to avoid radical nephrectomy when treating these lesions, in favour of a 
partial removal of the affected kidney. 
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TUBULAR AND INTERSTITIAL EXPRESSION OF ICAM-I IN 
IgA NEPHROPATHY: RELATIONSHIP WITH RENAL 
DYSFUNCTION AND DISEASE PROGRESSION. 
M. So16, P. Arrizabalaga, C. Ascaso, X. FarT6, A. Darndl, A. Cardesa. 
Dept. of Pathology, Nephrology and Biostatistical Unit. Hospital 
Clinic, University of Barcelona, Spain. 
Aims: To analyze the relation between tubular and interstitial ICAM- 
l expression and the renal dysfunction in IgA nephropathy (IgAN), 
Methods: ICAM-1 expression in tubular epithelial ceils and 
interstitial inflammatory cells was assessed in renal biopsies from 32 
patients with IgAN, using the monoelonal antibody CD54 with the 
avidin-biotin peroxidase technique, and correlated with proteinuda 
(Pr), ereatinine level in serum (Cr) and blood pressure (BP) at the 
moment of the renal biopsy and after 2.4:~2 years. An increase ~50% 
over the initial levels of  Pr or Cr was considered as progressive 
disease, 
Results: Tubular epithelium was positive for ICAM-I in 13 biopsies, 
the median value being 0.1 l:~0.18 mm2/mm 2 of tubule. Pr was 2.7• .5 
g/24h in patients with tubular ICAM-I expression versus 1.5~-1.8 
g/24h ( U ~ ,  p--0.005) in patients without tubular expression. 
Correlation was found between ICAM-1 tubular expression and Pr 
(m0.4059, p=0.02). The average number of ICAM-l+ interstitial 
leukocytes was 234• 2 of interstitium. In patients with high 
BP, ICAM-I+ interstitial lenkocytes were 379.3• /ram2, versus 
108• /mm2 (U--44, p=0.03) in patients with normal BP. 
Correlation was found between ICAM-1 interstitial expression and Cr 
(r=0.6343, p<0.001). In patients with increase >50% in Cr, ICAM-I+ 
interstitial leukocytes were 516"360 /ram z, versus 66~87.8 /ram 2 
(U=16, p~0.004) in patients with stable Cr. 
Conclusions: Tubular and interstitial ICAM-l expression would 
reflect the severity of the renal disturbance in IgAN. Interstitial 
ICAM-1, more than tubular ICAM-I, can play a role as a marker of 
progression in this disease. 
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THYMOSIN BETA-10 EXPRESSION IN HUMAN RENAL TUMORS 
Zolota V. 1, Leondiadis L. 2, Melachrinou M. 1, Apostolikas N. 3, 
~ 6 . ~ .  4, Livaniou E. 2, Evangelatos G.P. 2 . 

ept. of Pathol., University of Patras, Medical School, Patras, Greece, 
unopeptide Chemistry Lab, IRRP, NCSR "Demokritos", Athens, 

Greece, )Dept. of Pathol., Hell. Anticancer Inst., St Saves Hosp., Athens, 
Greece, 4Dept. of Pharmacy, University of Patras, Patras, Greece 

Aims: Thymosin beta-10 has been shown to be major intmcellular actin- 
binding protein that inhibits actin polymerization and increase cell 
mobility. Thymosin beta-10 is overexpmssed at both the mRNA and 
protein levels in human tumors and recent research llnks thymosin genc 
expression and cancer progression. In this study we describe the results 
of immunohistochemical expression of thymosin beta-10 on paraffin 
embedded human renal tumors. 
Methods: We analyzed 65 renal cell carcinomas (RCCs) of various 
histological subtypes, and surrounding normal tissues. A newly described 
polyclonal antibody anti-TB10(3g-43) against the carboxy-terminal 
peptide fragment (amino acids 38-43) ofthymosin beta-10 was applied to 
the tissue sections ~ing the streptavidin-biotin-peroxidase method. 
Staining score was 0 ff the tumor cytoplasm stained no stronger than the 
background, I+ if the stain was slightly greater, 2+ for intermediate level 
of staining and 3+ for very intense staining. 
Results: Thymosin beta-10 cytoplasmic immunoreactivity was detected 
in 83% (54/65) of RCCs. In 57% (37/65) of carcinomas the stain was 
moderate to strong. Tumors with high nuclear grade exhibited higher 
thymnsin beta-10 immunoreaction and this relationship was found 
statistically significant (p<0,01). Papillary carcinomas showed no 
~.unor.eacfivity. No relationship was observed wi~ tumor stage. Some 
oemgn tissues (15%) surrounding tumors expressed weak cytoplasmic 
reactivity, confined mainly to proximal convoluted tubules. In the rest of 
the cases immunoexpression of the renal parenchyma was constantly 
negative. 
C. onelusio.n.s: Thyrnosin beta-10 is highly upregulated in malignant renal 
tassue and its association with nuclear grade may suggest a potential 
prognostic value. 
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LIVER ADENOMATOSIS. CASE REPORT AND LFI~RATURE 
REVIEW. 
A~ilera, B* and Herminde= de/RJnc6n, JP**. 
ToxicoloID' Institute, Madrid*. Medical Legal Center of Mnreia**. 
Spain. 
ACm_~: Liver adenomatosis is a extraordinarily rare lesion, of unknwon 
pathogmeds, defined at'oi~y by Flejou et al, as the ofi=ence of more 
than 10 hepatic cell adeaomas within a nom~ hepatic parenchym~ 
Clinical ~,~f=tations are abdominal pain, bep=om=galy, ~U=t~=vus 
mid poritoneal bleeding. We repo~ the case of a 25 yesr-old bealthy man, 
tlm suffered at work a mild tramm. Soon gter he collapsed and died. He 
had no history of hormone medication. 
Methods: A forensic autopsy was dono. Samples of liver tissue were 
stained with H.E., Masson and Wdder. The ~ adenomatosis cases 
published am reviewed. 
Results: At autopsy oftbe case reported, a 1.5 I hemopedtoneum was 
found. The liver had a multinedular mrface with a 5 cm lacermion of the 
capsule in the leR lobule. The parenchyn~ showed 20 v~ll drct.ms(m'bed 
ydlowish nodules, of 0.5-8 can in diameter, with food hm~orrbaeias in 
the biggers and normal hepatic parenchyma between the nodules. 1.2wer 
histology showed encapsulated and ,~sulated nodules, that 
~ed of normal I'~=patocytos arranged in cords of vadous ~ with 
no portal triads or bile ducts, but with abundant venous sm~ctures and 
peliotic cavities. One of this cavities opened through the capsule. A liver 
adenomatosis diagnosis was done. There are only 24 cases published 09  
female-5 male, mean age of 37 year-old). In tea cases is associated with 
the use of oral contraceptives. Bleeding occurs in tumours of 4 cm or 
more. 
Conclusions: The outcome of patients with livcx edemm~osis is not 
bad, except those with massive intmper[toneal bleeding, causing 
unexpected death. In no case was a maligtmm mmsforn~orL 
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P-GLYCOPROTEIN, TGF-BETA AND ENDOTHELINS IN CHRONIC TRANSPLANT 
NEPHROPATHY. A MOLECULAR STUDY. 
Aaullar M ~, Olnio At; Reguem ME ~, Osuna A ~, O'Valla F 1, Gdmez-Moreles M 1, Becerra 
P~, Gorm=filez-Molina M a, Gentil MA 4 , Aesnsio C a, Del Moral RG ~, 
Departamente de Anaforol'a Patoldglca 1, Hospital San Cecilio, Granada. Servioloe de 
Nefroiogia. H. Vlrgen de las Nlaves 2, Granada. H, Cedes Hays a, M~laga. Hospital Virgen 
de! Rocfo, Seville (. 
Jn kidney transplants molecular procedures have contributed to define the role of specific 
cytoklnes such as perfodn, grenzyroe B, IL-2, 11.-7, I--10 and 11.-15 tn triggering acute 
transplant rejection. In chronic transplant nephropsthy, only increase of TGF~I roRNA 
has been related with the genesis of intarstRMI fibrosis that charactadses this process. 
We present the study of 33 Iddney biopsies from patients having chronic transplant 
nephmpathy based on the use of RT-PCR to determine the expression levels of the most 
important roedlators in this lesion (i.e., TGF~I, endothelln 1 (Etl), endotheEIn 3 (Et3), 
angiotensinogen) and P-glycopmtain (P-gp), as �9 regulator of nephrotoxiolty of 
irnrnunceupprassive drugs.The ethldluro bmroide staining gels for each marker were 
analysed serolquantJtatively by densRoroetry using J~,-mioroglobulin mRNA as an intemal 
marker. 
Our study made It possible to establish differences In the amounts of roRNA for each 
marker between control and patients diagnosed as chronic transplant nephropsthy. All 
markers showed an increased expression In this group compared with the control group, 
being more evident in P-gp and TGFI~.I (0,447 Ve 0.255, and 0.607 Vs 0,319, p'~0.06, 
respectively). On the other hand, there was a direct correlation between markers, both in 
chronic groups and all groups together, showing considerable ovedap in all cases, 
especially between P-gp and ETt (Spearman' s teat, ra0.734, p< 0,001), A finding of 
note was the deer Inverse correlation between roRNA levels of each marker and Banff 
score :patients expressing the highest levels of lesion markers had the lowest Banff 
score, principally for P-gp and Et-1. 
The use of molecular biology techniques to quantify roRNA of markers of chronic 
transplant nephropathy lesions is a promising approach in the diagnosis of this 
pathology. The notable differences between patients in the levels of mRNA for each 
marker studied here raise the possibllRy of using specific ~harmacok~icel trestmenta for 
each (e.g,, ACE Inhlbltors for excess levels of angiotsnsinogen mRNA, or in the near 
future, type A endothelln receptor blowers). The notable inverse correlation between 
each marker studied hers and Banff score suggested a soon study of these markers in 
order to address the odgin of these lesions and furthermore to refine the prospective 
analysis of chronic transplant nephropathy and possibly its response to treatment. 
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COMPARATIVE ANALYSIS OF C VIRUS HISTOLOGY B 
HEPAT|T|S 
Akyol O~en, Slier 0zlem, Sezer Cern. 
Gazi University, Medical School, Dept of Pathology, Ankara, 
T~kiye 
Aims: Rate of certain histopathologic features of hepatitis C 
were looked for in hepatitis B materials and evaluated statistically 
in Turkish population. 
Method: Presence of lymphoid aggregate, steatosis, ductal lesion, 
sinnsoidal inflammation and portal iron deposition were searched in 
80 C and 104 B hepatitis specimens and evaluated using chi-square 
test. Pan T and B cell markers were used for lymphoid aggregate 
analysis. P53 was applied for the possible impact of stcatosis on cell 
biology. 
Results: All mentioned parameters excluding iron deposition were 
found significantly highe r in C hepatitis samples (p<0.05). 
Copresence of lymphoid aggregate and ductal lesion was found 
meaningful in C hepatitis also. Distribution ofT and B cells was 
similar in both groups. P53 was found negative in samples showing 
stvatosis. 
Conclusion: Our results except portal iron deposition were thought 
to be in correlation with the reports in the literature. Absence of iron 
deposition might be related to geographic differences that could be 
observed as a feature of C virus. 
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CORRELATION BETWEEN A CLINICAL SCORE AND 
HISTOLOGICAL FINDINGS IN HEPATIC TRU-CUT BIOPSY "OF 
ASYMPTOMATIC HCV-INFECTED PATIENTS. 
BeUa MR t, Musul6n E I, Dalmau B 2, Ru6 M 3, Puig j4, Gil M 2, Mas p2, 
M6ndez I l, Orellana R 1, Rey M r. Pathology and Radiology 4 Departments, 
Hepatology Unit 2, CEPSS 3. Corporaci6 Sanitbxia Pare Tanlt. Sabadell. 
Barcelona. Spain. 
Aims: A clinical score (CS) based on clinical, analytic and eeographie data 
and defined over a previous retrospective series is used in our Hospital for 
follow-up of asymptomatie HCV-infected patients. The aim is to correlate 
CS, histological diagnosis (HD) and fibrosis pattern (FP) of hepatic tru-cut 
biopsy (HTB) in a prospective series. 
Methods: In 134 asymptomatic HCV-infected patients with alteration of 
hepatic analytic values HTB was performed. CS was worked-out and HD 
(grouping chronic hepatitis/suspicious or definite cirrhosis) was emitted. 6 
progressive FPs were determined (1, 2, 3: none, occasional and some 
bridges with preserved architecture, 4: segmentary presence of  well- 
defined nodules, 5: bridges delimiting parenchyma with nodular contours, 
6: definite cirrhosis) and evaluated until agreement by two pathologists 
without any information. Statistical analysis was made. 
Results: CS mean values increment linearly with progressive FP. When 
FPs are grouped as (1+2+3), and compared with (4+5+6), CS means are 
significantly different with p<0.001. FP4-SC mean is significantly different 
from FP(I+2+3)-CS, but not from FP(5+6)-CS (ANOVA, T-test). 
Correlation between HD and FP (l+2+3)/FP (4+5+6) groups is statistically 
significant with p<0.001 (chi-square). 
Conclusions: Clinical score (CS) is a good tool for evaluation of 
asymptomatic HCV-infected patients, as it increases with hepatic fibrosis 
and has significantly different mean values between FPs consistent with 
chronic hepatitis and FPs suspicious or consistent with cirrhosis. FPs have 
good correlation with HD. 
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HEPATOCELLULAR CARCINOMA OCCURRING IN NON-FIBROTIC 
LIVER: IS NON-TUMORAL LIVER NORMAL"? ANALYSIS OF 80 
CASES. 
Bralet, M.P~*, R6gimbeau, J.M. ~ Valla, Dr, Degott, C.*, Belghiti, J.~ Tsrris, 
B.* 
Departments of Pathology*, Digestive Surgery ~' and H~atology ~, H6pital 
Beaujon, 92118 Clichy codex, France 
Aims: Carcinogenesis of hepatoeellular carcinoma (HCC) occurring in non- 
cirrhotic liver remains tmelear. The aim of our study was to assess the 
histopathological changes in the non-tumoral liver of patients davolopping 
HCC without oirrhosis. 
Methods: Out of 330 eases of HCC surgically rssectod in our institution 
bevaoen 1985 and 1998, we retrospectively analysed 80 (24%) cases (53 men, 
27 women; mean age: 5 l+16yrs) in which the non-tumoral liver showed no (n= 
28) or minimal (n= 52) portal fibrosis without any septal fibrosis. Sixty 
patients (82.5%) had no risk factors for development of HCC; 11 were HBsAg 
positive; 2 had anti-HCV antibodies; 1 had homozygous C282Y mutation of 
HFE. 
Results: Among the 80 tumors, 67 (83.5%) had trabenular, acinar or solid 
growth patterns, 8 (10%) were fibrolamellar HCC and 5 (6.5%) were hepato- 
cholangiocarcinomas. Mean tumor size was 10+5era (range from 2 to 25 era). 
In the non-tumoral liver, Iobular architecture was normal; large and small liver 
cell changes were noted in 3 and 1 cases, respectively; others lesions are 
indicated in the table: 

Absent (%) Mild (%) Moderate/%) Severe(%) 
Portal inflammation 22 56 17 5 
Periportal necrosis 88 9 3 0 
Lobular nccrosis 86.5 12 1.5 0 
Stcatosis 45 34 14.5 6.5 
Iron overload 43 37 15 5 

Conclusion: in patients with HCC occurring on non-fibrotic liver, the non- 
tumoral part of the liver shows non specific minimal changes without evidence 
of regeneration. Dysplasia is very rare. Such findings emphasize the need of 
molenular studiss to better characterize mechanisms involved in 
hepatocareinogenesis in such patients. 
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EPSTEIN-BARR VIRUS ASSOCIATED CHOLANGIOCARCINOMA 
WITH LYMPHOEPITHELIOMA-LIKE COMPONENT 
Garijo, G., Ortiz, MR., Adrados, M,  L6pez-Bonet, E., Bernad6, L. 
Dpt. of  Pathology. Hospital Dr. Josep Trueta, Girona. Spain. 
Aims: Epstein-Barr virus (EBV) associated cholangioeareinoma with 
lymphoepithelioma-like component has only been described in a female 
Chinese patient. To date its has been poorly characterized as a distinct 
tumor entity. 
Methods: Immunohistochemistry (IHC) was performed on paraffin- 
embedded sections by using the labelled streptavidin-biotin (LSBA) 
method. The antibodies used in the study included anti-LCA (CD-45), 
UCHL1 (CD45 R0), L26 (CD 20), LMP-I (CS1-4), p53 (D0-7), and bcl- 
2 (Clone 124); all were obtained from Dako. Cytokeratin cocktail (CK22 
Biomeda) and cytokeratins (AE1, 5D3 Bioganex). Paraffin-section in 
situ hybridization (ISH) was performed using the EBV-encoded small 
RNAs (EBERs) with an EBER1 oligonucleotide probe labelled with 
fluorasceine-isothioeyanate (Dako). 
Results: A 19-year-old female Spanish patient, received an extended left 
segmentectomy for a huge hepatic tumor of  5,5 em in diameter. Light 
microscopy revealed a cholangiocareinoma composed of both well- 
differentiated adenocarcinoma and lymphoepitheliomatous 
undifferentiated carcinoma components. By IHC, the tumor showed 
strong and difuse expression for cytokeratin AEI, 5D3, and CK22. The 
small lymphoeytes in the stroma showed staining for LCA. An 
admixture of  UCHLI+ and L26 + lymphoeytas was found, and the 
former was predominant. The tumoral epithelial cells were positive for 
p53 in more than 75~ of the cells, but negative for bcl-2 ad LMP-I. 
Abundant EBV EBERI was detected in both tumor components, but not 
in the lymphoid stroma and the nontumor liver. 
Conclusions: These findings imply that EBERI ISH is more sensitive 
than LMP-I IHC on paraffin sections in detecting carcinoma-associated 
virus. The results suggest that unusual cholangioeareinoma in Western 
patients may share similar EBV-related pathogenesis with that of 
Taiwanese Chinese. 
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EVALUATION OF IMMUNOHISTOCHEMICAL MARKERS 
AND ALBUMIN RNA IN SITU HYBRIDIZATION FOR THE 
DIAGNOSIS OF HEPATOCELLULAR CARCINOMA 
Mahler, D.*, Saremaslani, P.*, Terracciano, L.M.**, Odermatt, B.*, Komminoth. P.*, 
Cathom.as, G.* 
Department of Pathology, University of Ziirich, Switzerland*. 
Institute for Pathology. University of Basel, Switzerland**. 

Aims: The differential diagnosis of hepatocellular carcinoma (HCC) 
and cholangiocarcinoma (CC) or metastatic carcinoma of the liver may 
be difficult, lmmunohistochemistry is a useful tool to differentiate be- 
tween these tumors. The aim of this study was to evaluate different anti- 
bodies and in situ hybridization for albumin as marker for the diagnosis 
o f  HCC. 

Methods: Formalin-fixed, paraffin-embedded liver biopsies were 
analyzed by immunohistochemistry using antibodies against alpha-fete- 
protein (AFP), the carcinoembrionic antigen (CEA), cytokeratin 19 
(CKI9), the epithelial membrane antigen (EMA) and the monoclonal 
antibodies hepatocytr (HEP) and D-l 1, directed against hepatocyte pro- 
teins. In addition, in situ hybridization for albumin RNA nsing a ribo- 
probe and signal amplification by biotinylated thrylnine were performed. 

Results: A total of 40 tumors were analyzed, including 22 HCC, 5 
CC, 3 mixed HCC-CC and 10 other carcinomas. All 22 HCC showed 
reactivity to the D-I 1 antibody and 14 (63.6%) were positive for the 
HEP marker. AFP and the expression of albumin RNA were ibund in 15 
(68.2%) and 6 (27.3%), respectively. Four HCC were positive to the D- 
11 antibody only. Reactivity to CEA, EMA and CKI9 was observed in 
27.3%, 18.2% and 18.2% of HCC, respectively. In contrast, D-I 1, HEP, 
albumin RNA and AFP were never positive in the CC or the other carci- 
nomas analyzed. In the 3 tumors with histological features of a combined 
HCC-CC, 1 showed reactivity for D-I I, Hep and albumin RNA and one 
to D-I 1 and AFP, respectively. CKI9 and EMA were positive in all 3 of 
the HCC-CC as they were reactive in 11 (73.3%) and 7 (46.7%) of a to- 
tal of 15 CC/other carcinomas, respectively. 

Conclusions: Our data show that the D-I 1 antibody has a high. the 
HEP antibody and in situ hybridzation for albumin RNA a considerable 
sensitivity, and all three marker show a specificity of 100%. HCC-CC, as 
expected for this composite tumor, reveals a broad spectrum of reactiv- 
ity. 
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BENIGN CYSTIC TUMOURS OF THE PANCREAS. PATHOL(X}IC 
OBSERVATION. 
Fedan-M,~olt. V.. Lu2~r, B., C~r, A.*, Klop6i~, U., Pleskcvi~, L.** 
Insfim~ of Pa~ology, Histology and Embryology*, D ~  of Abdominal 
Surgc~**, Ljubljana, Slovenia 
Background: Cystic pancreatic lesions eomla'ise relatively frequent pseudocysts, 
congenital and mtmdon cysts, as well as rathe" ~ o n  cy~c neoplastic 
growths with benign ( ~ m a ) ,  borderline malignant (mutinous cy~o-MCT 
and selid-pseudopapiUary mmour-SPT), and maligumt potential 
(cystadcnocarcinoma and solid-pseudopapiUary carcinoma). Since clinical 
manifestations am not ~ c ,  pathohistological and immanohlstocl~nical 
analysis is essenthl in defafing these growths exactly. 
Methodology: Two patients with MCT and three pafi~Its with SPT (4 women, I 
man, aged 49-72yr~) ~ studied. Conventional pathohistological examination 
was completed with i m m ~  Diffc~ntiation betwee~ these benign 
appearing growths and duaal cs~cinoma was morphom~-ieaUy evaluat~l by 
mitotic rate., nuc l~  atypias and prolifia'atiw aclivity (PCNA, Ki67). 
Results: 7-15era large well demarcamd tumotas involved the head, body or tail of 
the pancreas. Due to ~aea~psulation and no invasion into the stmot~ding tissue they 
were completely ~ The MCTs consisted of several cysts lined by tall 
coM'nnm" g1:fith~lium with papillary proj~'llons and focally dyspLastic cells. 
Among eylindrie epithelial cells predueing acid mucin (PAS and AB positive) 
some endocrine cells were present (NSE and serotonin positive). Cytokeradm, 
CEA, and Ca 19-9 we~ weakly positive, vimen(in was negative. The SPTs 
expr-,~xl diverse mining ~ such as a-I antitrypsin i~itivity and 
diffuse reaction for vimanlin, keaf~i/is (positive in two cases), and S 100 (.positive in 
or~). According to the histologie c r i t ~  for ma[igmmcy our cases w~rc 
pmchim~ ~ benign. 
Candmion: The cystic ttmmtas of the ~ represent ~ g e n e o u s  gro',mhs 
evaluated by histologio phenotyping and functional idemificafion~ Their 
pathohistelogical featta~ suggest eellul~ difftn~tiation into both exoerine as well 
as ~ldo~ine l in~ 
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IMUNOCYTOCtIEMICAL AND MORPIIOMETRIC ANALYSIS OF 
HEPATIC CARCINOMAS. A STUDY OF 53 CASES FROM 
CONTINENTAL CHINA 
Herrero J:, Ctespo MA., guiz-Sauri A., Martinez A., Navarre S,, Liu" F., Llomban- 
Bosch A. 
Dept of Pathology, Medical Sch(x)l, Universily of Valencia. Spain. 
'L~pt of Patht)logy, Cancer Institute, Beijing, China. 
Aims: In additkm to several environmental factors, moiccuiar and 
biological events havc been involved in the genesis and progression of  
hepatic carcinomas. These factors include mutalions of the p53 gene and 
infection with HbB virus, as well as activation and over-expression of 
bepatocyte growth tbctor (HGF), its receptor C-Met and the BCL-2. 
Methods: Wc have studied the immunohistochemical expression of  
VItBc, VHBs, p53, CK7, CK19, HGF, C-Met and 8CL-2 in 53 cases of  
primitive hepatic carcinoma: 39 bepatocellular carcinomas (HCC), 8 
cholangiocarcinomas (CC) and 6 hepatochoiangiocarcinomas (cHCC- 
CC), fi'om the files of the Department of Pathology, Cancer Institute, 
Beijing, China. lmmunocytoebemical was carried out on paraffin- 
embedded tissues following the ABC peroxiduse mcthod and antigcn 
retrieval procedures. 
Results: 11bs Ag expression was mainly correlated with HCC and was 
not seen in the other groups, C-Met and HOP werc ubiquitously detected 
independently of the degree ofditlbrentiation, with loss of the expression 
of HGF in the poorly diflbrcntiated HCC. BCL-2 cxprcssion was found in 
the poorly differentiated neoplasms (HCC degree IV) more than in belter- 
differentiated ItCC. The cytokeratin 19 expression was detected in all CC 
of our cases, as opposed to cHCC-CC and HCC, The cytokeratin 7 was 
detected in all tumours and non-neoplastic hepatic cells. Regarding DNA 
content, aneuploidy was found in almost nil cases ofhepatic carcinoma, 
compared with the diploid content of the normal hepatic tissue. 
Conclusion: The incorporation of these markers could be useful ibr 
establishing the diagnosis (and differ~nlial diagnosis) and prognosis of 
HCC. The presence of hepatitis B viral antigen seems to be important in 
the development of hepatocellular carcinoma, particularly in countries 
with high incidence of the disease, such as China. 
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HISTOLOGICAL FEATURES OF A SERIES OF 94 PATIENTS WITH 
NON ALCOHOLIC STEATOHEPATITIS (NASH). 
Gutierrez A P~rez-Carreras M, Colina F, Castellano G, Vaillo A, Sells JA. 
Hospital 12 de Octubre. Madrid.Spain. 
Sporadic patients without alcoholic habit suffer a chronic liver disease (LD) 
dinicopathologicaly similar to the alcoholic hepatitis which is called NASH. 
Aim:To analyse the histological features of a series of biopsics with EHNA. 
Patients, Material and Methods: Clinical er/teria to diagnose possible 
NASH in 94 patients were: x2 increase normal aerie level of ALT and AST for 
>6 months, eehografic studies consistent with steatosis (bright liver), no 
ethiological markers for LD (seronegativity for VHB, VHC, and non organ 
specific antibodies) and exclusion of ethanol abuse (unequivocal denied by 
the patient and relatives plus nule or low level of aerie desialated transfemn) 
Confirmation was achieved by histological criteria in the needle liver biopsies 
(steatosis, hidropic liver cell degen~rati6ns associated with some neulrophilic 
infilmte). Qualitative items were evaluated by 2 pathologists as in Table. 

RESULTS: 0 (%) mlnimal(%) mild (%) moderate{) intense (%) 

Fibl~stage) 25.5 57,5 10,6 6,4 0 

Lobalcr 75 19,6 5,4 0 
inflam.aefivity 

Hidropir change 45,4 42 9,6 O 

steatosis (grade) 11,7 20,2 33 35 

steatosis (type) Macro Micro mix .  mix.>micro  . . . . . . . .  

> l l ~ : a "O  

32.9 0 63,8 3,2 

steatosis (Ior 63,8 (Z3) 2,1(ZI) 34(difuse) . . . . . . . .  

Conclusions:l) Some patients were in cirrhotic stage at diagnosis and 2) all 
fibrotic stages were found, but most of the patients(83%) were identified in 
~he very early phase of the disease. 3) These findings suggest that NASH is an 
evolutive disease and 4) biopsy is mandatory for confirmation and staging. 
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HEMOPHAGOCYTIC SYNDROME : A UNRECOGNIZED CAUSE OF 
MULTIORGAN FAILURE WITH TYPICAL LIVER PATHOLOGY. 
Le Bail B', Oruson D** , Dclbrel X**, Seb6ras S**, Cardinand J-P**, 
Dabadie P**, Bioulac-Sagr P*. 
Departments of Pathology* and Intensive Care**, CHU Pellegrin, 
Bordeaux, France. 
Hemophagooytic syndrome (HS) is a uncommon and severe clinico- 
biologic entity characterized by systemic proliferation and activation of 
benign monocyte-macrophage cells (M/M), with hemophagncytic 
properties. Most HS are secondary to viral or immune diseases, neoplasia 
or drugs. 
Aims : To report cases of HS, with special reference to the clinical context 
and to liver pathology. 
Methods : Review of liver biopsies performed in a context of unexplained 
liver tes~ disrarbmoes, fever, oytop~,./a and progressive muldorgan failure. 
Results : 5 cases of HS were found, based on classical clinical, biological 
and histological criteria.They developed in 2 males (59 and 60 yr-old) and 
3 females (9, 35 and 60 yr-old). Them was a history of lymphoprolifl'rative 
disorder in all of them (2 NK lymphomas, one cutaneous B lymphoma, one 
Hodgkin's disease, one EBV.related atypical lymphoproliferation). All 
oases had cholestasis and some degree of oytolysis ; one patient presented 
with fulminant hepatitis. EBV hybridization was positive in 4/5. Liver 
biopsy showed various degree of cholesmsis, some apoptotic hopatooy~ 
and a striking dense sinusoidal infiltrate made of act/voted CD 68 positive 
M/M with mierovacuolar cytoplasm and features of hcmophagocytosis, in 
the absence of specific tumoral infiltration. The same typical features o5 
HS were also observed in the long (nffi2), bone marrow (n=2), duodenum, 
spleen, and lymph nodes (n=l, each). Four patients out of 5 rapidly died o5 
disease. 
Conclusion : HS. is a severe condition which must be suspected in the 
presence of prolonged pyrexia, cytopenia, multivisceml failure and liver 
function test disturbances, specially in predisposed patients. Liver biopsy, 
like myelogram, is very contributive to establish the dia~osis at this time. 
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HISTOMORPHOLOGY OF HCV INFECTION IN CHRONIC 
HEMODIALYSIS PATIENTS 
Lttr, ar. B., Ferlan-Marolt, V., Poljak, M.*, Klop6i6, U. 
Institutes of Pathology, Microbiology*, Medical Faculty, Ljubljana, 
Slovenia 
Aims: In hemodialysis patients, the prevalence of  anti-HCV positivity is 
from 5 to over 50%, with 0.7% incidence per year. Previous blood 
transfusions, mode and duration of therapy, and nosocomial transmission 
appear to be the main causes. The aim of our study was to evaluate the 
histologic changes in the livers of lemd traasplaaxt candidates infected with 
HCV, and to compare their liver damage with liver lesions in HCV 
infected patients without kidney failure. 
Methods: HCV positivity was determined by type specific PCR analysis. 
60 patients were divided into two groups: HCV positive without (50) and 
with (10) end stage kidney failure. Necroinflammatury changes (activity) 
of chronic hepatitis and structural alterations (staging) were graded 
according to the proposed criteria 0shak). The scores generated for each 
separate grading component were compared. Statistical analysis was 
performed using a nonparametrie Wilcoxon rank test with the level of  
significance at p<0.05. 
Results: 40% of patients with end stage kidney failure bad chrome mild 
(persistent) hepatitis, and 60% had chronic active hepatitis of moderate 
intensity. Between the both groups of patients no statistically significant 
differences comprising periportal or pedseptal inflammation and fibrosis, 
intralobular inflammation, the presence of focal necrosis, and apoptosis 
were observed. 
Conclusions: Kidney failure itself seems not to increase the damaging 
influence of  HCV on the liver. However, it seems reasonable to perform 
liver biopsy in patients with end stage kidney and HCV infection since no 
normal liver histology was found in any of such patients included in our 
study. 
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CHANGES IN THE BILIARY- AND HEPATIC-LIPID COMPOSITION 
AND HEPATIC LESIONS IN HYPERCHOLESTEROLEMIC 
RABBITS. EFFECT OF THE DIETARY FAT TYPE (OLIVE OIL, 
SUNFLOWER OIL, FISH OIL). 
Ramiroz-Tortosa, C.', Ramirez-Tortosa, MC."*, Garcia del Moral, R.", 
Agnilera CM'",  Martinoz-Vietoria, JM*. Martinez-Victoria, E*". Carazo, A ', 
Gil, A. "*" 
Dpts of Pathology (Ja6n City Hospital" and University of Granada"), Dept 
Biochemistry and Institute of Nutrition'", University of Granada, Spain 
Aims: We seek to ascertain whether the administration of diets with different 
(airy-acid profiles (MUFA, PUFA) having boon proven a hypolipemic effects 
influence the content of biliary lipids, the hepatic-lipid composition and 
hepatic lesions in rsbbits with hypercholesterolemiae diet. 
Methods: Animals design 30 male New Zealand rabbits were divided into 5 
groups. 4 of them were fed on atherogenic diet for 50 days. The fifl, h one was 
fed on standard diet for the same period (control group C). Attar this period 3 
atherogenie groups were fed on during 30 days with different diets what 
differed only in their lipid source: fish oil (F), olive oil (O) and sunflower oil 
(S). C continued being fed on the chow diet for the same period. Analytical 
procedures. Triglycerides (TG), total cholesterol (CT), free cholesterol (FC), 
and phospholipids (PL) were measured in liver and bile, Biliary acids were 
also measured in bile. Histology. We evaluated the stestosis (macro- 
microvesicular), its distribution, bile deposits, cellular atypia, fibrosis, 
inflammatory infiltrate, ductular proliferation and vascular pathology in liver. 
Results: I.- Bile, The atherogenie diet raised the molar percentage of FC and 
PL but decreased the biliary acids (BA) excretion vs C. The percentage of BA 
rose only in O group reaching values similar to C group. The molar 
percentage of CT significantly fell in O and S groups vs atherogenic. 2.- 
Hepatic composition. Hypercholesterolemia gave rise to hepatic steatosis 
with sharp increases in the biochemical parameters.During the recovery 
period, the diets rich in PUFA lowered hepatic CT and PL more than did the 
diet rich in MUFA 3.- llepatic lesions. The fatty distribution was high in 
zones 3 and 2 (type microvesicular) In O group the perieollular fibrosis was 
significantly lower than the other groups although the stoatohopatitis was 
higher in O and F groups. Conclusions: The intake of olive oil removed lass 
CT and PL from liver producing a bile no litogenic and inducing less fibrosis 
in liver, Howevar this diet provokes more lobular inflammation in this organ, 
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PHENOTYPIC ANALYSIS OF ATYPICAL DUCTULAR REACTION 
IN HUMAN LIVER 
]S.ggg~., Kiss, A. 1, Sehnur, Ik and Thorgdrsson S.S. ~ 
1 I.st, Inst. of  Pathology and Exptl. Cancer Research, Sommelwcis 
University of Medicine, Budapest, Hungary, 2 Lab. Exp. 
Carcinogenesis, Nat. Cane. Inst., NIH, Bethesda, Maryland, USA 

Aims: Atypical duetules in human liver are regarded similar to the oval 
cells in rodents. While oval cells have been studied inumsivedy for 
decades our knowledge about their hint.an counterparts is quite limited. 
Therefore we decided to study the phenotype of  these structures. 
Methods: 10 specimens were colleoted from regenerating human livers 
attar submassive necrosis, containing atypical duetular structures. 
Immunohistoch~aieal analysis was performed with special emphasis on 
the growth factor/receptor molecules, which are thought to drive the 
oval cell reaction in rat liver. 
Results: Atypical duetules are decorated by CK-7 but no AFP and CD- 
34 could be demonstrated in these cells. 
The following growth factors/receptors could be found in the studied 
livers: HGF - e-met; TGF-cL - EGFR; TGF-13 - TGF-13 RII; SCF. 
Urokinase type plasminogen activator was also e~pressed in the duetuiar 
structures and they had a close relatiunship with SMA positive activated 
myofibroblags. 
Conclusions: Although phenotypic differences could be observed 
between the human and rat duetular cells, the most important growth 
factors/receptors which participate in the regulation of the oval cell 
reaetiun are also expressed in the human specimens. Our resuits further 
support that the atypical duotular cells are functionally similar to the rat 
oval cells, 

Supported in part by National Sr Foundation and Health Science Council grants: 
OTKA 22737 and OTKA F030382; E'lff 02069/97 and ETr 01 078/98 
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ADENOSQUAMOUS CARCINOMA OF THE LIVER : REPORT 
OF A FATAL JUVENILE CASE 
Ramos J,*, Gaspard C.*, Serre I.*, Castes F.**, Cuiine S.***, Broche 
C.*, Bismuth J,*, Baldet P.* 
Dpts. of Pathology, CH.U. Montpellier * ; Dpts. of  Medicine, Millau ** 
and Dpts. of Ontology, CR.LC.,  Montpdlier ***, France. 
Aims : Adenosquamous carcinoma (ASC) of the liver is an exceptional 
neoplasm wieh occurs generally in adults. We report the first juvenile 
case. Using immunohistochemieal findings, primary or secondary origin 
and nomenclature pathogenesis are discussed. 
Case Report : A 15-year-old woman presented with a 1 month history of 

�9 k . .  . . . .  

weight loss, abdominal pmn and enlarged hver. Computerized tomography 
revealed a large mass occupying right and le~ lobes of  the liver and three 
bilateral pulmonary masses. Coelioscopic specimen was reseeted for 
pathologic examination. She died 6 months after surgery. 
Pathologic findings : The reseeted specimen contained a tumor 
composed of both an area of adenoeareinoma (AC) and an other area of 
squamous cell carcinoma (SCC). The tumor consisted predominantly of 
stratified polygonal malignant cells with prominent nuclear atypia. Some 
bridges, many concentric stratifications with keratinization and glandular 
differentiation with Alcian blue positive muein-produeing substances were 
observed. A transition area between AC and SCC was recognized. Using 
antibodies of cytokeratin (CK) 7, 8, 18, and CEA, AC component were 
positive with CEA, keratinazing zone with CK8,18 and both AC and SCC 
were positive with CK7. 
Conclusion : Thirty-six eases of ASC have been reported including the 
present one.The 2 components AC and SCC were positive for CK7 wieh 
in the liver is specific for the bile duct epithelium and may suggest that 
ASC in the liver develops from a squamous change of a 
cholangioeareinoma. The prognosis is poorer than that of patients with 
common type of cholangioearcinoma. 
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IN ,WTU DETECTION OF HEPATITIS C VIRUS (HCV) IN CIRRHOSIS 
BY IMMUNOHISTOCHEMISTRY (IHC) AND PARALLEL TISSULAR 
QUANTITATIVE PCR (qtRT-PCR). 
~ B  .*~ Trtmouley P.**, I.r Bail B *~ Urbaniak R. ~ Fleu.ry H.**, 

alabaud C?, Ballardini G. ~176 Bioulac-Sage p,o. 
Departments of  Pathology*, Virology**, and Liver transplantation #, CHU 
Pellegrin and Victor Stgalen ~ Uniwrsity, Bordeaux / France - Serniotica 
Medicina II ~176 Uuiversitat Bologna / Italy. 
Aims: i) Detection and seani-quantimtive evaluation of  HCV ASS in 
cirrhotic liver by IHC, ii) Qusntitation of HCV RNA by qtRT-PCR in the 
same tissue samples, and iii) Comparison of the results of  both methods. 
Methods: Twenty five fi'ozen cirrhotic samples from patients HCVAb+ in 
the serum who underwent liver transplantation were testcd. For IHC, we 
used a FITC.conj%oa_t_~l spontaneous human polyclonal Abt and Duke 
EnVision amplification system. Normal human Ig, omission of the primary 
Ab, HCV negative and positive tissues were used as controls. The staining 
was quantitated according to the % of+  ceils (1 : < 10%, 2 : 10-50%, 3 : 
>50%) and its intensity (low, moderate, s~'ong). For qtRT-PCR, Roche 
Amplicor kit was used and the results were expressed as a number of HCV 
copies/l~g of  total exlxacted RNA. The % of  + cells and the intensity of 
staining were compared with PCR levels with appropriate statistical tests. 
Resnlts: 76% (19/25) and 84% (21/25) of cirrhosis were found positive by 
IHC and qtRT-PCR respectively. The immunostaining was only found in 
hepatocytes, quite exclusively in the cytoplasms, with various intensity, 
and no zonal distribution. Controls were satisfactory. Amongst the 6 
negative cases by IHC, 4 were PCR negative and 2 had a very low viral 
copy number. Furthermore, there was a significant correlation between the 
% of  + cells (1, 2, or 3) and the amount of  RNA in the tissues. The 
intensity of  staining also ~ w  parallel .with the amount of  RNA, but this 
was not Statistically significant 
Conclusions: The IHC method has a good feasibility, reproducibiliOy and 
sensitivity as compared with qtRT-PCR. The % of  + cells detected by IHC 
correlates with the amount of HCV RNA in the cirrhotic tissues. IHC 
could provide complementary data about HCV pathobiology. 
/" Ball~trdlnt et al. ttepatology 1995; 21: 730-4. 

PROGNOSTIC FACTORS IN CURATIVELY RESECTED 
COLORECTAL LIVER METASTASES 
Stenram. U.*, Ohlsson, B.**, Tranberg, K.** 
Dpts of  Pathology* and Surgery**, University of Lund, 
Lurid, Sweden 
AIM: To establish prognostic factors in curatively resected colorectal 
liver metastases. 
METHODS: A series of  I 11 patients with colorectal liver metastases 
were reseoted with curative intention in Lurid from 1971 to 1995. The 
impact of  several clinical and the following morphological parameters 
was determined, namely number of  tumors, exUahepatic tumor, tumor 
replacement of  liver volume, diameter o f  largest metastasis, unilateral vs 
bilateral tumor, satellite metastases, grade of  liver tumor, venous vascular 
invasion, degree of  tumor necrosis in a peripheral section, degree of 
mucin in the tumor, degree of inflammatory cells, degree of irregularity 
of  tumor margin, degree of  fibrosis around the tumor and immuno- 
histochemistry of, so far, p53, MIB-1, CEA, p27, metallothionein and 
DCC (deleted in colorectal carcinoma). 
RESULTS: In the unlvariate analysis significant positive morphological 
determinants were in descending order, a clear resection margin, high 
degree of  fibrosis around the tumor, high expression of p27, absence of  
exlrabepatic metastases, low/moderate grade of  liver tumor. In the 
multivariate analysis determinants were in descending order grade of 
liver tumor, absence of  extrabepatic tumor, few intranperative blood 
transfusions, low preoperative serum CEA level. 
CONCLUSIONS: Several morphological parameters are of  prognostic 
importance in curatively resected colorectal liver metastases. Such an old 
method as grade of tumor had the lowest p value. 
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UTILITY OF DECADES-OLD ARCHIVAL PARAFFINED LIVER 
BIOPSIES FOR HEPATITIS C VIRUS (HCV) RETROSPECTIVE 
STUDIES BY RT-PCR. 
C. Sogucro, JC. S/dz, A. Pards, JM. Sb-nchez-Tapias, J. Caballeria A. 
Cardesa*, M. Brogucra, J. Rodds. 
Liver Unit, IDIBAPS and Department of Pathology*. Hospital Clinic. 
University of Barcelona. Spain 
Aim: Until now, archival liver biopsies have only been used for 
histopathological diagnosis and, as a consequence, HCV retrospective studies 
were limited to the availability of patient serum. Drawbacks of RNA extraction 
in paraffin embedded tissue, such as RNA fragility, or small sample size or 
archival biopsy age has bccn overcome with an improved RT-PCR method and 
assessed in over 25 year-old archival liver biopsies. 
Methods: RNA was extracted from 88 archival paxaffined liver biopsies from 
1971 to 1996:27 cxplant liver samples from 27 patients (16 serum HCV-RNA 
positive and 11 HCV-RNA negative) who underwent liver transplantation from 
1988 to 1996 and 61 Trucut liver biopsies from 1971 to 1985 (mean ago 20.2 • 
3.7 years) from patients diagnosed at the time of sempling as non-A, non-B 
(NANB) chronic hepatitis (n ~ 12), alcoholic flbrostcatosis (AF) (n = 41) and 
normal histology (n - 8). HCV-RNA was amplified with primers from 5' non- 
coding region. Albumin mRNA was used as housek~'ping genc in all analysis. 
Results: HCV-RNA was amplified in 27 samples: 16/16 (100%) HCV-RNA 
positive patients, 8/12 (75%) NANB chronic hepatitis and 3/41 (7.3%) 
alcoholic fibrosteatosis patients. According to sample age and histological or 
serological diagnosis, sensitivity of the assay was : 

1971-1975 1976-1980 1981-1985 1986-1990 1991-1996 
NANB: 2/4 NANB: 2/4 NANB:4/4 

(50%) (50%) (100%) HCV: 6/6 HCV: 10/10 
AF: 2 / 1 1  AF:0/13 AF: I/t7 (100~ (100%) 
(18.J%) (0%) (5.9%) 

Conclusions: This methodology can be a useful tool to carry out retrospective 
studies Of HCV infection in archival paraffin liver biopsies. 

CLOSE CORRELATION BETWEEN ~-CATENIN GENE 
ALTERATIONS AND NUCLEAR ACCUMULATION OF THE 
PROTEIN IN HUMAN HEPATOCELLULAR CARCINOMAS 

t D), 4 C) Terris, B. x*, Pineau, P), Brogseud, L., Valla, Belghiti, J. ,  Degott, , 
Dejean, A/ 

�9 I 

Services d'Anatomie Pathologlque, d'Hdpatologie "~ et de Chirergie Digestive 4, 
Htpital Bseujon, Clichy, France. Unit#" de genombinaison et Expression 
Gtndtique, INSERM UI63, Institat Pasteur, Paris, France 2. 
Aims and methods: Several lines of evidence indicate that ~-catenin acquires 
oncogonic activity when its intracellular concentration increases as a result of 
either mutation in the fl-catenin gene itself or inactivation of the adenomatous 
polyposis coil (APC) gen~ In an attempt to elucidate the molecular 
mechanisms underlying hspatccellular carcinogenesis, we have studied the 
frequency of,0-catenin gene alterations in exon 3, a region known to repmsem 
a mutation hot spot, and its inappropriate protein expression by 
gnmunohistochemistry in 73 hepatocellular carcinomas (HCCs). The results 
were correlated with different clinical and pathological dam, particularly with 
the presence or not <)fan associated cirrhosis. 
Results: Fourteen (19%) HCCs showed fl-catenin gene alterations with 
missense mutations in 9 cases and interstitial deletions in .5 cases. These 
genetic alterations were present in both cirrhotic and non.cirrhotic groups. By 
contrast, we did not find any [3-catenin gene alterations in the 9 fibrolamellar 
carcinomas we examined. Nuclear accumulation of the protein was observed 
in eighteen of them (25%). Remarkably, these included ten of the fourteen 
tumors hart)outing somatic mutations in the ~-catenin gene (p<0.001). 
Conclusions: Our results indicate that accumulation of J3-catenin resulting 
from genetic mutations is a frequent event in non-fibrolamellar type 
hspatocelhlar carcinoma. The close association between increased ]?--catenin 
protein stability and mutation indicates that immunohistochemistry may be a 
powerful method for the detection of the mutated protein in future clinical 
practice. 
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DISTRIBUTION OF HCV-RNA-POSr'fIVE HEPATOCYTES AND 
ITS RELATIONSHIP TO FIBROSIS IN CHRONIC HEPATITIS C. 
A MORPHOMETRIC ANALYSIS USING in situ HYBRIDIZATION 

Marevuki Endoh~ Hironobu Sasano ~, Tohru Takahashi "~ 
Dept. Path. Tohoku Univ. FIosp~tal , Dept. Path. Tohoku Uni , School 
of Medicine 2), Dept. Path. Ishinomaki Red Cross Hospital s~, Sendai, 
Japan 

As yet, the morphogenesis of cirrhosis from chronic hepatitis is not 
fully understood. As reported at 16 ~ ECP, we found that in chronic 
hepatitis B, HBeAg-positive heparocytes distribute along the supra, 
suggesting the pattern of septum formation determined by the antigen 
localization. In view of tiffs, we extended the study to hepatitis C to 
analyze the distribution of HCV positive hepatoeytes and its relation to 
that of fibrosis using 2-D distance distribution analysis (2-DDDA), a 
technique of morphometry we established. Liver specimens from twelve 
patients with chronic hepatitis C were obtained at hepatic resection or by 
open liver biopsy; these were confirmed to be positive for hepatitis C 
virus either by second generation antibody studies or RT-PCR for 
hepatitis C-KNA co patient serum- Each of  the fresh specimens was 
trimmed into a block up to I X1X0.5 cm instantly, and was fixed in 4% 
neutral buffered PFA solution for several hr and embedded in paraffin. 
Sections 5gin thick were cut and in situ hybridization was performed on 
MicroProbe staining system (Fisher .qeientific) by use of Brigati-tailed 
oiigo probe and manual capillary action. Hybrid detection was 
visualized with streptoavidin-hor~e faddish peroxidase method and was 
observed microscopically. Positive signal was obtained in cytoplasm of 
hepatocytes in specimens from six of the twelve patients. In two, in 
which the signal was the clearest, color prints were prepared at X50. 
which were subjected to morphometry with 2-DDDA. The analysis 
confirmed that in one of the specimens, HCV-RNA-positive hepatocytes 
are located with statistically significant proximity to areas of fibrosis, 
although this was not confirmed in the other. We can say that at least in 
some cases of chronic hepatitis C- the distribution pattern of Hcv-gNA- 
positive hepatocytes is essential in deciding the pattern of  ~ptum 
formation. 
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P27 AND CYCL1N DI PROTEIN EXPRESSION RELATED TO 
ULTRASTRUCTURAL DIFFERENTIATION IN NON- SMALL- 
CELL LUNG TUMORS 
J,A. Bomb|, A. Marttnez, A. Nadal, J.Ramirez, J. Grau, Y. Arc, e, E. 
Carnpo, A. Palacln and A.Cardesa. Hospital Clinic. University of 
Barcelona, Spain 
Aims: Overexpression of cell cycle regulators p27 and cyelin Di (CCND1) 
has been demonstrated in lung neoplasms, although relationslup to tumor 
differentiation or advanced disease is controversial. 
Methods: A series of 127 tumors was investigated for 
immenohistoehemical expression of p27 and CCNDI upon formalin-fixed 
paraffin embedded archival tissue and ultrasttuctural study of glutaraldehid- 
fixed sections. 66% of patients were in stage I, 31% in stage II.  2% in 
stage III and 1% in stage IV. Positivity for p27 was considered when 10% 
or more of nuclei stained and for CCND1 when 5 % or more . 
Ullrastructutal differentiation (adenoid, squnmous and neuroendocrine) was 
scored 0-3. Tumors with scores 2 or higher were considered well 
differemiated. 
l~esults: 23% showed mixed adenosquaraous differentiation. 70% were 
well differentiated tumors. 84% (57/68) of them were p27 positive and 
59% (40/68) CCNDI positive. Adenoid differentiation (score 2-3) was 
found in 56 cases: 83% (39/47) were p27 positive and 64% (30/47) 
CCND1 positive . All bronchioloalveolar carcinomas (13/13) were p27 
positive. 69% (9/13) were CCNDI positive and showed coincidental high 
p27 and CCNDI expression. Most of the CCNDI negative 
hronchioalvenlar carcinomas were of the Clara r162 type (75~ Squamons 
differentiation (score 1-2) was found in 2 eases. 6904 (9/13) were p27 
positive and 69% (9/13) were CCND1 positive. Almost all neurocndocrine 
tumors (8/9) were p27 positive and CCND1 negative, and all of them 
showed high p27 expression. 
Condusions: p27 and CCNDI expression is a frequent event in most lung 
tumors unrelated to ulttastructaral differentiation, histological type or stage 
in non-small-cell lung carcinomas. 
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BRONCHIAL HYALINIZING CLEAR CELL CARCINOMA 
Bdnard L.*, Hcymann M.F.*, Joubert M.*, Hubaut J.J.**, Prime C.***, 
Michaud J.L.* * 
Dpts of Pathology* and of Surgery**, University of Nantes, 
Laboratory of Pathology, Vannes***, France. 
One case of hyalinizing clear cell carcinoma (HCCC) devek~ppcd from 
bronchial scro-mucosal glands is reported. To our knowledge this 
tumor recently described in salivary glands, has not been previously 
reported in bronchial localisation. 
We report a case of a 67-year-old non smoking woman without 
history of pulmonary disease, who presented productive cough of two 
years duration�9 The chest radiograph revealed left lung ateleetasis. At 
the fiberoptic bronchoscopy, the left main bronchus was obstructed by 
a round, beige mass. Biopsy examination displayed an epithelial 
infiltrating clear cell proliferation suggestive of a low grade neoplasm 
of scromucosal glands. 
On the pneumoncctomy specimen, the left lower lobe central zone was 
destructed by a well limited, steady iceberg-tumor (6x4cm) which 
appeared withe-nacreous homogeneous on cross-section. Two 
peribronchial lymph nodes (10L and 11 L) contained tumor metastasis. 
Microscopic study showed a massive and trabecular proliferation 
without squamous nor glandular differentiation remarkable by its 
fibrohyalinc stroma. Tumor cell cytoplasms had sharp outlines, were 
clear and stained by periodic acid of shiff. Nuclei were central with a 
fine chromatin and inconspicuous nucleoli; mitotic figures were rare. 
An immunohistochcmical study was perfomacd. The tumor cells 
expressed epithelial markers (KL1 and EMA) and were negative for 
chromogranin, actin, PS100, amylase and HMB45, excluding 
endocrine, myoepithclial, acinic and sugar tumors. 
The prognosis of HCCC needs to be better defined. Nevertheless, in 
bronchial loealisation, it appears as a low grade neoplasm with 
locoregional aggressivity, like in the salivary gland. 
Milchgrub & al. HCCC of salivary gland�9 Am J Surg Pathol 1994;18:74-82. 

P-372 

]MMUNOHISTOCHEMICAL REACTIVITY IN MALIGNANT 
MESOTHELIOMA: A STUDY. OF 36 CASES. 
Cabez'uelo MA, Sfiez A, Andreu F J, Combalia N, Mrndez I, Orellana R. 
Dpt of Pathology, Corpomci6 Sardt~a Pare Taulf, Sabadell, Spain. 
Aims: Immunohistochemistry is a powerful diagnostic adjunt in the 
diagnosis of malignant mesothelioma. As a specific marker for 
mesothelioma has not yet been recognlsed, the diagnosis of this turnour 
has been based on the use of a battery of antibodies. The purpose of this 
study is to present our experience with malignant mesothelioma and to 
determine the practical value of immunohistochemical markers. 
Methods: Retrospective study of 36 malignant mesotheliomas diagnosed 
between 1989-1999. In all of  these eases, the diagnosis of mesothelioma 
was made using histologic criteria, combined with immuaohistochemieal 
and clinical features. The immunoreactivity of keratin (K116), vimentin, 
carcinoembryonic antigen (CEA), epithelial specific antigen (ESA), CD15 
(Leu M1) and calretinin was investigated using semiquantitative 
evaluation; 0: no immunostained cells; 1+: <75%; 2+: >25-g50%; 
3§ >50-_<75%; 4+: >75% ofceUs. 
Results: Between 1989-I999, 36 mesotheliomas were diagnosed, 33 of 
the pIeura and 3 peritoneal. The patients were 28 males and 8 females with 
a mean age of 64 (range: 45-86). Histologically 16 cases (45%) were 
epithelial, 16 (45%) biphasie and 4 (10%) sareomatoid. 
Immunohistochemical results: K116 positive in 35 cases, only one case 
was negative (biphaslc mesothelioma). Vimentin positive in 35 cases, only 
one case negative (epithelial). ESA negative in 31/36, five cases positive 
(14%) (epithelial and biphasic). None of the mesotheliomas reacted with 
CEA or Leu M1. Calretinin was performed in 12 cases, all of them 
exhibited reactivity. However, in 5 cases immunoreactivity was focal (3 
sareomatoid, 1 biphasic and 1 epithelial). 
Conclusions: In our experience CEA and Leu M1 were constantly 
negative. All mesotheliomas were immunoreactive for calretinin, however 
42% showed focal positivity, most of them in the sarcomatoid group. 
Fourteen per cent of mesotheliomas were positive for ESA, the majority 
were epithelial mesothelioma. 
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UTILITY OF EPITHELIAL MEMBRANE ANTIGEN AND p53 IN 
THE DIFFERENTIAL DIAGNOSIS OF BENIGN REACTIVE 
PROCESSES FROM MALIGNANCY IN PLEURAL BIOPSY 
SPECIMENS 
C~alotsJ. ,  Tarroch, X., Foreada, P.,Gonz~tlez, G., Gonzfilez, C.,Salas, A. 
Dept. of Pathology, Hospital Mfitua de Terrassa, Terrassa, Barcelona, 
Spain. 
Aims: To determine the value of epithelial membrane antigen (EMA) and 
p53 immunoslaining in the dlfferencial diagnosis between benign reactive 
mesothelial lesions (BR), mesothelioma (ME) and metastatic pleural 
adenocareinoma (AD). 
Methods: Immunostaining of EMA and p53 each were applied to the 
histologie sections of  36 pleural biopsies including 12 AD, 12 ME, and 12 
BR. We also studied the staining pattern of EMA (citoplasmic versus 
membranous). We considered positives in p53 the cases with > 10% cell 
positivity. Statistical analysis was made by using Z2 analysis and Fisher 
exact test. 
Results: EMA was positive in 10/t2 ME and 12/12 AD, whereas it was 
negative in the majority of BR (2/12). lmmunostalning for p53 was 
positive in 5/12 ME, 5/12 AD, and negative in all BR (0/12). There were 
differences statistically significant between benign and malignant lesions 
for EMA (p=0.00003) and p53 (p=0.031). The sensitivity and specificity in 
diagnosis of ME were: EMA (83% and 83%) and p53 (42% and 100%), 
There also were statistically significant differences (p-0.0007) in EMA 
staining pattern between ME (membranous pattern in 8/10) and AD 
(eitoplasmic pattern in 11/12). The sensibility and specificity in diagnosis 
of ME by EMA pattern was 80% and 92%. 
Conclusions: This study confirms the usefulness of  EMA and p53 in the 
differential diagnosis between malignant and benign mesothelial lesions. 
The results also suggest the value of EMA immunostaining pattern 
(citoplasmic versus membranous) in the differential diagnosis between AD 
and ME. 
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STUDY OF RNA AND PROTEIN EXPRESSION OF 
TELOMERASE SUBUNITS IN HUMAN PLEURAL 
MESOTHELIOMA. 
Dhaene, K., Wauters, J.*, Weyn, B., Timmermans, J-P.**, Van Marck, E. 
Dpts. of Pathology, Medical Genetics*, and Histology and Cell 
Biology**, University of Antwerp, Antwerp, Belgium. 
Aims: Using the 'telomeric repeat amplification protocol' (TRAP), we 
detected telomerase activity in over 90% of  mcsotheliomas (MM) but not 
in normal mesothelial cell cultures (MCC) [Dhaene et al. (1998), Thorax 
53:915-918]. Similar activity studies are infeasible on arehived materials. 
In search for surrogate markers to study telomerase activity in situ in 
archived pro-malignant serosal lesions, we here determined which 
component of  the telomerase hole-enzyme parallels enzyme activity best. 
Methods: Transcript expression of  the telomcrasc template component 
(hTERC), telomerase-associated protein (hTEP 1 ), and telomerase catalytic 
subunit (hTERT) was examined by reverse transcriptase polymcrase chain 
reaction (RT-PCR) on frozen samples of 16 MMs, 4 MM-derived cell 
lines and 6 MCCs. Applicability of the L-20 anti-hTERT antibody [Santa 
Cruz Biotechnology Ine, USAI was tested by immunofluore~enee, 
combined with telomere fluorescence in situ hybridisation and by 
immunoblotting on normal and neoplastic mesothelial cells. 
Results: RT-PCR analysis revealed that only hTERT mRNA expression 
parallels the activity status documented by the TRAP assay, hTERC and 
hTEP1 mRNA are expressed in all tumoural and non-tumoural serosal 
cells and tissues. Three alternately spliced hTERT transcripts were 
detected in all samples positive for telomerase activity, whereas neither 
variants could be detected in mesothelial cells. Detection of the hTERT 
protein with the L20 antibody was not successful. 
Conclusions: Our results indicate that hTERT expression is rate-limiting 
for human telomerase activity and that re-activation, rather than up- 
regulation, of hTERT expression can play a role in MM oncogenesis. 
Awaiting suitable anti-hTERT antibodies, our results provide information 
for the design of full-transcript hTERT mRNA-specific in situ probes to 
study the role of telomerase in archivcd pro-malignant serosal lesions. 
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PULMONARY CARCINOID TUMORS. IMMUNOHISTOCHE- 
MICAL STUDY OF 14 CASES. 
Chulia MT, Niveiro M, Ortega E, Pay/t A, Segui J, Aranda Fl. 
S de A Patol6gica. ttospital General Universitario de Alicante. Spain. 

Aims. To study the immunohistoehemical expression of p53, bel-2, 
oerbB2 and Ki67 in pulmonary eareinoid tumors, and to relate to 
classical and other histopathologie features. 
Methods. Fourteen primary careinoid neoplasms of  bronchopulmonary 
origin, ] 1 typical and 3 atypical were studied, according WHO criteria. 
lmmtmohistochemical studies were performed on formalin-fixed, 
paraffin-embedded tissue sections~ Staining fbr p53 (DO7), Ki67, bel-2 
protein, e-erbB2, synaptophysin, citokeratins, antimitochondrial, ACTH 
and calcitonin were applied, 
Results. Patients ranged in age from 25 to 71 years (mean 50), 8 
women and 6 men. The tumors ranged in size from 1.5 to 5 cm (mean 
2.8 era). All eases were strongly positive tbr synaptophysin and 
cytokeratins, and in three a prominent dot pattern was observed. Two 
eases with oneocytie morphology were strongly positive tbr 
antimitochondrial antibody. Only two tumors showed p53 positivity, one 
typical (in 2% of tumor cells) and one atypical (in 5% of  tumor cells). Ki 
67 immunostain ranged 1 to 30 % of tumor cells (mean 6 %), with 2.6 
% of mean (SD 3.8) in typical and 18.7 % (SD 11.0) in atypical 
(p<0.05), lmmunoreactivity tbr c-erbB2 were observed in two eases (1 
typical and 1 atypical). None of the tumors showed positivity with bcl-2 
protein. 
Condusions. A significant correlation for the proliferative activity and 
histological classification of  pulmonary carcinoids was found. Although 
is a short series of  eases our results indicate that not differences are 
observed in p53 protein expression between typical and atypical 
carcinoid pulmonary tumors. Bel-2 protein and c-erbB2 does not play an 
important role in the genesis of this tumors. 
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TNF-cz TGF-~ EXPRESSION IN NON SMALL CELL LUNG 
CARCINOMA (NSCLC): RELATIONSHIP WITH 
NEOANGIOGENESIS AND PROGNOSIS. 
tBoldrini L., ICalcinai A., =Samaritani E., tPistolesi F., IFrascarelli 
S., ZLucchi M., 2Angcletti C.A., IBevilaequa G., tBasolo F., and 
~Lontanini G. 
IDepartment of Oncology. Division of Pathology and 2Department of 
Surgery, Service of Thoracic Surgery, University of Pisa 

Recent in vivo and in vitro studios have demonstrated a wide 
spectrum of biologic activities of cytokines in the pathogenosis and 
progression of malignancy Tumor necrosis factors (TNFs) and TGF-beta 
have emerged as two of the many host-derived mediators that appear to 
intcrfer with both antiprolifvrartive and tumorigenic effcets in malignant 
tumors including lung cancer However, their association with tumor 
prognosis or prognostic factors has as yet not been completely clarified, In 
this study, we assessed TNF-alpha and TGF-beta mRNA expression by PCR 
technique in 61 NSCLC samples, demonstrating the presence of TNF-alpha 
and TGF-beta mRNA in `5574% and ,54% of cases, respectively We also 
evaluated the expression of the two distinct transmembranc TNF-rcccptors, 
TNFR-I and TNFR-II, with a PCR-pnsitivc signal in 70.49% and 65,`57% of 
cases, respectively. In 49 of the 61 cases, we evaluated the prognostic 
impact of the two growth-inhibiting factors using the Kaplan-Meier analysis. 
TNF-alpha and TGF-beta were significantly associated with a favorable 
prognosis in terms of both overall and disease free survival (OS p=0.01 and 
0.03; DFI p=0.01 and 0.05). Since our previous studies demonstrated a 
significant association between NSCLC behaviour, neoangiogcnesis and bel2 
expression, we investigated the putative relation among TNF-alpha and 
TGF-beta, on the one hand, and vascular count (as a measure of tumor 
angiogenesis) and br pr0~r exprqssion, on the other hand. Our results 
show a significant direct association between TNF-alpha and bcl2 (p=0.05) 
and an inverse association between TNF-alpha and microvessel count 
(p-0.036). Moreover. as previously demonstrated, we observed an inverse 
significant correlation between bcl2 protein expression and vascular count 
(p=0.04) suggesting that the favorable effect of TNF-aIpha on clinical 
outcome may bc related to a bcl2-mediatcd low nee-vascular development. 
Supported by A.I.R.C 
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PULMONARY ALVEOLAR PROTEINOS1S AND 
NONASBESTOS PNEUMOCONIOSIS 
Honma. K. 
Department of Pathology, Dokkyo University School of Medicine, 
Mibu, Tochigi, Japan 
Pulmonary alveolar proteinosis (PAP) appears as idiopathic disease or 
secondary to occupational exposures to a variety of dusts or fumes. 
The aim of this study is to investigate the prevalence of PAP in patients 
with nonasbestos pneumoconiosis (NAP) by means of pathological 
analysis of  a large number of autopsy cases in Japan, in order to evaluate 
a pathogenetic relationship between the two conditions. Unseleeted 
consecutive autopsy cases with a pathologic diagnosis of  NAP were 
collected from all over Japan (N=1200; age 69.5• yrs) and reviewed 
histopathologically to look into the prevalence of PAP as well as its 
relationship to underlying pneumoconiosis which includes silicosis and 
mixed dust pneumoconiosis (MDP). lmmunohistochemistry for 
surfactant apoprotein was performed in a small number of cases to 
identify the lesion�9 There were no cases of  acute silicosis. 
As a result, 44.9% of eases with silicosis showed evidence of PAP 
irrespective of its extent. In most cases, PAP developed in and around 
the confluent silicotic nodules and/or massive fibrosis, associated with 
deposition of dust, interstitial inflammatory infiltration and fibrosis. On 
the other hand, MDP was associated with a lower prevalence of PAP 
(26.4%; p < 0.000001 ). 
In conclusion, crystalline silica is likely to play an important role in the 
development of PAP. The concept 'silieoprnteinosis' should not be 
confined to acute disease but entail chronic conditions including classical 
silicosis. 
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p.~3 EXPRESSION IN NON SMALL CELL LUNG AND 
SMALL LUNG CARCINOMAS: RELATIONSHIP WITH 
PROLIFERATING CELL NUCLEAR ANTIGEN AND 
CIGARETTE SMOKING 
KdlPt~llliln, B.. Karpuzo[g[u, G. 
Dpts. of  Pathology, University of  Akdeniz, Antalya, Turkey 
Aims: Our purpose is to investigate the relationship of  p53 gene 
expression and proliferating cell nuclear antigen (PCNA) in smoking 
and nonsmoking lung cancer patients. And also to find out if there 
was any correlation between expression of these markers and the 
clinical status and histopathologic findings.. 
Method: We investigated the immunohistochemical expression of  
p53 protein, PCNA, and smoking history of  30 patients with non- 
small cell lung carcinoma (NSCLC) and 30 patients with small ceil 
lung carcinoma (SCLC). 
Rwults: We found p53 expression in 13 (43.3 %) NSCLC cases and 
in 6 (20 %) SCLC cases. PCNA nuclear staining was detected in 30 
(100 %) of  30 NSCL cases and in 22 (73.3 %) of  30 SCLC cases. We 
found a significant correlation between p53and PCNA expression in 
NSCLC cases (p:0.047). No correlation was found between either the 
PCNA index or the level of  the p53 expression and sex, age, 
histopathologic findings, tumor gage,, tumor size. Significant 
correlation was not found between PCNA index and a smoking 
history. None of the twelve nonsmoking patients showed p53 nuclear 
positive staining whereas 13 of 18 smoking patients showed. A 
relation was found between p53 inmmnostaini~ and smoking history 
in the group ofNSCLC (p:0.005). 
Conclusion: These data suggest that the p53 gene could be a target 
oftobac~,o -associated lung carninogenesis and the relation between 
PCNA and p53 expression in NSCLC cases indicates the PCNA is 
slightly up-regulated by p53. 
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OCCURRENCE OF HUMAN PAPILLOMAVIRUS DNA IN 
PRIMARY LUNG SQUAMOUS CELL CARCINOMAS 

Kava, H., Uyar, S., Kotilol~lu, E., Ekicio[~lu, G., Kiillfa, S. 

Dpt. of Pathology, Marmara University School of  Medicine, lstanbul, 
Turkey 

Aims : The aim of the study is to detect the occurvmce of human 
papillomaviriis (HPV) DNA in primary squamous cell carcinomas 
(SCC) of  lung. 

Methods : in situ hybridization technique and commercially available 
dig-labelled DNA probes to HPV was used. 

Results : HPV DNA was found in five of 34 (%14.7) carcinomas. HPV 
DNA expression by means of  infected cell quantity and signal intensity 
in the late stage carcinomas was stronger compared to the other HPV 
DNA positive cases. 

Conclusion : In this ongoing study, the high prevelaner of  HPV DNA 
in primary lung SCC suggests virus subtyping for 6/11, 16/18 and 
31/33/35 may be of  prognostic importance in relation to the 
development of high grade squamous cell carcinomas. 
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CALRETININ AND P53 AS MARKERS FOR DIFFERENTIATION 
BETWEEN REACTIVE AND NEOPLASTIC PLEURAL LESIONS? 
Krigmann: M.; Wiethege, Th.; Mtlller, K.-M. 
Institute of Pathology and German Mesotbelioma Registry, Professional 
Associations' Clinic Bergmarmsbeil Bochum - University Clinic, Be- 
chum, Germany 
Aims: Until now, no reliable immunohistochmnieai marker for the dis- 
tinction between reactive and neoplastic pleural lesions has been found. 
The value of  calretinin as a marker for mesotheliomas has been demon- 
strated earlier. The p53 tumor suppressor gene has been shown to be 
frequently mutated in a wide range of  neoplasms. This is accompanied 
by increased levels o f  P53 protein which become immunologically de- 
tectable. Its diagnostic value is in discussion. The aim of  the study was 
to test if calretinin expression and overexpression of  P53 in pleural 
mesotbelia may help differentiate reactive and primary as well as sec- 
ondary neoplastic plcural conditions. 
Methods: Paraffin embedded pleural biopsies in each 40 cases ofplen- 
ral metastases of  carcinomas and benign pleural changes were investi- 
gated by APAA.P immunohistocheraistry using antisera directed against 
ealretinin (SWant) and CM1 against P53 using a DAKO Tech.Mate. 
Results: Calretinin was demonstrated in reactive pleural mesotheiia 
over pleural metastases of  adenocarcimas in nearly all cases. In about 
30% calretinin could be demonstrated in the non-neoplastic plenral le- 
sions, while adenoearcinoma cells were negative. Some of the non- 
neoplastic mesotheiial cells showed a clear nuclear P53 staining. In re- 
active mesotheiia a disseminated single cell labeling comparable to 
mesotbeliomas could be documented. 
Conclusions: Cairatinin is a well established, very sensitive and spe- 
cific marker for the differential diagnosis between mesotheliomas and 
adenocareinomas, but cahctinin expression and P53 accumulation are 
features not only of  pleural mesotheliomas. They may also be detected 
in reactive mosotheiial changes and therefore can not be recommended 
as a specific and reliable marker for differentiating between malignant 
and reactive, non-nenplashc mesothehai aiteratmns. 
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IDIOPATHIC PULMONARY FIBROSIS SURVIVAL BASED ON 
THE PATHOLOGICAL CLASSEFICATION 
Maj6 J., Nicolau F., De la Rosa D., Pallar~s J., and Morell F.. 
C.S.U. Vail d'H~ron. Barcelona. Spain. 
AIM: To retrospectively dctcrmine differences of survival in the cases 
of idiopathic pulmonary fibrosis (LPF) when using the Katzenstein's 
classification in pathological diagnosis: Usual intemtitial Pneumonia 
(UIP), Dcsquarnative interstitial Pneumonia (DIP), Respiratory 
Bronchiolitis Interstitial Lung Disease (RBILD), Acute Interstitial 
Pneumonia (ALP) and Nonspecific interstitial Pneumonia (NSIP). 
METHODS: From 1977 to 1994, 45 patients were diagnosed of LPF 
in our hospital. We found 21 of them with surgical lung biopsy useful 
for histological diagnosis, and a minimum follow up of 5 years if alive. 
All patients were treated by corticosteroids. In a blind fashion 
(without knowing clinical data), using DIE and Mnsson's trichrome 
stains and by consensus of two pathologists, we diagnosed the 
patients following the Katzenstein's classification. 
RESULTS: From these 21 patients, 14 were diagnosed of ULP (8 
males and 6 females) and 7 of NSIP (2 males and 5 females). The UIP 
patients were slightly older (63~:7 year-old) than patients with NSIP 
(62• ycar-oid) (pffin.s.). The survival (from the onset of the 
symptoms till the death of the patient or till the time of the present 
abstract) of patients with NSLP was longer (100-~54 months) than 
patients with UIP (48-~:33 months) (p<0.05, U Mann-Whitney). Four 
NSLP patients am still alive, while all of the UIP patients are dead. 
CONCLUSIONS: Our results support the 1994 Katzenstein's 
statement of better prognosis for NSLP compared with UIP. 
Therefore, we believe that anatomopathological diagnosis in all cases 
of LPF is warranted. On the other hand, no differences in age were 
found in our group, contrary to original Katzenstein's study. 
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IMMUNOHISTOCHEMISTRY AND ELECTRON- 
MICROSCOPY 1N AN APUD CELL TUMOR SHOWING 
DUAL DIFFERENTIATION 
Na~,P., Magyar, 1~., Vir~igh, Sz. 
Dept. of Pathology, Haynal Imre University of Health 
Sciences, Budapest, Hungary. 
Aims: About 3-5% of surgical pathology specimens requires 
ancillary diagnostic techniques over traditional histological 
stainings. We are going to report a peculiar case in which both 
immunohistochemistry /IHS/ and eleetronmicroscopy /EM/ 
were necessary to establish the correct diagnosis. 
Methods: A 42 year old male had clinically inoperable 
retropedtoneal neoplasm, a tumorous nodule was removed 
from the mesentery for diagnostic purpose. The patient died a 
few days after operation. At autopsy a solitary lung tumor 
was found. The retropefitoneal mass proved to be a metastatic 
lymph node conglomerate. In addition to routine histological 
stainings IHS and EM were performed from the mesenteric 
nodule and from the lung tumor as well. 
Results: In both specimens epithelial and neuroendocdne 
morphological features were observed with all applied 
techniques. Furthermore very unusual endoplasmic reticular 
patterns: tubules of different shape, suffactant granules, 
lamellar bodies were found in the cytoplasm of the lung tumor 
cells. The diagnosis was atypical carcinoid of the lung with 
metastasis in the mesentery. 
Conclusion: Electron microscopy and immunohistochemistry 
should be viewed not as competing with each other but rather 
as complementary methods to recognize the tumor phenotype. 
In our case the electronmicroscopy beyond the confirmation 
of the diagnosis revealed a rare ultrastructural variant. 
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PROGNOSTIC SIGNIFICANCE OF CATHEPSIN D IN 
SQUAMOUS CELL CARCINOMA OF LUNG. AN 
IMMUNOHISTOCHEMICAL STUDY. 
~ . ,  Martore~l, M., Martinez-Leandro, E., Calabuig, C., 
Perea-Vallds, A., Maranch6n, F. 
Dept. Pathology, Hospital General Universitario, Valencia, Spain. 
AIMS:.To investigate immunohistochemioal expression of 
cathepsin- D (CD) in squamous cell carcinoma of lung (SCC) and its 
probable prognostic value. 
METHODS: 56 surgically obtained SCC were studied. Tumor 
differentiation, nuclear plenmorphism, mitotic index, pleura/ and 
thoracic invasion and lymph node metastasis were recorded. Clinical 
data and follow-up (nov 1989-nov 1998) were available in all cases. 
Standard immunohistochemical study on paraffin-embedded tumoral 
samples was performed. Primary antibody was cathepsin D (I/500) 
(from Dako Denmark). Semiquantification score of expression of 
CD was done. Tumors with positivity in less than 5% of tumor cells 
were considered negative. Manrophages were used as an internal 
positive control. 
A SPSS statistical package was used to analyze the results, Overall 
survival was performed using the Kaplan-Meier method. 
RESULTS: CD inmmunostalning was negative in 44 tumors. Tumor 
with non-expression of CD showed higher mitotic index (mean 1.09) 
than tumors with high CD expression (mean 0,59) (p=0.01). No other 
statistical relationship was observed between CD expression and 
other pathological and clinical parameters studied. Strong association 
was found between CD immunoreactivity and overall survival. 
Longer survival was observed in patients with non-CD expression 
(p< 0.0042). 
CONCLUSIONS: Non-expression of CD immunohistochemical 
staining has a prognostic value in squamous cell carcinoma of lung, 
although the mitotic index was higher in these cases with better 
survival. 
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AUTOPSY STUDY OF THE ROLE OF THE NATIVE LUNG IN 
THE UNIPULMONARY TRANSPLANTATION 

Bravo C., Levy G., Monforte V., Roman A. and Maj6 J.. 
C.S.U. Vall d"Hebron. Barcelon~ Spain. 
AIM: To retrospectively determine, in unipulmonary Wansplantated 
patients, the role of the native lung in the cause of death of the 
patient, and in the fate of the transplanted lung. 
METHODS'. From 47 unilateral lung transplantations carried out in 
our institution, 20 have died, and in 6 cases we performed the autopsy 
study. The cause of left lung transplantation in these 6 patients was: 
emphysema (EMP) in 2 patients, usual interstitial pneumonia (UIP) 
in 2 patients, lymphangioleiomyomatosis (LAM) in 1 patient, and 
pulmonary hypertension thrombotic type (PHTT) in 1 patient. 
RESULTS: The overall survival of these patients was 20~22 months 
(13 months in EMP, 10~5 in ULP, 10 in LAM and 64 in PHTT). The 
two patients with ULP died due to invnsive fungus infection originated 
in the native lung with less affection of the mmsplanted lungs. One 
patient with EMP died because of invasive nspergillosis originated in 
the wansplan~d lung without affection of native lung. The patient 
with LAM died due to Streptococcus pneumonia in the Wansplanted 
lung, again, without affection of the native lung. The patient with 
PHTT died because of chronic rejection. The remaining patient with 
EMP died due to Enterocoocus sepsis of gastrointestinal tract origin. 
CONCLUSIONS: Our results show that native lungs with ULP were 
the source of fatal fungal infection in those cases, suggesting that 
pulmonary fibrosis may restrict the therapy effectiveness against 
fungus more than emphysema, LAM or PHTT. In addition, fungus 
infection in ULP causes affection of transplanted lung and septicemia. 
On the contrary, native lungs with EMP and LAM seem to have 
better response to aspergillus and streptococcus therapy, being more 
resistant to that pathology than the transplanted lungs. 
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EXPRESSION OF CATENINS (o., 13 AND y) IN NON-SMALL 
CELL LUNG CANCER AS RELATED TO CLINICOPATHO- 
LOGICAL FACTORS AND SURVIVAL 
Pifinen, R.*, Viren, M.**, Hirvikoski, P.***, Johansson, R.****, 
Hollmen, S.*****, Kosma, V-M.* 
Departments of Pathology & Forensic Medicine*, and Oneology****, 
University of  Kuopio and Kuopio University Hospital, Kuopio, and 
Department of Pathology***, Tamperr University Hospital, Tampere, and 
Departments of  Oneology **, and Pathology*****, Satakunta Central 
Hospital, Pofi, Finland. 
Aims: The purpose of the study was to evaluate the expression of  
different catanins (c(, [3 and y) in lung cancer specimens with spcoial 
emphasis on their prognostic significance. 
Methods: The study consisted of 261 patients with reseoted non-small cell 
lung cancer (163 squamous cell carcinomas, 68 adenocarcinomas and 30 
anaplastic/large cell carcinomas). The localization and signal intensity of 
eatenins in eareinoma cells was immunohistoehemieally analyzed. Also 
proliferative activity was evaluated by using Ki-67 (MIB 1) antibody. 
Results: The normal membranous staining was inversely correlated with 
grade (p<0.007 for all) and nuclear staining pattern ([3- and y-eat), 
(p<0.003). Also the expression of  eatenins was related to tumour type 
(3~0.000I for all). The tumours showing high Ki-67 positivity had more 
often the reduced staining patterns of  [3-and y-eatenins, (p<0.005 for 
both). In the survival analyses eatenins did not have any prognostic 
significance. The most significant predictors of  disease free and overall 
survival were stage (p=0.004) and tumour type (p=0.001). 
Conclusions: Our results emphasize the role of  different catenins in the 
differentiation and progression of  non-smail cell lung cancer. However, 
they provided not any prognostic information beyond the well known 
prognostic factors. 
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BENIGN LYMPHOCYTIC ANGI1TIS AND GRANUI~MATOSIS 
(BLAG) OF THE LUNG : ITS SEPARATION FROM WEGENER'S 
GRANULOMATOSIS AND LYMPHOCYTIC LYMPHOMA 

Saldana. Marie J. 
Columbia Cedars Medical Center, Miami, FL 

Benign Lymphocytic Angiitis and Crranulomatosis of  the lung (BLAG) 
is a controversial entity whose differential diagnosis includes 
Wegener's granulomatosis and lymphocytic lymphoma. We present 
clinicopathologic observations in 18 cases of BLAG seen over the last 
25 years. Patients were adults (mean age: 57 years) and both sexes 
were equally represented.About 60 percent ofthwn were asymptomatic 
and the lesions were discovered by chance in the chest x-ray. They 
usually consisted era  single, or multiple sharply circumscribed nodules 
or masses suggesting tumor.Other patients had malaise, low grade 
fever and the chest x-ray showed bilateral, irregular infiltrates. 
Histologically, there was a background of alveolar-filling disease by 
histiocytes, lymphocytes, plasma ceils and granulomata. Bronchiolitis 
obliterans and a lymphocytic infiltrative vasculitis of  both arteries and 
veins was a constant feature of  the lesion. Hyperplasia of  BALT was 
frequently noted. Necrosis of  the lesions and a~trapulmonary 
involvement were not features of BLAO. Stains for microorganisms 
and cultures for haeterial, fungi and viruses were negative. 
Immunophenotypic studies revealed a mixed T and B cell population 
with polytypic plasma cells, and genotypic studies in a few eases failed 
to reveal expansion ofa elonal cell population. Chlorambucile, 8 rag/24 
hours for up to 12 months resulted in resolution of extensive infiltrates. 
Surgery was the treatment of  choice for localized lesions. 
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RESPIRATORY BRONCHIOLITIS ASSOCIATED INTERSTITIAL 
LUNG DISEASE: DIAGNOSIS BY TRANSBRONCHIAL LUNG 
BIOPSY. 
A PA._P_P_P_P_P_P_~, A Echegoyen, *N Esandi, P Fernandez, A L6pez Cousillas, L 
Cuesta, E Diaz de Rada. Servicio de Anatomia patol6gica y *Servicio de 
Medieina interna. Hospital Universitario Virgen del Camino, Pamplona, 
Spain. 
AIMS: The respiratory bronchiolitis-associated interstitial lung disease 
(RBILD) is a lung interstitial disease (ILD) seen in cigarette smokers. 
Histologically it shows peribronchiolar fibrosis and numerous 
macrophages within the peribronchiolar spaces, The clinical symptoms 
and the chest radiograph are similar to ILD. RBILD does not progress to 
end stage fibrosis and symptoms resolve with cessation of cigartte 
smoking and steroid therapy for acute exacerbations. 
METHODS:We show the histological findings of 6 transbronchial 
biopsies corresponding to 6 cases of BRILD diagnosed in our Hospital 
during the last two years. Multiple slides were performed and stained with 
hematoxitine-eosine, Masson, PAS and Iron stains. In all cases a clinical, 
radiographic and histolgic correlation was made. 
RESULTS: All biopsies shown intraalveolar fine brown pigment 
maerophages. Furthemore, 2 biopsies showed peribronchiolar fibrosis and 
4 biopsies showed thickening of alveolar septa and pneumocytes 
hyperplasia. 
DISCUSSION: The presence of numerous macrophages within the 
peribronchiolar spaces is a typical morpholgic finding in BRILD but it is 
not specific.This finding with a very similar clinical and radiographic 
manifestation appears in dcscamative interstitial pneumonia (DIP). They 
differ in the distribution of lesions: in the former the findings arc patchy, 
bonchiolocentric and nonuniform and we can make this diagnosis, 
whereas in the latter the findings are diffuse, widespread and unifom and 
we nccd an open lung biosy. In the ILDintcrstial we must do a correlation 
betwen the clinical, radiographic and histological findings for a suitable 
diagnosis. 
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MMP-Expression in primary squamous cell carcinomas of the lung, their 
lymph node metastasis and in malignant pleural effusions 
Sch@t.z A I, Tannapfel A l, Eichfeld U 2, Hohcisel G 3, Wittekind Ch I 
tInstitutr of Pathology, 2Depanment of Surgery I, ~Department of Internal Medicine I 
University of Leipzig 
Aims: Matrix-Metalloproteinases (MMPs) am r affecting stromal 
invasion and tumor cell settlement of malignant tumors. MMP 1, 2, 3 and 9 are 
supposed to be produced by tumor cells and surrounding stromal elements. We 
examined the cellular source of MMP-expression in primary squamous cell 
carcinomas of the lung, corresponding lymph node metastasis and associated 
malignant effusions by Wesmm blotting and immunohistochomistry. Special 
emphasis was layed on comparision of MMP-pattem in the primary tumor and 
in tumor associated processes. 
Methods: Irnmunoperoxidnse staining for MMP 1, 2, 3 and 9 was performed on 
10 resection specimens of primary squamons cell carcinoma of the lung 
including 5 oases with lymph node metastasis. Double immunostaining for MMP 
1, 2, 3 and 9 and for the mesothel-specific marker I--IBME-I was carried out on 
pleural effusions. 
R~ults: About 90% of the tumor cells in the primary tumor and in the lymph 
node metastasis displayed an immanoreactivity for MMP 1, 2 and 9, whereas 
50% of the stromal and normal epithelial cells close to the primary tumor 
showed an immunostaialng for MMP 1, 2 and 9.50% of the tumor cells and 
about 20% of the surrounding epithelial and stromal cells exhibited an 
immtmoreaotivity for MMP3. In malignant plenral effusions nearly all tumor 
cells wore immanoreaotive for MMP 1, 2 and 9, 30% were immunostainod for 
MMP3.25% of the racsothelial cells were positive for MMP 1, 2, 3 and 9. 
We, stem blotting showed an identical pattern of MMP-distribution as 
immunhistochcmistry. 
Conclusions: The expression of MMP 1, 2, 3 and 9 in tumor and stromal cells 
pictures a common production of endoproteases by elements of tumor and also 
stromal tissue, lrrananohistochemistry and Western blotting analysis showed a 
lower expression of MMP3 compared to MMP l, 2 and 9. The identical MMP- 
pattexn within the primary tumor, the lymph node metastasis and the malignant 
pleural effusions almost exclude a change of MMP-expression in the process of 
metastasis. 
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AN UNUSUAL CASE OF PARTIALLY INDEPENDENT 
EPITHELIAL CELL MESOTHELIOMA. 
F. Staro~*, C. Julia*, K. Boy6*, S. Labrune**, F. Capron***, B.Franr 
Dpts of Pathology(*) and Pneumology(**), Ambroise Par~ Hospital, 
92104 Boulogne, Dpt of Pathology(***), Antoine Bfcl&e Hospital, 
92141 Clamart., France, AP-HP. 
We report the case of a 84-year-old woman, presenting a voluminous 
mediastinal tumor that invaded by contiguity the left lung and was 
associated to bilateral lung nodules, Despite the absence of asbestosis 
exposure, a mesothelioma diagnosis was suspected on two fine needle 
lung biopsies. The patient died fifteen days later. At autopsy, tumor 
occupied the whole mediastinum with multiple pleural localization and a 
deep extension into the left lung. There was a tumor hernia through the 
diaphragm orifice into the abdominal cavity, with pancreatic invasion and 
liver metastasis. Histological analysis revealed a proliferation composed 
partially with clear vacuolated independent cells. A more mesothelial 
characteristic pattern with papillary features was found in pleura. 
Tumor PAS Oil KII Vimentin HMBE1 ACE CDI5 
pattern red'O 
Independent + + + + 
cells 
Papillary + + + rare 

Despite atypical clinical and morphological features, a diagnosis of  
mesothelioma was performed, and validated by the french group of 
mesothelioma pathologists ~ MESOPATH >>. To our knowledge, no case 
of epithelial mesothelioma harboring independent cells have been 
described. This case point out that the diagnosis of mesothelioma must be 
searched by an immunohistological study in all mediastinal tumors, even 
if the morphological pattern could lead to other diagnosis, such as 
independent clear cell carcinoma or liposarcoma. 
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METALLOTHIONEIN EXPRESSION IN LUNG CANCER 
Theocharis, S.E~*'**, Karkandaris, C.**', Philipides, T. '",  Agapitos, 
E.V.**, Kittas, C '  
Dept of Histology-Embryology* and Dept of Pathology'*, University of 
Athens, Medical School; Dept of Pathology 251 Air Force General 
Hospital"*, Athens, Greece. 
Aim: Metallothioneins (MTs) are cytosolic proteins rich in cysteine 
appearing to play a physiological role in the absorption, transport and 
metabolism of trace elements, mainly zinc and copper Recently over- 
expression of cellular MT has been linked with the progression of 
malignant tumors. The aim of  this study was to assess metallothionein 
expression in human lung carcinoma 
Methods: Archival pathologic specimens and medical records were 
reviewed from 43 patients with lung carcinoma (14 cases of 
adenocarcinoma, 18 cases of squamous cell carcinoma and II cases of 
small cell carcinoma). Sections of paraffin embedded tissues were 
stained immunohistochemically by the streptavidin-biotin peroxidase 
technique, using a mouse (lgGtk) monoclonal antibody (Clone Eg, 
Zymed, San Francisco, CA, USA) that recognizes a common epitope for 
both MT isofbrms (l, ll). 
Results: Intense cytoplasmic staining for MT was prominent in 16 out 
of 18 patients with squamous cell carcinoma (89%) and in 5 out of 14 
patients with adenocarcinoma (36%), while no immunoreactivity fbr MT 
was noted in the lung of  patients with small cell carcinoma. Intense MT 
expression was also prominent in stromal cells. Statistically signiticant 
difference for MT expression was noted between the histological types 
of lung carcinoma (p<O 001) Non statistically significant difference was 
found between MT intensity of  staining and histological grade of squa- 
mous celt carcinoma, while a negative correlation was found between 
MT intensity of  staining and histological grade of  adenocarcinoma 
(p<0.001 ). 
Conclusion: Our work for first time describes the differential 

distribution of MT in the histological types of human lung carcinoma, 
providing evidence for the participation of this protein in the biological 
mechanisms underlying the carcinogenic evolntion in the, Itmtz 

P-391 

A MORPHOMETRIC ANALYSIS ON HUMAN LUNG ALLOGRAFT 
RECIPIENTS 
Wiebe~ B.M.*, Handberg, J.**, Svendsen, U.G.**, Ander~n, C.B.*** 
Department of Pathology, Roskilde ttospital*, Department of Medicine, 
Heartcenter** and Department of Pathology*** Rigshospitalet, University of 
Copenhagen, Denmark. 
Aims: Morphometry previously performed on autopsy lungs have 
demonstrated severe structural parenchymal changes in emphysema and 
COPD, but the degree of lung damage in patients who are lung transplanted 
has never been described. 
Methods: With unbiased stereological methods lung volume, bronchial- and 
vessel volume, capillary length and alveolar surface area were estimated in 23 
patients: cystic fibrosis (CF) = 8 patients, COPD = 6 patients, txl-antitrypsin 
deficiency (AIAD) = 7 patients, primary pulmonary hypertension (PPH) = 2 
patients and 6 unused donor lungs. All the patients had been thoroughly 
examined that allowed comparison to functional status. 
Results: The patients with AIAD showed an increase in lung volume to 
138% compared to normal lungs, while the lung volume of patients with 
COPD was not enlarged. The patients with CF had a bronchial volume of 
246% compared to normal (p<0.001). The emphysema and PPH patients had 
bronchial volumes equal to normal. The mean alveolar surface area density 
was in patients with A IAD reduced to 68.4% (p<0.001) and in COPD patients 
to 73.2% (p---0.001). The capillary length density was in patients with AIAD 
and COPD patlents reduced to 68.5% compared to the control group 
(p<0.001). In a previous study on autopsy materials the alveolar surface area 
density was reduced to 67.1% and capillary length density to 68.4%. 
In patients with CF and PPH the capillary length and length density and 
alveolar area and area density were equal to the control group. The patients 
with CF and PPH had a significant better diffusion eapaelty compared to the 
emphysema patients (p=0.001). 
Conclusion: The lung transplanted patients with A1AD and COPD have 
severely and irreversibly altered parenehymal structure in accordance with 
significant reduced diffusion capacities. The degree of changes in lung 
transplanted emphysema patients equals the end-stage situation in patients 
dying of emphysema. CF and PPH patients showed a better preserved 
architecture in accordance with a better functional status. 
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PCR ANALYSIS IN THE PATHOLOGIC DIAGNOSIS OF 
WHIPPLE'S DISEASE 
Argtlelles R, Gras E, Garcia A, Espinosa I, Sancho F, Matias Guiu X, 
Prat J. 
Department of Pathology. Hospital de la Santa Creu i Sant Pan, 
Autonomous University of Barcelona, Spain. 

Aims: To assess the value of PCR analysis in the pathologic diagnosis 
of Whipple's disease (WD) in intestinal and extraintestinal surgical 
specimens. 
Methods: PCR analysis of  species specific bacterial 16S rRNA gene of  
Tropheryma whippelii was done in 10 cases of WD. In seven of them, 
PCR was done in the diagnostic intestinal biopsy, whereas in the other 
three eases, (two that began with a lymphadanophaty as initial clinical 
presentation and one post- mortem ease of disseminated WD), PCR 
was performed in lymph node specimens. Follow up biopsies after 
antibiotic therapy were evaluated in two patients. 
Results: The specific bacterial DNA of  Tropheryma whippelii was 
detected in all ten cases, both intestinal and extraintestinal specimens. 
The two follow up biopsies were negative. 
Conclusion: PCR is a very useful tool for the pathologic diagnosis of 
both, intestinal and extraintestinal WD, even when the morphologie 
appearance is not yet typical. It is also the most precise technique for 
the monitorization of therapeutic success. 
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FREQUENT DETECTION OF KAPOSI'S SARCOMA HERPES 
VIRUS IN BONE MARROW SAMPLES 
Sant6n A, Manzanal AI, Gon~lez-Palaeios F, Herrera P*,~ellas C. 
Depts. of  Pathology and *Hematology, Hospital Ram6n y Cajal, Madrid, 
Spain. 
Aims: To study the presence of  Kaposi's sarcoma herpes virus (KSHV) in 
38 fresh bone marrow samples from 11 patients with multiple myeloma, 9 
with monoelonal gammapathy of undetermined significance, and 18 with 
other pathological conditions like leukemia, lymphoma, carcinoma, 
melanoma, and anemia. 
Methods: We analyzed the presence of  KSHV in the DNA extracted from 
the fresh bone marrow samples using a nested PCR with primers KS3-4 and 
KSI-2. Specificity of the PCR amplified fragments was assesed using three 
different restriction endonuclease digestions with Rsa I, Mbo I, and Hpa II. 
Results: We detected the presence of KSHV in 9 of 11 myeloma patients, 
in 7 of 9 MOUS patients, and in 11 of  18 control patients. 
Conclusions: These findings suggest that the using of  DNA extracted from 
fresh bone marrow samples together with a highly sensitive PCR allows the 
detection of KSHV in a significant percentage of  bone marrow samples from 
patients with and without myeloma. These results are in disagreement with 
previously reported data and show that infection by KSHV may be 
ubiquitous in the general population. 
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DIFFERENTIAL GENE EXPRESSION LN ENDOMETRIAL 
CANCER 
Caste~lvi J, Crarcia A de la Terra J, Gil A*, Esteban C**, Revent6s J** 
Dpt. Pathology, Gynecology* and Biomedical Research Unit** 
Hospitals Vail d'Hebron. Barcelona. Spain. 
Aims: Identification of  genes that may be involved in the oncogenesis 
and progression of endometrial cancer, or may have a diagnostic or 
prognostic implications. 
Methods: Tumor and non-tumoral endometrial samples were obtained 
immediately aRer sugery. All o f  them were endometfioid carcinomas 
with similar FIGO ~ g e s .  Epithelium was isolated from stroma by 
colagenase digestion followed by mechanic disruption. After 
extraction of mRNA a differential display PCR was performed, 
obtaining an eleetrophoretie band pattern different in each sample. 
Some of  the bands obtained were present in normal tissue but not in 
the tumor. These bands were cut out of the gel and then reamplifieated, 
subcloned and finely analyzed with an automatic sequencer. The 
sequences obtained were compared with those of  G~.e Bank and 
studied informatieally. 
Results: A first differential display PCR (arbitrarily-primed RT-PCR) 
was performed, and several bands were repeatedly present in different 
normal samples but were absent in tumoral tissue, and vice versa. 2 of 
these bands have been sequenced and are being analyzed 
informatieally. 
Conclusions: The method used for isolation of the epithelial 
component of normal and tumoral tissue, as well as the study of both 
samples from the same patient by differential display P C ~  can help us 
in finding new genes invoh, ed in endometrial eareinoma. Further 
studies are required to know the importance of the sequences found. 
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MUTATION ANALYSIS OF THE PTEN GENE IN ENDOMETRIAL 
CARCINOMAS 
Bussaglia E, Catast'ls LI., Matias-Guiu X., Prat J, 
Hospital de la Santa Creu i Sant Pau, Autonomous University of 
Barcelona, Spain. 
Aims: To assess the frecuency of  somatic mutations in the PTEN tumor 
suppressor gene in a series of  endomatfial carcinomas. To correlate the 
presence of PTEN mutations with the clinicopathologieal features and the 
microsatellite instability (MI) phenotype of the tumors. 
Methods: DNA of 40 patients with endometriai carcinoma was extracted 
from fresh frozen tumor biopsies and from blood lymphocytes. Each of  
the nine exons and intro-exon boundaries of  the PTEN gone were 
amplified by PCR. PTEN mutations were screened by single stranded 
conformation polymorphism (SSCP) and by sequencing. Matched normal 
DNA from all cases were analyzed by SSCP to determine the germ-line 
status of PTEN. 
Results: Mutations were detected in 17 (43%) endometrial carcinomas. Of 
the 17 mutation positive tumors, 10 were MI positive and 7 MI negative. 
Mutations were detected in seven of the nine exons; only exons 2 and 9 
lacked mutations. The majority of mutations oeurred in exerts 5 and 8. The 
absence of DNA alterations in constitutional DNA proved the somatic 
nature of  these changes. 
Conclusions: Our results support the hypotesis that PTEN gone may be a 
preferential target in endometrial tumors with the microsatetlite instability 
phenotype. 
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MUTATIONS AT CODING MONONUCLEOTIDE REPEATS IN 
ENDOMETRIAL CARCINOMAS WITH MICROSATELLITE 
INSTABILITY 
Catast~s, LI., Matias-Guiu, X., Machin. P., Mufloz, J., Prat, J. 
Hospital Santa Creu i Sant Pau, Universitat Aut6noma de Barcelona, Spain 
Aims: Microsatellite instability (MI) has been observed in endometrioid 
adenocarcinomas of  the endometrium (EC). Genes known to contain 
mononueleotide short tracts in their coding sequence are regarded as 
targets for mutations in these tumors. The objective of this study, was to 
vertigo assocldtions between MI at dinuclcotidc repeats and mutations at 
coding mononucleotide runs within the TGF-fl RII. tGFtlR, BAX, hMSH3 
and hMSH6 genes. 
Methods: DNA of  26 patients with EC was extracted from blood and 
from fresh-frozen and paraffin-embedded tumor tissue. For MI analysis, 
microsatellite loci on chromosomes 4, 5, 10, 12, 17 and 18 were amplified 
by PCR. Detection of BAX, TGF-fl Rll, IGFIIR, hMSII3 and hMSH6 
frameshift mutations in the coding regions were detected by single strand 
contbrmation polymorphism (SSCP) analysis and sequencing. 
Results: MI at 3 or more loci were detected in 13 cases. The BAX 
poly(G)8 appeared to be much more frequently mutated than the other 
targets, resulted to be the most frequently altered among the coding 
mutational targets. PAX frameshift mutations were detected in seven MI+ 
tumors (53.8%), hut in none of the 13 MI- neoplasm. [n two cases, 
identical BAX frameshifl mutations were detected in different areas of  the 
neoplasm, whereas in the other five BAX mutations were heterogeneously 
distributed throughout the tumor, lmmunostaining with antibodies against 
the carboxy temainus of BAX protein was very useful in assessing the 
heterogeneous distribution of BAX frameshit~ mutations in the neoplasms. 
Conclusions: We described the multistep tumor progression of  a mutator 
phenotype from mismatch repair insufficiency Io frameshift mutations of 
cancer-related genes. Our results suggest a key role of BAX in the 
mutational cascade leading to the progression of  MSI+ in endomctrial 
carcinomas. 
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ANIMAL MODEL IN THE STUDY OF COLORECTAL 
TUMORIGENESIS 
Glava~, D., Gorin~ek, B., Ravnik-Glava6, M., Cera4", A. 
Institute of Pethology, Medical Faculty University ofLjubljana, Slovenia 
Aims: Experimental animal models of neoplastic diseases are important in 
understanding etiological and pathophysiological processes also in 
humans. In order to investigate whether the mechanism of genomic 
instability is associated with chemically induced eolorectal tumorigenesis 
in the rat, 45 microdissected mammary carcinomas were analyzed with 9 
different microsatellite markers from chromosomes Ip, 2p, 4q, 5q, I lp, 
17p end 18q. 
Methods: One hundred and fifty Wistar rats (males 220-280g and females 
140-180g) were used in the study. Colorectal tumors were induced by 
means of 15 s.c. applications (20mg/kg) of dimethylhidrazine (DMH). The 
animals were left to live 10 weeks after completed DMH injection, and 
there upon sacrified by CO2 inhalation. On autopsy, all internal organs 
except central nervous system were examined. All intestinal lesions were 
assessed by histological criteria used in human pathology. DNA was 
extracted from rat neoplastic lesions and adjoining microscopically normal 
tissues from the same slide, amplified by PCR, using different 
polymorphic DNA markers. PCR - reaction products were analyzed for 
microsatellite instability with non-isotopic method. 
Results: More than 95% of animals survived the duration of experiment. 
Forty five tumors were found in the large intestine 32 of these in males 
and 12 in females, i.e. in 30% of all animals. In 10 animals multiple 
primary tumors were found. Histologically 24 turnouts were 
adenoeaminomas, 14 signet-cell carcinoma and 7 adenomas. In 12 
adenoeareinomas (27%) microsatellite instability was found at a 
minimum of I locus. Four tumors (9~ showed mierosatellite instability at 
more than one loci. 
Conclusions: The results of our experiment suggest that genomlc 
instability is an important molecular event in the pathophysiology of DMH 
induced colorectal cereinogenesis in rats. 
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SIGNIFICANCE OF NASOPHARINGEAL CARCINOMA AND 
EPSTEIN-BARR VIRUS ASSOCIATION WITH LATENT 
MEMBRANE PROTEIN-I DELETION. 
Garcia Cosio M, Plaza G*, Ant6n A~ Gonz~lez-Palacios .IF, Vb.zque, z R, 
Bellas C 
Dpt. of Pathology and ORL*, Ram6n y Cajal Hospital and, Alcorc6n 
Fundation Hospital* University of Alcalk, Madrid, Spain 
Aims: The relationship between the Epstein-Burr virus (EBV) and 
nasopharingeal carcinoma (NPC) has boon recently confirmed by 
demonstrating EBV presence in NPC tissue samples through molecular 
studies with high sensibility, such as Polimerase Chain Reaction (PCR), 
and techniques with high accuracy in tumour location such as In Situ 
Hibridation (ISH) for EBV-RNA. The aim of this study is to assess the 
relationship among NPC, EBV and Latent Membrane Protein- 1 (LMP- 1). 
Methods: We analysed clinical, histological and immunohistochemical 
(viral protein LMP-1 expression) characteristics of 30 cases ofNPC. EBV 
sequences detection by ISH for EBERs, molecular study by PCR of the 
TC60-61 gone to locate EBV-DNA and of the LMP-l en to identify 
deletioned strains (LMP-1 dal) were made. 
Results: We found 24 cases of histological undifferentiated NPC, being 9 
of them of high grade (type A). LMP-I was positive in 13 cases (43.3%). 
By contrast, EBERs expression was observed in 29 cases (96.7%). EBV 
detection by PCR was possible in 28 cases (93.3%) and the presence of 
LMP-1 gone deletion was detected in 64.3% of the cases, which differed 
significantly with the control group (p<0.0001). 
Conclusions: The NPC showed a strong association with EBV infection 
in our population, with a type II latency pattern (EBERs and LMP-I), but 
with low LMP-I expression. The most sensible method to detect EBV 
presence was ISH for EBERs. There were 65% of c.~es with deletioned 
strains of  EBV which could have a higher oncogenic potential. 
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IDENTIFICATION OF NEW FACTORS IMPLICATED 
IN ENDOMETRIAL CARCINOMA 
Er Castellvf,L* GiI,A.** Nicto,L.** Gamfa,A. *** 
Xercavins,J'. Revent6s,J.* 
*Centre d'Investigacions en Bioqufmia i Biologia Molecular, 
**Departments of Obstetrics and Gynecology and ***Pathology, 
Hospital Universitary Matemo-Infantil Vail d'Hebr6n, Barcelona, 
Spain. 

Aims- The molecular mechanisms reponsible for the stablishment 
and progression of endometrial cancer are not well understood. The 
aim of this study is to use differential dislpay for the identification 
of genes involved in these processes. 
Methods: Test for differential gone expression were carded out on 
mRNA samples obtained from both tumoral and healthy tissue 
collected from the same patient. The study was carried out in 
patients undergoing hysterectomy for endometrial cancer stage I. 
Paraffin included samples from the last 5 years are also included in 
this study. In all cases the clinical follow up of patients and 
hystolpathological analysis of samples was carried out. The 
molecular study include: 1- Identification of unknown markers of 
cndomeU'ial carcinoma, 2- confirmation of the differential 
expression of the above selected markers by Northern blot and in 
situ hybridization and 3- cloning and sequencing of the above gone 
products. 
Results: Nine bands were selected for their identification and 
c h ~ t i o n .  Three of them were specific for atrophic epithelium 
and absent in the corresponding tumor samples from the same 
patient. Six additional bands did not show significant similarities to 
any known gone. 
Conclusions: We have found novel genes wich could be involved 
in the adquisition of phenotypes related to the cell growth in 
endometrial carcinoma. We are currently studing the nature of the 
proteins encoded for some of these genes. 
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ABSENCE OF p16 GENE (CDKN2) DELETIONS IN 
MICRODISSECTED PRIMARY BREAST CARCINOMA 
SPECIMENS 

Manzanal, A., Entiquez ,JL., Anton A, Bellas, 
C. 
Dpt. of Pathology, Ram6n y Cajal Hospital, University of  Alcalk, 
Madrid, Spain 
Aims: The p16 gene (CDKN2), a tumour suppressor gone located on 
chromosome 9p21, has been demonstrated to be mutated or deleted 
with high frequency in a variety oftumour cell lines, including breast 
cancer cells. While previous studies have not demonstrated CDKN2 
mutations in primary breast carcinomas, it is possible that gone deletion 
in neoplastic DNA was masked by the presence of contaminating 
normal stromai DNA in breast carcinoma specimens. The 
miorodissection technique allows us to separate pure populations of 
carcinoma cells from formalin-fixed, paraffin-embedded, stained breast 
tissue, and in this way minimise the risk of contamination by normal 
stromal tissue 
Material and methods: A total of 12 primary infiltrating breast tumour 
specimens with an abnormal immunohi~ochemical expression of  p16 
were included in this study. DNA from mierodissected carcinoma and 
normal tissue pairs from specimens were analysed by PCR for 
homozygous deletion of CDKN2 gene. 
Results: We detected no deletions or mutations of the p16 gene. 
Conclusions: CDKN2 is not deleted with high frequency in primary 
breast carcinomas and the role of the p16 gone in breast cttrcinogenesis 
might be via some other mechanism. 
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LOSS OF HETEROZYGOSITY ON CHROMOSOME 13q IN 
EPITHELIAL OVARIAN TUMORS. 
Gras E.. Matias-Guiu X., Prat J. 
Hospital de la Santa Creu i Sant Pau, Universitat Autbnoma de Barcelona, 
Spain. 
Aims: To assess the frequency of loss of heterozygosity (LOH) on 
chromosome 13q in a seres of sporadic ovarian tumors. To correlate LOH 
results with elinicopathological features of the tumors. 
Methods: Genomic DNA of 52 patients with epithelial ovarian tumors 
(EOT) was isolated from peripheral blood lymphoeytes and from fresh- 
frozen tissues. PCR was performed using seven polymorphic mierosatellite 
markers (D13S217, D13S260, D13S171, D13S267, D13S263, D13S153 
and D13S259) and visualized with autoradiography. LOH was ascertained 
by comparison of ailelic patterns to corresponding normal tissue in 
heterozygntes and was scored by the absence or reduction of the signal to 
less than 50% of one of the alleles in the tumor. 
Results: LOH for at bast  one polymorphic marker from a 3 eM region 
containing the BRCA 2 gene, were identified in 17 of 52 (33%) tumors, (0 
of 10 benign, 1 of 7 bordreline and 16 of 35 malignant. Among ovarian 
cancers LOH was detected more frequently in serous carcinomas (8/17) 
than in mixed endometrioid-serous (3/6), endometrioid (2/4), clear cell 
(2/5) or muscinous (0/2) carcinomas, one careinosareoma also exhibited 
LOH. The D13S153 micresatellite, localized within the retinoblastoma 
gane, was lost in 9 of the 17 tumors (53%) with LOH in BRCA2 region. 
Patients with LOH + tumors were older (mean age 67) than those with 
LOH - neoplasms (mean age 56). 
Conclusions: Results support the hypothesis that LOH on 13q may be 
associated with development of malignant ovarian tumors in elderly 
patients, particularly serous carcinomas. 
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Highly Sensitive In Situ Hybridization Technique: Tyramide Signal 
Amplification (TSA TM) or Catalyzed Reporter D. eposition {CARD) 
Hansor-KronbergW ~i '  "Cheung AM, *Tubbs g.,'Dietze O, laHacker GW. 

l~l~t~lac of Pathological Aa~otay, F~k~l litmpital, and M~ti~l R~rGh Cotmtin~tion Ce~rt~r ~, Univ~slty of 
Salrlmri~ Mudlaa" naupt~am~ 48, A-SO•0 ~lzburg Au~a-la; Dep~m~nt of An~xn'ay3 Univ~ity ot" H~konb 
l ~ t t n m ~  of Clinkal Pghology, Clev~nd Clinic, Cle~Mawi (OH), USA 

Aims: Non-isotopic in situ hybridization (ISH) is a useful technique 
broadly applied in histopathology. Its goal is the reliable and sensitive in 
situ detection of genetic nucl~c acid sequences of interest. One drawback 
of conventional ISH is the fact that its sensitivity is often too low. Until 
recently, the microscopic demonstration of single copies of DNA or RNA 
was only possible by in situ polymerasr chain reaction (IS-PCR). This 
technique, however, is costly and often lacks reliability, frequently giving 
false-positive and fal~-negative resetions. New modifications of ISH and 
its combination with catalyzed reporter deposition (CARD; also termed 
TSA) for the first time allowed the detection of single or very few copies of 
DNA-viruses and is also highly efficient for RNA detection. The 
ultrasensitive tyramide-amplified ISH technique can be easily eombinad 
with labels other than peroxidase, e.g. streptavidin-Nanognld TM 

(Nanoprobes, NY), fluorochromes or alkaline phosphatase. CARD-based 
ISH proved to be more sensitive than conventional ISH techniques in 
various applications. 
Methods: 61 squamous cervieat carcinomas from all grades were 
investigated for the detection of HPV 16/18, Routinely-processed and 
paraffin-embedded tissue ~ctions were used. Conventional ISH with 
peroxida,~, Nanogold-ISH and CARD-NG-1SH were compared 
Results: About 40 percent of all cases were positive by conventional ISH. 
The number of positive cases increased using NG-ISH to 45 %, and the 
highest sensitivity was achievad by CARD-NG-ISH with 65 % positive 
cases. For validiation of the overall sensitivity. SiHa cells derived from 
human cervical carcinoma, known to contain 1-2 copies per celt of HPV 16 
(Sins) were used. Condylomata acumi~ta routindy stained with a 
conventional ISH evaluated as negative or slightly positive for HPV 16/18 
turned out to be clearly positive after performing CARD. 
Conclusions: In our test system, more cellular structures were labeled with 
CARD in combination with peroxidase, streptavidin-Cy3 or Nanogold- 

i gold-ISR Furthermore, it was possible to reach single-gnne-copy detection 
within 5-6 hours only, using an automated staining system (Ventana). 
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p53 MUTATION AND GENETIC INSTABILITY IN THE EARLY 
STAGES OF MULTIFOCAL ESOPHAGEAL SQUAMOUS CELL 
CARCINOMA: ANALYSIS USING MICROMANIPULATOR-BASED 
MICRODISSECTION AND PCR TECHNIQUE 
Hamflka,.~, Fujiki, T., Ohshima, K., Kikuehi, M. 
Dpts. of Pathology, Fukuoka University, Fukuoka, Japan 
Aims: In esophageal squamous cell carcinoma (SCC), tumor 
mutticentricity oeeasionally occurs synchronously, tn this study, we 
analyzed p53 gene mutation and genetic instability within individual 
lesions of multifoeal SCC. 
Methods: We studied 3 eases with surgically reseeted, multifocal 
esophageal SCC (1 mueosal, 2 submucosai carcinoma). DNA was 
extracted from the paraffin sections that were mierodissected from 
individual areas constituted with p53-positive cells of SCC, dysplasia, 
basal cell hyperplasia (BCI-I) and normal squamous epithelium (NS). 
Results: Analyzing the t753 gene mutation by direct DNA sequence, 3 
cases showed the missense mutations at identical codon that is contact 
mutation, in areas of SCC and BCH (ease 1), 2 different SCCs and BCH 
(case 2), and NS (case 3). Case 2 showed heterogeneity forp53 mutation 
in 3 areas noted above. Loss of heterozygosity (LOH) at TP53 locus was 
detected in the same areas of ease 2 and 3. Analyzing the replication 
error (PER) at five microsatellite loci, RER (+) phenotype was observed 
in most of the mierodisseeted samples of 3 eases including areas of NS. 
Conclusion: Our results suggested that: (a) concerning tumor 
multinentricity of esophagus, p53 gene contact mutation together with 
LOH is, at least in part, a key event in early phase of multistage 
esophageal carcinogenesis, and (b) genetic instability may play an 
important role in development of multifocal primary esophageal SCC. 
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DIAGNOSIS OF PAPILLARY THYROID CARCINOMA IS 
FACILITATED BY USING A RT-PCR APPROACH ON LASER- 
MICRODISSECTED ARCHIVAL MATERIAL TO DETECT RET 
ONCOGEN ACTIVATION 
Lahr. G.*, Stich, M.*, Schiitze, K.*, Bl~imel, P.**, Zwieknagl, M.**, 
Spolsberg, F.***, P0sl, H.*, Nathrath, W.B.J.**. 
Laser Laboratory and Molecular Biology, First Medical Dpt.*, and 
Dpt. of Pathology**, Municipal and Teaching Hospital MOnchen- 
Hartaehing; Martha Maria Hospi~t***, Mtmieh, Germany. 
Aims: The purpose of this study was to investigate the value of the 
expression of the RET oncogane (REarranged during Transfection) in 
papillary thyroid carcinomas ('PTC) in the differential diagnosis of 
thyroid neoplasias. PET oncogene activation by Chromosomal 
rearrangements have been exclusively implicated in PTCs. 
Methods: To establish the incidence of RET activation in PTC's we 
used 5 lam sections from archival paraffin blocks. Either parts of the 
tissue slices were manually dissected or a few distinct ceils were 
mierodissected by laser-mediated manipulation with the ROBOT- 
MICROBEAM SYSTEM. RNA was extracted from paraffin- 
embedded thyroid tumors and the corresponding normal tissue. RT and 
nested PCR was performed using primers for RET/PTC1. -2, and -3, 
or for RET exorm 12 and 13. PCR products were resolved by gel 
deetrophoresis. 
Results: We detected RET transcription in approximately 25% of the 
PTCs including follicular variants and in isolated cells of the same 
tissues, but not in non-malignant thyroid tissue. 
Condusions: Our method may serve as an additional diagnostic tool 
to type ambiguous papillary thyroid carcinomas and additionally 
allows to analyze expressed genes from routine histopathologlcal 
tissue slides or single cells. Large retrospective studies can also be 
performed with this method. 
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MOLECULAR ALTERATIONS OF P16/MTSI GENE 1N EW1NG'S FAMILY TUMOURS 
J.A LOvez.Cmerrero*, A. Fe|lin, J. Boix, J. H~'r~o and A Liombart-Boseh. 
Dept. of Pathology, Madical School, University of Valencia, Spa're. 
Aims: The cylogenetic transtocation t(ll;22Xq24;q12) is speeifiea[ly 
associated with histopathologically diagnosed Ewing (ES) and peripheral 
.primitive neuroeetodermal tumours (pPNET), but it is possible that a less 
specific genetic event may occur that could be involved in the progression 
o f  this type of  tumours. This study attempts to clarify whether molecular 
ialterations of  pl6 tumour suppressor gano are implicated in the 
pathogenesis of  ES/pPNET tumours. 
Methods: We analysed 24 samples (biopsies and/or nude mice 
xenotransplants) collected from 18 patients with ES/pPNET turnouts for 
the loss of p l6 expression by RT-PCR and for the homozygous deletions 
and methylation status of the pl6 gone by differential PCR and a 
methylation specific PCR (MSP)assay respectively. 
Results: Samples from 16 of 18 patients had the cytogenetie translocation 
t(ll;22)(q24;q12). Tumours of 7 patients showed no expression of pl6 
(39%), whereas 7 patients bad turnouts with a high level o fp l6  expression 
(39%) and the turnouts from the remaining patients presented low levels of  
pl6 expression (22%). Deletions of the pl 6 gone were present in tumours 
of 3 patients (17%) that correlated with the loss of  pl6 expression. 
Hypermethylation of  the pl6 gone occured in 3 eases (17%) correlated 
with a low expression ofpl6.  In three samples of the same patient low pl6 
expression was observed in the primary tumour, whereas no expression 
and homozygous deletion of the pl6 gone were observed in the nude mice 
xenotransplant from the primary tumour and in a metastatic lesion. 
Conclusions: 1) The loss of pl6 expression is a frequent event in 
ES/pPNET turnouts. 2) This loss o fp l6  expression is due to homozygous 
deletions or hypermethylation of the gone, but some eases present this loss 
without deletion or bypermethylation, indicating that other mechanisms are 
implicated in the loss of pt6 expression. 3) The loss of pl6 expression 
confers a proliferative advantage to tumour cells that is maintained through 
the progression of  ES/pPNET tumours. 

'SuPlmnvd wilh grants numbr C-211/97 AECC V~lenoia nnd FIS numbor 98/0600 Mmtrld. 
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MOLECULAR GENETIC ANALYSIS OF TUMOR SUPRESSOR 
GENES AND ONCOGENES IN SPORADIC RENAL CELL 
TUMORS 
Glava~, D., Ma~era~ A., Ov~ak, Z., Potornik, U., Caserman, S., Ravnik- 
Glav#, M. 
Institute of Pathology, Medical Faculty, University of Ljubljana, Slovenia 
Aims: The accumulations of  multiple genetic changes are essential steps 
in the progression of human cancers including the most common 
malignancy in the adult kidney, renal cell carcinoma (RCC). tn a present 
study we analyzed 145 renal cell tumors of non-papillary and papillary 
growth pattern and 9 oncocytomas for genomic instability, methylation 
pattern and mutations in tumor suppressor genes (VIIL, p53, mlhl, 
msh2) and oneogenes (K-Ras and Met). 
Methods: Normal and tumor tissue was obtained from patients 
undergoing nephrectomy for renal cancer at Ljubljana University Clinical 
Center. High molecular weight DNA was isolated from frozen tumor 
tissue by phenol-chloroform extraction and ethanol precipitation. PCR - 
non-isotopic conformation analysis (CA) was used for mutations analysis 
tbllowed by a direct sequencing of CA positive cases. 
Results: Somatic mutations were identified in 41 tumors (46%) in the 
coding region of the VIIL gene. They were twenty seven deletions, nine 
insertions, seven missense, six nonsense and two splice mutations. Thirty- 
four of these mutations predicted to truncate the VHL protein. 
Furthermore in eleven tumors hypermethylation of 5' CpG islands was 
found. In eleven RCC microsatellite instability was detected while in eight 
tumors missense mutations were identified in p53 gone, but no mutation 
was found in K-ras gone. 
Conclusions: Our results showed that inactivation of the VHL gone as a 
critical "gatekeeper" gene is the most common molecular genetic event 
and was found in more than 60% of non-papillary RCC, Together with 
cytological and histological data the presence of VHL mutations in RCCs 
should lead to a better understanding of how renal cell growth is regulated 
and should aid in methods of  diagnosis and in guidelines for therapy. 
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EXPRESSION OF HEAT SHOCK PROTEINS-70 IN HUMAN 
MESOTHELIAL CELLS IN VIVO AND IN VITRO 
L6pez-Cotarelo C, Breuer E, Sellhaus B, Mittermayer C, Tietze L 
Dpt. of Pathology, Technical University of Aachen, Germany 
Aims: This study asked whether mesothelial cells respond to the 
injurious microenvironment during inflammation by an increased 
expression of heat shock proteins, which have a known cell protective 
role. The inflammatory reaction constitutes of  coordinated sequele of 
cellular and humeral events leading to the neutralization of  an insult and 
return to normal control of tissue function. Studies have reported that 
mesotheliai cells and the cytokines release during peritonitis play a 
central role in the initiation and progression &the  inflammatory process. 
We questioned wether the cytokine network controlling peritoneal 
inflammation play a role in the regulation of the HSP-70-family in human 
mesothelial cells too. 
Methods: In vice, HSP72 and HSP73 expression of mesothelial cells 
was investigated by immanohistochemistry on paraffin embedded tissue 
sections from appendices vermiformis with and without peritonitis. In 
vitro experiments were performed on human peritoneal mesothelial cells 
(HPMC). I-IPMCs were exposed to heat shock (42~ 90 minutes), pro- 
inflammatory cytokines TNF-ct (500 gg/ml) or IL-113 (50 Ixg/ml) for 2, 6, 
12 hours. The HSP-expression were determined by immunoblotting. 
Results: Immunohistochemistry of  mvsothelial cells during peritonitis 
showed an increased expression of  HSP73 and HSP72 in comparison 
with resting peritoneurh. As revealed by immunoblotting, TNF-r and 
I1,-113 stimulation caused an increased in HSP72 and HSP73 expression 

in HPMCs after 6 hours incubation, similar to the heat shock response 
after exposure to 42~ 
Conclusion: We concl~tde that during peritonitis mesotheIial HSP72/73 
expression is enhanced. This effect may be explained in part by the 
inductive effect of  protnflammatory cytokines TNF-a and IL-11L We 
suggest that the described HSP induction in mesothelial cells during 
peritonitis ameliorate mesothelial injury from activated 
polymorphonuclear leukocytes. 
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DCC GENE ALTERATIONS IN GASTRIC CARCINOMA 
Musuldn E. Tarafa G*, Reyes G*, Capella G*, Sancho F J**, 
Roqud M ***, ReylVl. 
Dept. of Pathology and CEPSS-FPT***, Corporaci6 SanitAria Pare TanlI, 
Sabadell, Barcelona, Spain; *Gastrointestinal Research Laboratory and 
Dept. of Pathology**, Hospital de la Santa Creu i Sant Pau, Barcelona, 
Spain. 
Aims: Determination of the incidence of loss of heterozygosity (LOH) of 
DCC gene and expression of its protein in gastric carcinoma (GC) and 
valoration of the prognostic usefulness. 
Methods: Tumoral and no tumoral tissues criopreservated at -120~ and 
formalin-fixed, paraffin-embedded tissue from 35 gastreetomy by GC 
diagnosed at the HSCSP. Sex: 19M, 16F; age range: 39-87 years; 
histological classification: 17 intestinal (48.5%), 12 diffuse (34.2%), 4 
mixed (11.4%), 2 unclassified (5%); follow-up: 10 patients alive without 
disease (25.5%), 18 dead by GC (51.4%), 5 dead by other eansas 
(14.2%), 2 lost to follow-up (5.7%); stage I: 5 (14.2%), II: 8 (22.8%), Ilk 
19 (54.2%), IV: 3 (8.5%). Immunohistocbemieal detection of DCC 
protein with monoclonal antibody DCC, clone G97-499 (Phanningen, 
San Diego, CA) on paraffin-embedded tissue. Positive control: normal 
gastric mucosae counterparts (cytoplasmic reactivity in ftmdic, pyloric, 
and intestinal metaplastic glands). DNA extraction was obtained from 
mierodisseeted frozen tissue. LOH was assessed by 5 markers at 18q21: 
extragenic D18S58, D18S69, D18S851, intragenie M2 and VNTR 
sequence. Statistical analysis: chi-square test. 
Results: Only two tumors showed focal immunoreaetivity (6%). LOH 
incidenee: D18S58 27% (6/22), D18S69 15% (4/26) , D18S851 17% 
(5/29), M2 0% and VNTR 4% (1/24). There were LOH on 1 or more 
markers in 12 tumors (34%): 5 intestinal (29.4%), 4 diffuse (33.3%), 2 
mixed (50%) and 1 unclassified (50%). 
Conclusions: LOH of  DCC gone is frequent (34%) but is not associated 
with survival (p--0.117), stage (p=0.220) or histological type (p=0.839) in 
OC. Lack of DCC protein immunorcaetivity in GC is a common 
phenomenon independent of LOH at the DCC locus. 
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HPV AND HHV-8 DNA IN LOW GRADE AND HIGH GRADE 
SQUAMOUS INTRAEPITHELIAL LESIONS OF THE 
UTERINE CERVIX. 
Ramael M., Van Steelandt H. 
Dept. Pathology, St. Elisabeth hospital, Herentals, Belgium. 
Aims : Can HPV DNA be detected by PRINS method in paraffin 
embedded formalin fixed tissue? 
Methods : formalin fixed paraffin embedded tissue of cervical 
neoplasia (CINI: n=20, CIN2: n = 20 ,  CIN3: n=20, Squamous 
carcinoma: n=4) was investigated for the presence of HPV and HHV- 
8 DNA using PRINS technique with the following primers : HPV 
screening primers MY 09 and MYI I and with HPV genotypie primers 
for HPV 6, 11, 16, 18 and 33. HHV-8 DNA was detected by the KS 
330 primer. The in situ synthesized DNA was visualized 
immunohistochemieally. Conventional PCR was used as a 
eonfirrnatory test. 
Results : HPV DNA was present in all investigated cervical lesions. 
Nuclear signal was found with both the MY09 sand MYI 1 primer in 
the PRINS reaction. Both superficial as well as basal and suprabasal 
squamous ceils were reactive. Subtyping with genotypic primers 
revealed HPV 6 and HPV 11 in 10 % of the specimens with CIN I. 
HPV 16, 18 and 33 DNA were found in 60 % of  the CIN 1 lesions and 
in 85 % of  the (]IN II and CIN III lesions. The investigated 
carcinomas were positive for HPV 16 (75%) or HPV 18 (25%). 
HHV-8 DNA was not found. 
Conclusions : The PR1NS method is able to detect and subtype viral 
HPV DNA in formalin fixed paraffin embedded tissue. The results are 
comparable with those obtained by conventional PCR. The reactivity 
for both superficial and suprabasal squamous cells with the PRINS 
technique as well as the detection of HPV DNA in high grade lesions 
and carcinoma with this technique suggest a sensitivity cemparable to 
PCR. HHV-8 DNA was not found in our series. 
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ANALYSIS OF GENE DIVERSITY AND EXPRESSION 
PA'VI'ERNS IN CERVICAL CELL LINES 
Schneeweiss, A~*, Manuel, M.**, Pisohinger, K.*, Czerwenka, K.* 
Dept. of Gynecopathology*, Die. of Special Gynecobgy**, Univ. Vienna, 
Austria 
Aims: The following questions constituted the basis of this as yet 
incomplete study: l) whether it is possible to use the micro-array to 
determine differential gene expression in normal cervical epithelia, 2) 
whether a gene-expression pattern is present and 3) to what extent can 
positive genomic DNA spots within the function groups be compared in 
terms of their intensity. Poly A ~ RNA cell suspensions from normal cervical 
epithelia and cervical carcinomas were used for differential gene 
expression. 
Methods: The "Atlas array" method makes use of two identical nylon 
membranes with speciaUy prepared eDNA spots. This enables a direct 
comparison of the expression profiles of two mP,.NA populations. In the 
first step, 2 ttl of each Poly A + RNA population are catalyzed with the 
reverse transcriptase enzyme together with [cx-32P]dATP. AU complex 
radioactively-labeled cDNA probes are then individually hybridized on the 
"Atlas array", analyzed using autoradiography and semi-quantified. The 
level of cDNA expression of two different mRNA matrices can be 
estimated by comparing sigual intensities. 
Results: In normal and cancerous cells, the transcribed gene patterns 
demonstrate up/down-regulation in the function groups, similar to 
transcription of: 1) oncogenes, 2) tumor suppressor genes, 3) cell-cycle 
regulator proteins. 
Conclusions: Changes in signal transduction in cellular neoplasias give rise 
to different levels of gene expression. In addition, variations in the gene 
expression patterns of transcription factors, cell cycle and apoptosis 
proteins can be observed. These disturbances of gene regulation are thus a 
central, molecular-biological characteristic in the cancerogenesis of 
malignant tumors. 
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EPSTEINoBARR VIRUS LATENT MEMBRANE PROTEIN-1 
ONCOGENE DELETIONS IN SPANISH PAEDIATRIC HODGKIN'S 
DISEASE. 

Martin C, Manznal AL Bellas C. 
Dept. of Pathology, Hospital Ram6n y Cajal, Madrid, Spain. 
Aims: To study the distribution of Epstein-Burr virus (EBV) Latent 
membrane protein-I (LMP-I) 30- base pair (bp) deletions in childhood HD 
as well as in healthy children. 
Methods: We have analyzed by PCR 24 cases of EBV-positive pediatric HI) 
and 39 normal controls to determine the prevalence of the 30-bp deletion in 
both populations. EBV typing was also performed. 
Results: The 30-bp deletion was identified in I9 of  24 pediatric HI) cases 
(79.2%), in 7 (29.2%) the deleted fragment was the only present, whereas in 
the remaining 12 (50%) it was accompanied by a nondeleted band. 
Conversely, the 30-bp LMP-I deletion was found in 8 of  22 (36.4%) EBV- 
positive healthy children, in 2 (9.1%) the deleted fragment was alone, and 
in the other 6 (27.3%) the deleted LMP-I gene was co-infecting with the 
nondeleted variant. Statistical analysis showed that the LMP-1 deletion was 
significantly associated with pediatric HI3 both including dual infections (P= 
0.006) or excluding them (Pffi 0.01). 
EBV typing showed that 25% of children with kiD carried type 2 virus, 
whereas all controls harbored EBV of type 1. The analysis also revealed the 
presence of the 30-bp deletion in all specimens of pediatric lID that 
contained EBV of type 2. 
Conclusions: These findings indicate that EBV strains carrying the 30-bp 
deletion in the LMP-1 oncogene may have a more important role in the 
pathogenesis of I:~iia~c HI3 than EBV containing the full-size LMP- I. Dual 
infection by LMP-I deleted and nondeleted EBV strains is a frequent event 
both in healthy children and in the pediatric HI) population from Spain. 
Concerning EBV typing, type 2 EBV strain associated with pediatric HI) 
since all healthy children carried EBV of type 1. Finally, the fact that all 
cases harboring EBV of type 2 showed the deletion suggests that a deleted 
type 2 EBV strain may be more tumorigenic than a nondeleted type 2 EBV 
strain. 

P-412 

MOLECULAR ANALYSIS REVEALS EVIDENCE OF DISSEMINATED 
INVOLVEMENT IN THE AUTOPSY OF A CUTANEOUS T-CELL LYMPHOMA 

Teresa Serrano*, ViGens Romagosa*, Octavio Servit je**, 
Ann LimOn ~**. 
Departments of Pathology* and Dermatology**, Hospital 
Princeps d'Espanya, Ciutat Sanitaria i Universitaria de 
Bellvitge; Laboratory of Molecular Biology, Department of 
Cryobiology and Cell Therapy***, Cancer Research Inst i tute; 
Barcelona, Spain. 

A polimerase chain reaction (PCR) amplification of T-cell 
receptor-Y(TCRY) gone rearrangement was used for molecular 
staging in a primary cutaneous T-cell lymphoma (CTCL) with 
fatal evolution. Although in i t i a l  evaluation was negative 
for systemic involvement, the patient died due to heart 
fai lure. Autopsy findings revealed lymphomatous myocardial 
in f i l t ra t ion  of but any other tissues and organs examined 
including lymph nodes, l iver ,  spleen, lung and bone marrow 
appeared to be free of disease. Interestingly, molecular 
analysis from frozen samples obtained during the i n i t i a l  
evaluation as well as paraffin-embedded material obtained 
during the autopsy revealed the presence of clonal 
rearranged bands in a l l  tissues examined except the bone 
marrow. Subsequent hybridization of PCR products with a 
tumor-specific oligoprobe confirmed the PCR results 
suggesting a widespread dissemination of the lymphomatous 
process. Therefore, the use of molecular analysis can add 
significant information about the extent of the disease in 
patients with CTCL and be helpful in the establishment 
of therapeutic options. 
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THE REPLICATION ERROR PHENOTYPE IN NERVOUS 
SYSTEM TUMORS 
Sobrido Mr"", Ro~guez-Pereira C". Barros F*'*, I~ma M,  
Carracedo A *", Forteza f "  
Department of N~n'ology*, Department of Pathology'* and Molecular 
Medicine Unit".  Complejo Hospitalario Universitario de Santiago. Spain. 
Aims: Miorosatellite instability or replication error (RER) has been 
implicated in human carcinogenesis. We undertook this Study to assess the 
incidence of RER in primary nervons system tumors using a f l u ~  
based serniantomated DNA sequencer. Metliods: Pm'a_Wm-~ahedded 
samples from 65 gliomas, 32 meningiomns and 11 sehwahnomas were 
obtained from the Department of Pathology and 10t~ s~don were used 
for DNA extraction. We evaluated eight mierosatellite loci (five tetra- and 
3 dinueteotide repeats) on seven chromosomes. The PCR products were 
run on polyacrylamide gels using an ALFtmpm~ automated sequencer 
and the sizes of the resulting fragments were compared. Micrce~ateliite 
instability (MIN)'was defined by the presence of one or more additional 
l~aks in the tumor not Fresent in the corresponding normal DNA. We 
considered a tumor to exhibit the PER phanotype when MIN was present 
in 225% evaluated loci. MIN pogitiv~ and MEN negative Unnors were 
compared tbr I~ologieal type, tumor grade, location, size, duration of 
sym~oms at diagnosis, sex, and patient age. ResUlts: 17.9%, gliomas, 
6.3% meningionmS and 18.2%, sohwannomas w~re MIN positive. The 
RER positivity rate was l,g%, 6,3% and 9,t% respectively. High grade 
gliomas showed more frequent MIN than low grade gliornns (p = INS), 
MIN positive meningiomas had a shorter clinical course (p = 0,0172). 
MIN was more frequent in spinal than cranial sehwaanomas ( p =0,0182). 
Conclusions: Instability of microsatellites is an infrequent feature in 
primary human brain tumors. It is unlikely that mutations of the mismatch 
repair genes play an important role.in the developement of these tumors. 
Larger series are needed to confirm the association between M IN and 
spinal loealtion in schwatmomas. 
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SV40 LIKE DNA IN MALIGNANT MESOTHELIOMA. 
Rm'nael M., Van Steelandt H. 
Dept. Pathology, St. Eiisabath hospital, Herentals, Belgium. 
Aims : Is SV40 like DNA detected by the PRINS method or SV40 
viral protein a potential marker for neoplastic mesothelium ? 
Methods : Formalin fixed paraffin embedded tissue of 25 pleural 
malignant mesotheliomas together with 25 specimens of reactive 
pleura and 25 pleural lung carcinoma metastasis were investigated for 
the presence of SV40 like DNA using PRINS technique with the 
following primers : PY'Vrev detecting a viral sequence common to 
SV40 virus, BK virus and JC virus and primer SVrev specific for 
SV40. Primed in situ labeling was performed with an annealing step 
at 52~ for 10 minutes followed by an elongation step at 72 ~ during 
30 minutes (500 I~M dATP, 500 ~tM dCTP, 500 ttM dGTP, 450 ~tM 
dTTP, 50 BM dig-dUTP in 50% glycerol and 2.5 U Taq polymerase). 
The synthesized DNA was visualized immunohistochemicalIy. The 
presence of SV40 viral proteins was investigated 
immunohistochemieally with the Pab 280 antibody recognizing a 
formalin resistant epitope of the SV40 small t-antigen. 
Results : In the majority of mesothelioma specimens (60%) a strong 
nuclear signal was found with both the PYVrev and SVrev primer in 
the PRINS reaction. The amount of reactive neoplastic cells ranged 
from 5 to 95 %. In all the cases that were positive for viral DNA there 
was immunoreactivity for SV40 small t-antigen with the Pab 280. No 
SV40 DNA or SV40 small t-antigen was found in the non-neoplastic 
mesothelium or carcinoma memstesis. 
Conclusions : The PRINS method is able to detect viral DNA in 
formalin fixed paraffin emhedded tissue. SV40 like DNA and 
immunoreactivity for SV40 small t antigen might be potential markers 
for mesothalioma as non-neoplastic mesothalium and pleural lung 
carcinoma metastasis were negative for SV40 DNA or SV40 protein. 
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PCR DETECTION OF THE t(14;lg)(q32;q21) INVOLVING BCL-2 
ONCOOENE IN FORMALIN-FIXED, PARAFFIN-EMBEDDED 
SPECIMENS OF FOLLICULAR LYMPHOMA 
Todorovir. I., Jan~ar, J., Zidar, A. and Golouh, R. 
Deparmaent of Pathology, Institute of Oneology, Ljubljana, Slovenia 
Aims: The t( 14; 1 g)(q32;q21) chromosomal translocation involving bcl-2 
oneogane and occurring in 80% of follicular lymphomas can be detected 
using the polymerase chain reaction. In order to improve molecular 
diagnosis of low-grade follicular non-Hodgldn's lymphoma we 
developed the PCR method for detection of t( 14; 18)(q32;q21). 
Methods: We analysed 17 cases of low-grade NHLs, all of which were 
hystologically diagnosed as follicular centroblastic-centrocytic 
lymphomas as well as appropriate positive and negative controls. PCR 
analysis of t(14;lg)(q32;q21) was performed with the use of two 
different primers complementary to the negative strand of major 
breakpoint region of bcl-2 oncogane (mbrl and mbr2 primers) and 
consensus primer for lh gane segments of the immunoglobulin heavy 
chain gene (IgH). All 17 cases were also analysed for the presence oflgH 
gone rearrangements with the use of primer complementary to the FRIll 
region of Vh gone segments and consensus Jh primer. PCR products 
were analysed by electrophoresis in 20 agarose and 12% polyacrylamide 
gels, stained with ethidium bromide and photographed under UV light. 
Results: We detected the t(14;Ig)(q32;q21) in 7 of 17 analysed cases 
(41%) by the presence of mnplified product of 170-250 bp in length. 
Seven cases were monoelonal by the IgH-PCR analysis and negative for 
the presence of the t(14;18)(q32;q21). The last 3 cases were polyelonal 
by the IgH-PCR analysis, but also negative by the mbr-PCR analysis. 
Conclusions: We introduced the PCR method for detection of the 
t( 14;I g)(q32;q2 I) involving bcl-2 oncogene. Using described method we 
detected this chromosomal translocation in 41% of analysed cases of 
follicular lyrnphomas. In our hands the sensitivity of the method is lower 
than in other laboratories with detection rote of 50%. 
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PRIMARY CEREBRAL GLIOSARCOMA:A CASE REPORT. 
A~:!!fik.J~*, Hajjaji, A.**, Belabbas A., M.* 
Depar~ent of Pathology, Institut National d'Onoologie*, and 
Departmem of Neurosurgery, Avic~me Hospital**, 
Rabat, Morocco. 
Gliosarcoma is an uncommon brain malignant tumor with a 
mixture of neuroglial and mesenshymal components. This entity 
rises questioning about its clinical features, its management and its 
histogenesis. 
We report on a case of a 57 years-old male patient who souffered 
from intm-cranial hypertension during 3 months. MRI and CT 
scan showed a frontal expansive tumor process surrounded with 
edema. Histopsthologic examination of a stereotaxic biopsy of the 
tumor evoked the diagnosis of meningioma. The patient 
underwent surgery for tumor resection but he died a week later in 
a comatose status. 
Gross analysis showed a solid heterogenous tumor on cut 
sections. 
M i ~ p i c  examination revealed a polymorphous malignant 
tumor made up of a mixture of a fusocellular proliferation (photo) 
rolling up arround thick vessels, loci of neuroglial ceils (photo) 
and osteocartilaginous islands. 
ImmunohistoohemisU'y staining showed a strong positivity of the 
different components with PSI00 antibody (photo), positivity of 
the glial cells with GFAP antibody (photo) and a scatemd 
positivity of the vessels and the fusocollular component with 
smooth muscle Actin antibody (photo). 
The immunoreactivity of our tumor is in agreement with the 
suggested histogenesis which might be either from smooth muscle 
or via differentiation from a pluripotential cell precursor. 
The aggressiveness of gliosareoma is well demonstnited in our case 
since the whole medical course lasted no mot* than 4 months 
ending in the death of the patient a week after surgery. 
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EPIDEMIOLOGICAL AND MORPHOLOGICAL ANALYSIS OF 
MENINGIOMAS AND ATTEMPT TO CORRELATE NUCLEAR 
MAGNETIC RESONANSE IMAGE WITH HISTOLOGICAL 
APPEARANCE 

Bierzv6ska-Ma~bqzvn G. Kluezewska E*., Wolafiska-Karut J., Biatas B., 
Lawnicze, k T. 
Dpta. of Pathomorphology and Nuelenr Magnetic Resoaan~ ~ Medical 
University of Silesia, Upper Silesia Centre for Mother and Child Health 
Care*, Katowice, Poland 

We analyzed 544 ~ of meningioma (out of 5615 nenmpathologin 
specimens) diagnosed in 1989-1998. The male-to-f~ufle ratio was 1:3.18 
(130 males and 414 females). There w~t~ 26 patients below 20 y, 54 aged 
21-30 y, 127 aged 31-40 y, 132 aged 41-50 y, 122 aged 51-60 y, 72 aged 
61-70, and 11 over 70 y (range 13-86 y). 
In 89.5% of patients tumors were located in the cranial cavity and in 
10.5% of patients in the spinal canal. Out of all intracranial tumors, 
30.5% (34% in males and 27% in females) localized in the anterior fosse, 
38% (42% in males and 34% in females) in the medial fosse and 21% 
09% in males and 23% in females) in the posterior fosse. 
"['he following histological types of intmcranial meningioma were 
diagnosed: mertingotheliomatous (If6 cases, 34 males and 82 females), 
transitional (106 eases, 21 rnales and 85 females), fibroblastic 004 cases, 
16 males and 88 females), psammomatous (24 cases, 3 males and 21 
females), angiom~mus (22 eases, 6 males and 16 females), atypical and 
malignant (46 cases, 31 males and 15 females). The remainder were 
mieroeystic, dear cell, chordoid, metaplastic, and papillary types. In the 
spinal canal the following types predominated: psammomatous (31 cases, 
10 males and 21 females), fibmblatic (9 eases, 3 males and 6 f, males), 
mixed (6 cases, 2 males and 4 females), atypical and malignant (7 eases, 3 
males and 4 females), and others (4 eases, 1 male and 3 females). 
We also carried out comparative analysis of the histological appearance of 
tumors and their NMR images in 13 eases diagnosed in 1998. 
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NEUROPATHOLOGICAL CLINICAL AND 
NEURORADIOLOGICAL FINDINGS IN TUMOURS 
ASSOCIATED WITH CHRONIC PHARMACORESISTANT 
EPILEPSIES.(C.P.E,) 
Bramefio M,,C,-aUi C.,.Gambacorta M. 
Dept of Pathology, Ospedale Niguarda Ca' Granda ,Milan, Italy 
Aims: Describe the histopathology of turnouts associated with CPE 
and relate to clinical and neuroradiological findings. 
Methods: For each patient were recorded the following data. ago, 
sex, site of the tumour, duration of seizures, type of resection, and 
results of neuroimaging. Tissue representative of neoptasia was 
included in paraffin and stained with E&E ,Kluver-Barrera, NissI, 
GFAP, Synaptofisin , Nvarofilament, Vimentin ,and MIB 1. 
Histopathological diagnosis were matched with clinical and 
neuroradiological records. 
Results from June 1996 to February 1999 were operated 132 
patients. In 37 cases (27.5%) a neoplasia was diagnosed. The most 
frequent diagnosis was disembdoplastic neuroapithelial tumour 
(DNT) (10 cases) followed by gangtioglioma (8 casos).Ail but two 
were low grade (grade I and II WHO).The most frequent site was 
temporal lobe . No difference was observed for age and sex for 
different histotype. The duration or seizures was longer for DNT 
(mean 12 years) and shorter for fibrillary astrocytoma (2 years).In all 
the patients neuroimaging was considered abnormal. A diagnosis of 
low grade neoplasia was rendered in the majority of cases with only 
few diagnosis of non-neoplastic lesion (e.g. cortical dysplasia). 
Conclusion neoplasia associated with CPE are a particular slating of 
brain tumour with a high proportion of low-grade giioneuronal 
lesions. The knowledge of neuroimaging and of the length of clinical 
history is useful in avoiding diagnosis of high grade turnouts. 
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PROGRESSION OF HISTOPATHOLOGICAL AND GENETIC 
FINDINGS IN RECURRENT MEN1NGIOMAS 

Cerd~-Nicol~ts, M.*, L6pez-Gin6s, C.*, P6rez-Bacete, M.*, Roldan, 
P.**, Llombart-Bosch, A.* 
Dcpt of Pathology, University of Valencia*, Dcpt of Neurosurgcry, 
Clinic Hospital Valencia**, Spain. 

Aims: Neoplastic progression in meningiomas exhibits different 
morphological changes and an increased tendency to recur after 
surgery. The morphological changes form are the basis of the World 
Health Organization (WHO) classification of tumors in benign, 
atypical and anaplastic (malignant) mvningiomas, A number of 
cytogenedc studies have shown that atypical and anaplastic 
meningiomas, in addition to monosomy 22 or 22q deletions, usually 
show abnormalities of several other chromosomes. 
Methods: We present agroup of 12 re~,trrent meningiomas in five 
different patients. Morphological, immunohistochemical, cytogenetics 
and fluorescence in situ hybridization (FISH) studies have been 
performed, Semiquantitative methods have been used to determine 
cellular density and proliferation index (PCNA, Ki-67). 
Resul ts :  Only one case presented benign morphological features and 
later evolved as an atypical tumor. In the other cases the first 
reemxence had atypical morphological findings and successively 
evolved as anaplastic morphological meningiomas. 
The cytogenetic results showed that except in one case, where the 
complex karyotype was present from the beginning, in the other cases 
the fu'st recurrence showed a normal karyotype or only monosomy 22, 
and the following recurrences showed complex karyotype with clonal 
and non-clonal anomalies. The loss of short arm of chromosome 1 in 
lp36 is the most common cytogenetic anomaly found. 
Conc lus ions :  Analysis of morphological findings showed a 
progressive increase in successive recurrences of nuclear 
pleomurphism, mitosis, n~rosis, proliferantinn index and complex 
karyotypes. Deletion of chromosome lp was the most important 
anomaly in the meningioma progression. 

Supported by FISS Grant No 98-0600 Ma&'id 
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PITUITARY CARCINOMA: STUDY OF TWO CASES 
ClouoL R.*, Sarasa, J.L.*, Guzman, A.*, Fortes, J.*, Oiiva, H.*, Ruiz 
Barnes, P.**, Agulleiro, J.**, Ayerbe, J.** 
Dpto. of Pathology*, Neurosurgery** Fundacion Jim6nez Diaz. 
Madrid. Spain. 
Aims: Pituitary carcinomas are rare edenohypophysial neoplasms. The 
inieial clinical presentation is usually that of  a pituitary adenoma. 
Murphologic findings are no well-defined and are found in pituitary 
adenomas too. Only by presence of craniospinal and/or systemic 
metastases they can be diagnosed with certainty. The rarity of those 
eases do not allow valid conclusions concerning the pathogenesis and 
treatment. In general, patients have a poor prognosis. 
Methods: We report a clinicopathologic study of two oases examined 
by light microscopy and immunohistochemistry. Pituitary hormnnos, 
proliferative activity (MIB-I) and p53 immnnoreactivity were studied in 
primary and metastatic tumors. 
Results: Case 1 a 36-year-old male presented with panhypopituitarism 
and visual deficit. He has a non-functioning tumor that is initially 
considered a macroadenoma with suprasellar extension. The time 
interval between the diagnosis of pituitary adenoma and metastatic 
carcinoma was 63 months with rapidly progress to death (10 months). 
Case 2 a 18-years-old female presented with amenorrhea, 
hyperprolactinemia and visual deficit. A prolactin-producing tumor is 
initially considered a pituitary adenoma with suprasellar extension. The 
time interval between the primary tumor and metastatic carcinoma was 
39 months with rapidly progress to death (12 months). 
Both cases presented seller tumour recurrence and disemination in 
subaracnoid space. Histopathological appearance of all tumors has not 
correlated with agressive behaviour. The proliferative activity and p53 
exprosion is increased in recurrent tumors and much more in metastatic 
neoplasms. 
Conr The high mitotic and MIB-1 labeling indices as well as 
p53 immunureactivity may be of some diagnostic usefulness as markers 
of biologycally agrossive behavior. 
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PROGNOSTIC SIGNIFICANCE OF PROLIFERATION 
INDEX AND EXPRESSION OF OFAP IN MALIGNANT 
ASTROCYTOMAS 
Coca. Sentia~,o: Jimenez,Fernando; Moreno, Manuel; Martos, 
Jose Antonio, De Agnstin, Domingo, Izquierdo, Angeles. 
Hospital del Aire. Madrid. 
The WHO and StAnne-Mayo grading systems for astroeytir 
neoplasms, are the most frequently used for differential diagnosis 
between anaplastic astroeytorna (AA) and glioblastoma 
multiforme (GM). Both systems are based only on histological 
criteria and the agreement among pathologists is frequently low. 
Because of that we proposed a system based on the differentiation 
of tumoral cells, qnantifing the cytoplasmic expresi6n of GFAP 
and the proliferation index (PI) by measuring the 
immunohistoehemical expression of Ki-67. 
We have studied 81 patients with malignant astrocytomas that 
were followed clinically until death due to tumor. In an univariate 
analysis we found prognostic value for, age, sex, necrosis, 
angiogenesia, expresi6n of Ki 67 and GFAP. But only did 
expresai6n of Ki 67 and GFAP show independent prognostic 
value using the Cox Stepwise regression model. We classified as 
GM the tumors with a Pt higher than 15% of tumoral cells or 
with a weak GFAP expression and as AA the rest of malignant 
astrceytomas. We found statistically significant survival 
differences between these two groups of patients (p<0,000). In 
addition we found a lesser degree of overlapping (33%) with our 
system vs WHO grading system (41%). 
Conclussion: The combination of PI and expression of GFAP in 
tumoral cells has prognostic value in malignant astroeytomas and 
it can be useful to differentiate between anaplastic astrocytoma 
and glioblastoma multiforme. 
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PROGNOSTIC SIGNIFICANCE OF ANGIOGENESIS IN 
LOW-GRADE OLIGODENDROGLIOMAS 
J. Vaquero~ M. Zurita, S. Coca, C. Morales, I. Zurita, S. Oya 
Laboratory of Experimental Neuro-oncology, Neuroscience 
Research Unit of the Mapfre-Medicine Foundation, Puerta de 
Hierro Clinic, Air Forces Hospital. Madrid. 
The importance of angiogenesis as a prognostic factor in brain 
tumors recently has been reported. Based on the expression of 
CD-34 endothelial marker, tumors with low or high vascular 
density may be identified, but this factor had no influence on the 
survival rate of patients. 
Nevertheless, the prognostic significance of intratumor 
angiogenesis must be evaluated in relation to the number of 
tumor cells. For this reason, in the present study, we analyzed 
the long-term prognostic significance era morphometric score 
expressing the vascular area for every I000 tumor cells in 
patients with a low-grade oligodendroglioma that has been 
treated surgically and irradiated 
A series of 26 patients with a low-grade oligodendroglioma was 
followed clinically for 10 years or until death due to tumor 
progression. In each case, the tumor vascular surface index 
(VSI) was determined as the CD-34 immunostained endothelial 
surface in [am 2 per 1000 tumor cells. Survival was compared 
between patients with a VSI lesser or greater than 15 and the 
correlation between the VSI score and CT-scan tumor- 
enhancement was analyzed. Patients with a VSI of  less than 15 
(n=12) showed a survival at 5 and 10 years of 100% and 71~ 
respectively, versus a survival of 50% and 0% for patients 
presenting a VSI greater than 15 (n=14) (P < 0.05). 
Our present findings show the usefulness of the VSI as a lung- 
term prognostic factor in low-grade oligodendroglioma 
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DIAPHRAGMATIC MITOCHONDRIAL CRYSTALLINE 
INCLUSIONS IN CHRONIC OBSTRUCTIVE PULMONARY 
DISEASE PATIENTS. AN ULTRASTRUCTURAL STUDY. 
F~.rrer ME)., Lloreta J., Carrato C., Arroyo B., Baixeras N., Corominas 
JM., Gea J.*, Orozco M.*, J Broquetas* and Serrano S. Pathology Dept. 
and Neumology Dept.* Hospital del Mar, Barcelona, Spain. 
Background: Impaired respiratory muscle function ts thought to be a 
relevant pathogenetic mechanism in chronic obstructive pulmonary 
disease (COPD) patients. Although it has been attributed to mechanical 
overload, this disfunction could also be related to a primary defect in 
respiratory muscles, predisposing COPD patients to develop respiratory 
muscle fatigue. Mitochondrial crystalline inclusions (MCI) can be induced 
by oxidative stress, but are not specific forprimary or secondary muscle 
disease. This study was carried out to determine the incidence and 
functional correlates of MCI in muscle fibers of COPD patients. 
Material and methods: Diaphragm, latissimus dorsi, and deltoid muscle 
biopsies from 40 patients with COPD, undergoing surgery for other 
reasons, were the subject of the present study. Samples were processed 
for electron microscopy. Micrographs were taken from areas with high 
mitochondrial densitiy (MD) at constant, calibrated magnification of 
5,700. MD was obtained by counting the number of mitochondrial 
sections per 100 Bm 2 of muscle fiber. Relationship of MCI with ME), 
FEV~, FEVdFVC, RV, RV/TLC, PaO2, and Pdi=~ was investigated. 
Results: MCI were found in diaphragm muscle fibers of 4 patients (10%). 
These inclusions consisted of four parallel layers, with periodic dots 
between them, and were located in the intereristaI mitochondfial space. 
They were not found in latissimus dorsi nor deltoid muscle fibers in any of 
the cases. Presence of MCI was not correlated with age (64 • years), 
ME) (50_+28 mit/100 Bin2; Control values = 46• Bin2), FEV1 
(60-+34%ref), FEVI/FVC (60• RV (l10+_33%ref), RV/TLC 
(43• 18%ref), PaO2(85_+8 mm Hg) nor Pdi,~,x (86+18 cm H20). 
Conclusion: MCI can be found in the diaphragm of 10% of COPD 
patients. Their occurrence does not seem to be related to severity of 
disease, and it has not been observed in other muscles from these patients. 
Although MCI are probably a non-specific finding, they could be the 
reflection of a primary mitochonddal defect. Study of mitochondrial DNA 
and respiratory chain components in the diaphragm of COPD patients 
could be helpful in understanding respiratory muscle disfunction, as well 
as the biological meaning of these inclusions. 
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CLINICO-PATHOLOGICAL ANALYSIS OF PILOCYTIC ASTROCY- 
TOMAS & GANGLIOGLIOMAS 1N CHILDREN. 
Fiks T.~,,  Liberski P.P. 
Dpts. Of Pathology. ICZMP Hospital & Medica['s Academy in L6d~;, Po- 
land. 
Aims: Clinico-pathologieal analysis ofpiMcytie as~'ocytomas (PA) & gan- 
glioghomas (GO), cotme~ed with nenronal markers investigation in these 
two groups of neoplasms. Analysis of surviving. 
Method~: The data fro-m 69 patients in age from 4 monthslo t6 y e m ~ h  
tumors of CNS, recognised as pilocytic astrocytoma (Sgoasas) or ganglio- 
glioma (t  t cases) was retrospemiv~ reviewed. The r HE-stained 
hisopathological slides of all cases were reviewed too. All specimens were 
additionabl stained using antibodies to ,,GFAP, SYN & NFP'. Historical, 
clinical, neuroimaging and intraoperative data was analysed carefully as well 
as median survival time in s groups of paticms. 
Results: During the retrospective review of 58 cases recegnised as PA, 7 
cases h~d cherac~stic, perikwyal synaptophysin pos'i~ve immun~ 
arround large neuron-like cells and 8 tumors had positive NFP reactivity in 
the cellular processes. Finally, l I verified m~flasms, wc~ch-previous~y ear- 
tied diagnosis of PA, demonstrated strong, immunopositive reaction for 
SYN or NFP or both antibodies, These cases were reclassified as gang~o- 
giiomas. None of I I tumors recognised as ,GG" were reclassified as PA. 
After m~ntioned above verification 47 neoplasm carried diagrtosis of pilo- 
cytic astrocytoma& 22 ofganglioglioma. 
The overall 5-year survival was 88,89% in PA and 70,00% in GO group. 
Conclusions: Pilocytic astrocytomas must be scrupulously differentiated 
from ~iogliorn~. ~ diagnosis should be made with h~p of 
immunohistopathologieal reaction on SYN & NFP. 
The highest survival in the midst of children" s CNS neoplasms is observed 
among PA-s and it is almost twice higher then among Fibrillary Astroeyto- 
mas. Survival in a group of gangiiogiioma is a little less then in pilocytic 
astrocytoma and it is probably related to unfavourable lacalisation of the 
former. 



P-425 

EXPRESSION OF P53 IN LOW-GRADE GLIOMAS, 
PROGNOSTIC VALUE. 
Gonz~ez. G., Casalots, J., Gareia-Baeh, M.*, Forcada, P., Gonzhlez, 
C,, Tarmch, X., Salas, A. 
Depts. of  Pathology and Neurosurgery*. Hospital Mdtua de Terrassa, 
Terrassa, Barcelona, Spain. 
Aims: To determine ovc~xpression of  p53 in a series of low-grade 
gliomas and evaluate a possible relationship with tumoral agressive 
behaviour. 
Methods: 48 low-grade gliomas (30 astrocytomas, 14 
oligodendrogliomas and 4 oligo-astroeytomas) in 29 male, and 19 
fernales (age range 15-75) were examined for expression of p53, 
which was measured as the percentage of  stained nuclei. Tumoral 
progression was assumed in cases of recurrence, rapid growth after 
incomplete surgical resection or histologically provod malignant 
transformation_ 
Results: 28 pati~ts (37,5%) showed tumoral progression. For the 
entire group, 32 tumors (67%) showed positive p53 
inmunoreaetivity, p53 expression was observed in 16 astrocytomas 
(53%), 12 oligedendrogliomas (86%) and 4 oligo-astmcytomas 
(100~ Patients with p53 negative tumors showed longer periods 
without tumoral progression than patients with p53 positive ones, 
although the difference was not statistically significant. Further 
separation of  positive tumors into two groups (p53 indices higher or 
lower than 10%), showed neither a significant difference. 
Conclusions: p53 immunoreactivity is observed in a high number of 
low-grade gliomas, p53 expresses more frequently in tumors with an 
oligodendroglioma eompunent, whether they are pure or mixed. 
Overexpression of p53 is not predictive of  agressive behaviour in 
low-grade gliomas. 
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GLUCOSE TRANSPORT OF ASTROCYTES DURING MICROflPHERE- 
INDUCED BRAIN ISCHEMIA IN RATS: AN ULTRASTRUCTURAL STUDY 
Kaiiharg H.*, Kinoshita, A.*, Tsutsumi, E.*, Miyake, K.**, Takeo, S.** 
Dept. Pathology, Inst. of Health Sci., Faculty of Mad., Hiroshima Univarsity* , 
Hirnshima, and ls't Dept. of Pharmacology, Tokyo College of Pharmacy**, 
Hachioji, Tokyo, Jatmn 
Aims: Brain infarction is the most common diseasa of the central nervous 
system. However, glucose metabolism of nerve calls and astrucytes during brain 
ischemia is not fully understood. To study the s~'uctural changes of nerve celIs 
and aslrocytas during brain ischimia, brain infarction was induced by injection of 
microsphercs through the internal carotid artery, and surviving cells surrounding 
infarcted areas were obsmved by light and electron microscope. 
Methods: Adult male Wistar rats were used in this study. The brain infarction 
was induced by injection of microsphares, 47.5 + 0.5 ~ m in diamater, through 
dght internal carotid artery. Rats which showed hemiplegia were sacrificed at 3, 
5 and 7 days after operation and the brains of these animals were observed by 
light and electron microscopy. 
Results: At 3 days after microsphere injection, n~rotic areas, variable in size 
and shapa, wera seen mainly in the parietotemporal cortex, corpus callnsum, 
hippocampns, thalamus, and lenticular nucleus of the affected hemisphere. These 
necrotic areas showed liquefa~ive changes toward 14 days after operation. 
Perivascular narrow areas and cytoplasm of some glia cells were distinctly PAS 
positive in the survival areas on the 3rd day after operation. However, these PAS 
positive cells disapp~red in the tissues on the 7th day. In electron microscopic 
observations, numerous glycogen granules accumulated in the cytoplasm of 
as~'ocytes on the 3rd day. The cytophsm of astrocytas surrounding capillary 
vessels also contained numerous glycogen granules. Numerous small cytoplasmic 
processes containing glycogen granules were aRached to the surfaces of the 
nerve cells. In conlrast, glycogen granules could not be found in the cytoplasm 
of the nova cells. The glycogen granules of astrocytes decreased in number by 
the 5th day, and were almost absent by the 7th day after operation. 
Conclusion: Glycogen granules accumulated in the cytoplasm of the astrocytes 
during the early stage of brain infarctinn. These findings indicate that a) glucose 
is transported from astrocytes to nerve calls, 2) glucose utilization of nerve cells 
is impaired in the early stage of brain ischemia, 3) the function of glucose trans- 
port is not impaired in the asax, cytes during brain ischemia, and 4) accumulated 
glucose is stored as glycogen granules in the cytoplasm of the as~ocytes.. 
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PREDICTION OF RECURRENCE OF BENIGN MENINGIOMAS 
USING ANTIBODIES AGAINST PROTEINS THAT REGULATE 
DNA REPLICATION 
Dawd Hunt Alex Freeman , Leslcy S. Morns**, Nell Bume~ , 
Kate Bird,  Tom Dawes , Ron A. Laskey** and Nmk Coleman 
*Department of Pathology, ** CRC/Wellcome lnsatute, *'*Department of 
Oncology, Addenbrooke's Hospital, University of Cambridge 

Aims: No features predictive of recurrence of  benign meningiomas have 
been consistently identified to date. We have investigated the potential 
utility of  antibodies against the minichromosome maintenance-2 protein 
(Morn-2), a member of the DNA,hinding pre-replicative complex, in 
predicting meningioma recurrence. MCM proteins are essential for 
eukaryotic DNA replication and are present throughout the cell cycle, 
but down-regulated in quiescence and cell differentiation, making them 
specific markers of  proliferating cells. 
Methods: We compared the Mere-2 Labelling Index (percentage of  
positively-stained cells) of 14 recurrent mcningiomas with 28 non 
recurrent meningiomas, measuring for each turnout both the average 
Labelling Index (L.I.A~n~)and the Labelling Index for the region of  
highest proliferative activity (L.I.sls~.~). 
Results: Our results show that both the Mcm-2 L.I .Av~ and Mcm-2 
L.I .81~ are significantly greater in the meningiomas which 
subsequently recurred compared to the nonmcurmm group. The values 
for Morn-2 L.I.Avmse show a large degree of  overlap between groups, 
and therefore an individual value contains little information predictive 
of  recurrence. However, values for Mcm-2 L. I .H~t  overlap much less 
between groups, suggesting that the individual values contain useful 
information for prediction of  turnout recurrence. 
Conclusions: The results from this study suggest that activity of  the 
region of  highest pmliferalion appr to be an important determinant of  
meningioma reeunence. 
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PATHOLOGICAL COMPARISON BETWEEN CHILDREN AND 
ADULTS WITH CORTICAL LOBECTOMY FOR INTRACTABLE 
SEIZURES 
~ ,  Yeon-Lim Suh, Young Hyeh Ko. 
Department of Diagnostic Pathology, Samsung Medical Center, 
Sungkymakwan University School of Medicine, Seoul, Korea 
Aims: Many pathological surveys of partial resections of  cerebral co rt.ex 
for intractable seizures have been reviewed by several groups. Few studies, 
however, have been focused on the differences between childhood and 
adults. Herein we assessed the differences of pathologic features between 
adults and children. 
Methods: One hundred and sixty-four lobectomies for intractable complex 
partial and generalized tonic clonic seizures were histologically analyzed. 
There were 28 children (less than 15 year) and 136 adults. We compared 
the frequency of histopathologic features, the distribution of involved 
cortex (temporal or extratemporal lobe), previous history of febrile sezure, 
and coexistence of other lesions (dual pathology) between two groups. 
Focal cortical dysplasia was graded into mild, moderate, and severe. Mild 
cortical dysplasia represented microdysgenesis. Polymicrogyria and/or 
white matter glioneuronal heterotopia belonged to moderate cort.ical 
dysplasia and the presence of  balloon cells and/or neuronal cy.tomegaly to 
severe dysplasia. More than 8 heterotopic neurons per 200 mif in white 
matter were regarded as single heterotopic white matter neurons. 
Results: Pathologic alterations were encountered in 92 % of 154 patients. 
There were cort-ic01 dysplasia (n=97), hippocampal sclerosis (n=86), 
neoplasm (n=27), cerebral cystmercosis (n=3), cortical tuber (n=l), 
leukomalacia (n=l), and Rasmussen's encephalitis (n=l). Focal cortical 
dysplasia was more frequent lesion in adults (79 %) than in children 
(57%). A higher frequency of severe cortical dysplasia, neoplasia and 
extratempora[lobe involvement was found in children (31.2%, 25%, 50%) 
than in adults (1.:2%, 11.7%, 24%). Subependymat giant cell astrocy~omas 
and central neurocytoma were exclusively found in children. 
Glioblastoma, oligodendroglioma, gliomatosis cerebri and vascular 
malformations were found only in adults. Dysembryoplastic 
neuroepithelial tumors and ganglioghomas were observed in beth group, 
Hippocampal sclerosis was associated with younger age of  seizure onset 
andprevious injury. Dual pathology was seen in 54% of 164 patients (5 
children and 86 adults) and much more common in adults (63%) than in 
children (18%). o 
Conclusions: Based on our results, more frequent extratemporal 1 be 
involvement, a higher frequency of neoplastm lesions and a lower 
incidence of dual pathology were common inpediatric intractable seizures. 
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MIXED GLIONEURONAL TUMORS ASSOCIATED WITH 
EPILEPSY: A SPECTRUM OF INTERRELATED LESIONS 
Moreno. A.*. *, Garcia-Sola, R.**, de Felipe, J.***, Ram6n y Cajal- 
Agiieras, S. 
*Clinica Puerta de Hierro, **Hospital La Princesa, ***Instituto Cajal, 
Madrid, Spain. 
Aims: Several types of tumors and hamartomas are distinguished by glial 
proliferation and the presence of neuronal cells. Meningioangiomatosis is 
characterized by meningeal desmoplasia and cortical infiltration by 
fibroblastic elements intermixed with glia and neurons. Ganglionic 
tumors frequently contain neurons of different sizes and glial cells with or 
without meningeal proliferation and desmoplasia. 
Methods: Twenty-two lesions associated with drug-resistant temporal 
epilepsy were studied. They werc diagnosed as meningioangiomatosis 
(n=6), ganglioglioma (n=10), gangliocytoma (n=3) or pleomorphic 
xanthoastrocytoma (n=3). 
Results: Meningioangiomatosis was characterized by meningothclial and 
glial-neuronal proliferation, with variable proportions of thc different 
components, as well as sclerosis and other more cellular lesions. All of 
them showed positivity for neurofilaments, synaptophysin and GFAP. 
The gangliogliomas and gangllocytomas had mixed neuronal and glial 
components and variable degrees of meningeal and vascular involvement. 
The pleomorphic xanthoastrocytomas presented signs of neuronal 
differentiation, fibrosis and pleomorphic glial ceils. 
Conclusions: The histological study of these lesions demonstrates that 
they all contain neuronal cells in different stages of maturation and astro- 
glia or oligodendroglia. This fact suggests that meningioangiomatosis, 
gangliogliomas, gangliocytomas and glial tumors with divergent 
differentiation may all represent a single type of tumor, with variable 
proportions of the same cellular elements. 
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PRIMARY MALIGNANT MELANOMA OF CENTRAL 
NERVOUS SYSTEM WITH SUBARACNOIDAL INVASION. 
A CASE REPORT. 
~ M a r t f  Ibor, M.E. Moreno Sanz, L.M. Bosch 
Apadcio, N. Prieto Roddguez, M. Salom Fuster, JV. 
DpL of Pathology =Hospital La Fe', Valencia. Spain. 
We report a primary malignant melanoma of central nervous system 
(PMMCNS) with massive subaracnoidal invasion, and discuss 
differential diagnosis. 
Male aged 42 with neurologic deficit and normal computerized 
tomography, who showed on magnetic resonance exaacramal mass 
of 2,5 cm of diameter at Foremen Magnum level. At surgical 
resection it was a soft, black nodular mass and subpial invasion with 
black plaque appearance. Histologic examination reveald a 
pigmented neoplasm composed of spindle and epitheloid atypical 
cells with prominent nucleoli and frequent mitosis. R was sheet 
disposed and loci of tumoral necrosis were present. 
On immunohistcchcmical assay expressed HMB-45 and vimentirL 
Patient developed progressive neurologic damage and die at 23th 
day. Necropsy was performed to reject the existence of  cutaneus, 
raucosal or ocular primary melanoma and the diagnosis of 
PMMCNS was confLrmcd. 
PMNICNS is a rare neoplasm which requires rejection o peripheral 
melanoma for its diagnosis so they can be morphologically and 
immunophenotipically identical. Also, can be associated with 
melunosis neurccutanens syndrom, Ota's nevus and as complication 
of neurofibromatosis. Differential diagnosis with meningeal 
melanocytoma must be considered although the later lacks clear 
evidence of mitosis, necrosis and its well circamserite. 
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DYSEMBRYOPLASTIC NEUROEPITHELIAL TUMOR. PRE- 
SENTATION OF TWO CASES, ONE IN A 37 YEARS MALE. 
Palomo-Gonzltlez MJ, P6rcz-Requena J, Jimdnez-Ruiz JM, Gil- 
Salu J*, Del Rlo-lgnacio JJ. Dpts. of Pathology and Neuro- 
surgery*, "Puerts del Mar" Hospital.University of C6diz, Spain. 
AIMS: Dysembryoplastic Neuroepithelial Tumor (DNT) is an 
uncommon lesion considered quasihamartomatous and closely 
associated with embryogenesis by some authors. Generally it is 
diagnosed in children after a long history of seizures and has an 
excellent prognosis despite incomplete tumor removal. We 
present two cases of  DNT in two patients aged 6 and 37 years. 
The tumors were located in temporal and frontal lobes and were 
considered clinically as low grade gliomas. 
METHODS: Standard histological procedeure and immunohisto- 
chemical study were performed. 
RESULTS: Microscopic examination showed two neuroepi- 
thelial tumors composed of mutiple nodules of oligndendrocite- 
like cells in a ribbon or targetuid pattern and microcysts 
containing mucoid basophilic material. The intervening cortex 
displayed only mild astrocytosis without displastic features. Well 
differentiated neurons occasionally within mucous pools and 
peripheral satellitosis were appreciated. These lesions closely 
resemble low grade oligndendrogliomas and must be 
differentiated also from pylocytic astrccytoma, ganglion cell 
tumor and central neurocytoma, particularly in frozen sections. 
CONCLUSIONS: Dysembryoplastic Neuroepithelial Tumor is a 
complex lesion of a relative difficult diagnosis that should be 
cosidered in the differential diagnosis of seizure-causing 
neoplasms. Distinction from other tumors is important because of 
the good behavior of this lesion; its recognition will avoid 
unnecesary aggresive therapy. 
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HISTOLOGICAL AND BEHAVIORAL OUTCOMES OF 
REVERSIBLE GLOBAL CEREBRAL ISCHEMIA IN RATS: 
PROTECTIVE EFFECT OF y-HYDROXYBUTYR.ATE 
Bertolini, A.*, Ottarfi, A*, Vergnni, A.V.*, Begh6, F****, Zaffe, D.**, 
Pitino. A.***, Botticelli, A.R.*** 
Dpts of Biomedical Sciences*, Morphological Sciences and Forensic 
M~iicine**, University of Moderm, Human Pathology***, Univegsity 
of Pavia, and Laboratorio Farmaceutico CT***, Sanreano INL Italy. 
Aims: To investigate the possible protective effect of gamma- 
hydroxybutyrate (GLIB), a CNS depressant naturally occurring in brain, 
on reversible global cerebral ischemia in rats. 
Methods: GHB (300 mg/Kg) was administered 30' before or 3' aRer 
bilateral vertebral carotid artery occlusion and twice daily (I00 mg/kg) 
for I0 days to rat groups A and B; group C rats underwent carotid 
occlusion and saline treatment, control rats were sham operated and 
treated with saline. Locomotor activity, open field behavior, learning 
and memory (water maze test) were studied 27 days after surgery. 
Haematoxylin-Eosin, Fenlgen staining, immunohistochemical GFAP 
and NSE detection (ABC System) were performed on formalin fixed 
and paraffin embedded sections of rat hippocampus (step-section- 
technique), 3, 10 and 15 days after ischemia. Morphometrical data were 
collected using a VIDAS Zeiss or SCATI system. 
Results: GHB-trcated rats (groups A and B) had behavioral 
performances similar to those of control rats, whereas significant longer 
latencies (108.7s vs 62 _+ 11.7, p<0.05 at the end of the 4 ~ day trial) 
were observed in saline-treated rats (group C). Necrotic area and 
percent of damaged neurons were also higher in saline-treated rats than 
in control and GHB-treated rats. 
Conclusions: These results show that GliB has a significant protective 
effect both on histological and behavioral consequences of a transient 
global cerebral isehemia in rats. 
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PARAGANGLIOMA OF CAUDA EQUINA:TWO CASES. 
Rarnos Guilldn C, Pdrez-Requena J, Del Rio Ignacio JJ, Jimdnez- 
Ruiz JM, Garcia Odmez N. 
Department of Pathology. "Puetta del Mar" Hospital 
University of C~iz, Spain. 
AIMS: We present two cases of paraganglioma of the cauda 
equina, a slow-growing, mostly benign intradural-extradural 
tumors, clinically and radiographicaIIy indistinguishable from 
others neoplasms arising in this location. 
METHODS: Two patients of 29 and 44 years old presented with 
low back pain and sciatica of several months of evolution. The 
RMN showed delicately encapsulated intradural masses, sugesti- 
ve of ependimoma in one case and neudnoma in the other one. 
The masses were removed, standard histological procedure and 
immunohistocheminal studies were performed. 
RESULTS: The histological studies showed encapsulated masses 
moderately cellular composed of uniform cells (chief cells) 
arranged in large lobules, nests termed "zellballen", surrounded 
by capillaries disposed throughout the lesion. Sustentacular cells, 
regularly ocurring but inconspicuous components of paragan- 
glioma, tend to form a flattened, nearly uniform layer. The chief 
ceils exibit immunoreactivity for neuron-enolasa specific, 
chromogranin and synaptophysin and the sustentacular cells for 
S-100. 
CONCLUSIONS: Pmagenglioma of  cauda equirm represents a 
rare entity. Became they only occur sporadically, they am oRen 
not included in the differential diagnosis of mass lesion of the 
region of nauda equina. Almost all paraganglioma of the cauda 
equina are well circonscdbed masses which can be totally 
resected and cured. The small percentage that cannot be ressected 
may recur. 
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PITUITARY XANTHOHISTIOCYTIC PROLIFERATION 
RESEMBLING XANTHOMATOUS HYPOPHYSITIS (XH). 
REPORT OF ONE CASE. 
T.Rjbalta, Y.Arce, A.Martinez, X.Farrd, J.ABombi, A.Cardesa 
Department of Pathology. Hospital Clinic. University of Barcelona 
Medical School. Villarroel 170, 08036 Barcelona (Spain) 
Aims: XH is a newly described entity of obscure etiology and 
unknown natural history. We report the clinical and pathological 
findings for one patient, who underwent a transesphenoidal resection 
for presumed pituitary adenoma. 
Methods: The patient was a 69 y.o. man, who presented in October 
1997 with a visual deficit, manifested by bitemporal hemianopsia, and a 
preceding headache of 9 months duration. Preoperative endocdnologic 
studies were normal. Neuroimaging studies showed a homogeneous 
supraseUar mass, wich enhanced with contrast, and which compressed 
the optic chiasm. With the clinical diagnosis of probable pituitary 
adenome, the lesion was partially resected in May 1998. A moderate 
increase in the size of the lesion was observed in the 10 months aRer 
the operation. 
Results: Histologically, the lesion showed a solid pattern of short 
spindle cells, with clear or granular, slightly eosinophilic cytoplasm and 
focal xanthomatom change. Mitotic figures were ocasionally observed. 
There were no necrotic or heemorrhagic loci, or granulomas. Zkiei- 
Nenlsen, Gram, PAS, and metheoarnine silver stains failed to identify 
irffeotiom microorganisms. The iumunostains revealed diffuse positive 
expression of CD68 and (xl-antitrypsin, and negative results for 
chromogranine A and adenohypopbysal hormones. A few, residual 
anterior, pituitary acinar cells were recognized with the ACTH 
antiserum. The S-100 protein, CDle, GFAP, CAM 5.2 cytokermin, 
mad EMA were negative. The ultrastruetural study confirmed the 
histiocytic cham~er ofthe cells. 
Conclusions: Some differences between our case and others reported 
of  XI-I are evident, like the age of  the patient, and the enlargement of 
the lesion after operation. A low-grede, neoplastic prefiguration cannot 
be fully discarded in the present case. 
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MELANOTIC SCHWANNOMA OF THE SPINAL NERVE ROOT, 
.M...~ndez Medina R*, Manzano Sanz C*, Garcia Suarez MP*, Ravina 
Cabrera J**, Trujillo Ferrd E***, Martin Herrera A*, Ravina Cabrera 
MD*. 
Pathology*, Ncurosurgery**, and Neuroradiology*** Services, Hospital 
Universitario de Canarias. 
Aims: Peripheric pigmented tumors o f  the nervous system that affect 
craneal nerves or spinal nervous roots are rare entities that oRen display 
differential diagnostic problems with melanic malignant neoplasias. 
Methods: 33-year-old woman presented with sciatic pain irradiated to 
L5 territory. Computerized Axial Tomography and Magnetic nuclear 
Resonance showed the presence of a neurinoma located at right LS. 
Surgery was performed by lumbar laminectomy, achieving the complete 
removal of the tumor. The patient did not develop additional deficits. 
The histologic study revealed the presence of a neopiasia with compactly 
arranged spindle cells with long oval nuclei oriented with their long axes 
parallel to one another. The tumor showed zones were the cells were 
arranged in palisades at either end of  a bundle of  parallel fibers. Many of 
these cells contained meianic pigment. It was negative for iron 
techniques and positive for immunohistochemical stains S 100 and HMB- 
43. 
Conclusions: Although it is well known the common origin of the 
Schwarm cells and the melanoblasts, the co-existence of both type, of 
cells in the tumor of peripheric nerves is a rare event. The absence of 
mitosis, necrosis, or any other malignant signs, that would support the 
diagnostic of melanoma, confirm the good prognosis of this lesion that 
follows the complete removal o f  the tumor. 
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NASAL OLIOMA OR NASAL GLIAL HETEROTOPIA 
Morphological And Immunohistochemical Study Of Two Cases 
$~t~chez-Fernkndez de Sevilla MC. Cerd~-Nicolas M, Morell-Quadreny L, 
L6pez -Gines C, Grmthner S, Llombart-Bosch A 
Servicios de Anatomia Patol6gica, Hospital de Requena y Hospital Clfnico de 
Valencia, Spain. 
Introduction: The term nasal glioma was introduced by Schmidt in 1900 to 
define a benign neoplastic lesion located in the nasal region formed of nervous 
tissue mixed with connective tissue. Opposed to this neoplastic concept Scherer 
in 1940 proposed a dysembryoplastic origin of this lesion. Following the same 
concept Lantes in 1997 denominates it Nasal •lial Heterotopia. It presents as a 
congenital benign tumor, composed of hetorotopir nervous tissue situated 
extracranially at the nasal or pmanasal area. The lesions are etiopathogeoically 
related to encephalocelns. They present a 19% of recidivos although these are 
frequently related to incomplete surgical excision. 
Cases: In this communication we present two cases of Nasal Olioma at the 
nasal root in the subopidermic ZOne. CAT scan did not demonstrate bony 
defects or relation to the CNS. The ftrst case corresponds to a child 3 months of 
age who presented a tumor 2cm in diameter. The histological study showed in 
the dermis nervous tissue formed by well differentiated, GFAP and S-100 
positivv, astrocytes forming cordonal structures delimited by connective tissue. 
There wore no neurones. We observed myosin, aetin and desmin positive, 
striated muscle fibers closely related to the nervous tissue. The second case 
corresponds to a new-born with a CNS malformation consisting of aganesia of 
the posterior 2/3 of the corpus callosum and multiple heterotopic lesions, the 
largest situated in the cerebellum and in the supratentorial meninges. There was 
a l,Scm tumor at the nasal root. Histology showed a mixed nervous tissue 
composed of GFAP and S-100 positive, differentiated astrocytes and areas of 
Enolase positive neurones. In the two cases, Ki-67 and PCNA staining did not 
demonstrate proliferative activity. 
Couclnsious: The heterogeneous chm'acteristies of the tumors, their association 
with malformations (case 2) and the absence of proliferation support their 
dysgenetic origin as heterotopius caused by closure defects of the neural tube in 
the area of the anterior neural bud. The heterogeneous histological composition 
(glial or glinneuronal) of these lesions might be caused by apoptotic changes in 
the heterotopic nervous tissue with loss of the neurorml component, similar to 
observations at other sites. 
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CANINE ASTROCYTOMA. A COMPARATIVE STUDY. 
Stoiea. G.*. Tasca, S.I., Coates, JR.**, Dewr C,W,** 
Dept. of Veterinary Pathobiology*, and Small Animal Medicine & 
Surgery**, Texas A&M University, College Station, Texas, U.S.A. 
Aims: As it is in humans, canine astrocytoma is one of  the most common 
tumor of the central nervous system. Of the domesticated animal species, 
most examples are seen in dogs, and the spectrum that has been described 
is quite broad. The incidence of intracranial neoplasms is estimated at 
14.5 per year per 100,000 canine population as risk. As the request of pet 
owners for biopsy, surgical removal and therapy of brain tumors increased 
there is a need to improve our understanding of  genetic basis of central 
nervous system (CNS) tumors. G-enetio changes ultimately determine the 
outcome of the tumor progression. 
Methods: In this regard, twenty canine astrocytomas were analyzed 
retroactively from archival tissues available from several veterinary 
hospitals. Clinical history, neuroimaging, (computerized tomography - 
CT), morphoimmunophenotyping and genetic alteration of p53 and 
epithelial growth factor receptors (EGFR) were investigated in these 
canine astrocytomas. 
Results: Neuroimaging localized the brain tumors and 
morphophenotyping helped in classifying the CNS neoplasms. Genetic 
alterative changes of  p53 and EGFR showed a similar pattern of 
expression as human counterpart. Forty percent of canine astrocytomas 
exhibited positive immunolabeling for p53 and 35% were positively 
immunolabeled for EGFR. In contrast with human counterpart, more 
canine astrocytomas showed an undifferentiated morphological pattern 
consisting of primitive, "stem cells" proliferation which oRen did not 
express any specific phenotypie markers. 
Conclusions: Results generated from CT, histopathology and genetic 
alterations ofCNS astrocytomaswill help to develop a better dassification 
system in veterinary medicine that will reflect the biological behavior of 
these tumors and therapeutic responses to novel therapies. 
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THE LYMPHOPLASMACYTE-RICH MENINGIOMA - 
A POTENTIAL PITFALL IN INTRAOPERATIVE DIAGNOSIS 
Mugier, M.*, Sturm, K.W., 
Depts.of Path_, Kath.-Hosp.Stuttgart*, RWTH Aachen, Germany 

Conspicuous feet of  lymphocytes in otherwise typical meningiomas 
aren't an unusual histological finding. 'Inflammatory" meniagiomas 
with mononuclear infiltrates so dense as to obscur the underlying 
meningothelial pattern, however, are rare. 

We report two young, 17 and 18 year-old female patients with 
meningiomas, displaying a predominance of lymphocytes and 
plasmacells, according to the WHO-definition of a 
lymphoplasmacyte-rich mert/ngioma. The neuroradiological findings 
of well demarcated lesions approximately 2 cm, respectively 5 cm in 
diameter were consistent with the diagnosis of a meningiom& Intra- 
operativelay this diagnosis, however, could not be confirmed. 

In the first ease, multiple conspicuous follicles of small lymphoeytes 
and plasrnacells, some showing germinal cenlres, were the most 
remarkable feature. Many plasmacells contained large Russell- 
bodies.Even a marked mononuclear infiltration around blood vessels 
existed. Since there were areas of a loosely-textured, myxomatuons 
strorna displaying small islands of rare meningothelial cells with scant 
formation of whorls we favoured the diagnosis o fa  meningioma 
primarily. In the second case, however, diffuse and only focally 
nodular plasmacell-lympbecytic masses prevailed in the cryo-slides. 
Only aRer par~fin-embedding of the entire biopsy, nests of S-100- 
positive meningothelial cells, often interspersed by lymphoeytes in a 
peculiar way, could be found. Stains for bacteria, fungi or parasites 
were negative in both eases. Furthermore, B- and T-cells as well as 
kappa and lambda light chains could be found 
immunohistoehemically, making a plasmocymma or an infection 
improbable, thus establishing the diagnosis 'lymphoplasmacyte-rich 
meningioma'. 
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MULTICYSTIC BRAIN METASTATIC CARCINOMA WITH 
NEI}ROENDOCRINE DIFFERENTIATION: A CASE REPORT 

~ *, Ouri6, G. 1, Beus, A. ~, Papa, J?, Heinrich, Z. 4, Paladino, j4  
uropalhology, 3Dept. of Radiology, 4Dept. of Neurosurgery, 

Clinical Hospital Center "Zagreb", Zagrcb. 2Clinical llospital for 
Infective Disease, "Fran Mihaljevid", Zagreb, Croatia. 
Introduction: Cystic metastatic brain lesions without perilbcal edema 
and central necrosis arc rare and werc described in some cases of 
pulmonary carcinonm with neuroendocrinc differentiation. 
Clinical details: I 1 months belbre death, 47-ycar-old male had vertigo. 
t I imaging appeareu normal /~lter two montns patmnt laud lrans~tory 
hemianopsis and persistent vertigo. MR imaging revealed several cystic 
lesions (each up to 10 mm in diameter) in the brain, without central 
necrosis and peritbcal edema. Ncurnmdk)logical diagnosis was 
cysticerkosis which was not, however, confirmed by biochemical 
analysis of serum and CSF. After one month patients neurological signs 
worsened (left hemiparesis and bradiphrenia). MR imaging showed 
increased number and size of cystic lesions and in some of them 
hyperintensive signal after contrast application and stereotactic biopsy 
,.~a~: perfi~rmcd. Two wccks after biopsy p-,ticnt died and autopsy was 
done. 
Neuropathology: The stercotactic biopsy yielded 6 needle cores of 
cerebral tissue infiltrated by anaplastic tumor composed of small cells. 
Endothclium of the tumorous blood vessels was pmlilbmfing. Tumor 
cells were positive |br cytokemtin and neuroendocrine markers (NSE, 
synaptophysin and chromogranin). On autopsy more than 30 brain 
metastatic lesions grayish, soft and in some part infiltrative were tbund, 
but were not cystic except two lesions. Around principal bronchus of the 
right hmg was white Iobular tumor tissue, which did not compress 
bronchus but infillrale its wall from the out side. Histology of this tumor 
was the same as of metastatic cystic lesions. 
Conclusion: Neurological alterations with initial normal CT imaging 
and later progression of illness with multicystic brain lesions could guide 
to metastatic dissenfination of pulmonal carcinoma with ncuroendocrine 
differentiation. 
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CHORDOID MENINGIOMA: STUDY OF 42 CASES. 
Couce M.E., Aker F.V., and Scheithauer B.W. DeparWaent of 
Laboratory Medicine and Pathology Mayo Clinic Rochester, MN 
Introduction: The term "chordoid meningiomas" was fast used to 
describe a tumor of young patients associated with microcytic anemia 
and/or dysgammagiobulinemia. Composed of chordoma-like clusters 
and cell cords in a myxoid matrix, they ol2en featured a prominent 
lymphoplasmacellular infiltrate. 
Methods and Results: In our study, the 42 chordoid meningiomas 
represented 0.5% of all meningiomas operated at Mayo Clinic. The 
male to female ratio was l :l, and the age range was 12 to 77 years 
(mean 47.4). Only 2 (5.2%) occurred in children. The majority (88%) 
were large and supratcntorial; 5 others arose in the posterior fossa 
(cerebello-pontine angle) or cervical spine. No manifestation of 
systemic disease was noted. Chordoid elements comprised I0 to 100% 
of the tumors; 35 were more than 50% chordoid. Their matrix had the 
characteristics of sulfated acid mucin. Immunoreactivity for vimentin 
and membranous EMA staining was noted in all cases; focal pesitivity 
for S-100 protein and Cam 5.2 was seen in 5% each. MIB-I labeling 
indices ranged from 0.4% to l 1.4% (mean, 5.2%). Thirty-seven tumors 
(88%) were classified as typical, 4 as atypical, and 1 as anaplastic. 
Lymphoplasmacytie infiltrates varied, being moderate in 10 eases 
(26.3%), mild in 17 (32%), and absent in 15 (39.5%). There was no 
association between the extent of inflammation and chordoid features. 
Ultrastructural study of 4 tumors demonstrated typical features of 
meningioma. In 14 (42%) of the 33 cases with follow-up, one or more 
recurrences were noted between 1.8 and 16 years (mean, 5.6 years). 
All but one recurrent tumor had been subtotally resec~d. In (86%) of  
recurrent tumors, the primary lesion was more than 50% chordoid in 
pattern and contained little or no inflammatory infiltrate. 
Conclusion: In our experience, ehordoid meningiomas are tumors of 
adults, lack sex predilection, are unassociated with systemic 
manifestations, and uniformly recur when subtotelly excised. 
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EXPRESSION OF WT1 BY DESMOPLASTIC SMALL ROUND 
CELL TUMOR: A COMPARATIVE IMMUNOHISTOC74EMICAL 
STUDY WITH OTHER SMALL ROUND CELL TUMORS. 
B ~ o u d R ,  Sabourin JC*, Pasquier D, Ranehh'e D**, Bailly C**, 
Ttm'ier-Lacombe M J*, SLOP, Pasquier B. 
Dpts. of Pathology, University Hospital, Grenoble; Gustave Roussy 
Institut*, Villejuif and I.,6on B ~ a r d  Center**, Lyon, France, SIOP 
(Soci~t6 Intemationale d'Oncologie P&liatrique). 
Desmoplastie small round cell tumors (DSRCTs) present a reciprocal 
chromosomal translocation t(l 1;22)(p13;12) wich results in a chimeric 
transcript EWS/WT1 involving Ewmg's sarcoma and Wilms' tumor 
genes. 
The aim of the stud~ is to evaluate WT1 immunoreaetivity in DSRCT 
and its utility in the differential diagnosis with other histologleally similar 
tumors. 
Methods:  the study included 14 DSRCTs, 21 Ewing/PNET tumors 
(EW/PNET), 18 neuroblastomas (NB), 18 rhabdomyosarcomas (RMS), 
14 nephroblastomas (NPB) and 2 rhabdoid tumors (RT). Clinical dam, 
HES slides and immunohistoehemical studies were reviewed. For each 
cases the indexed diagnosis was confirmed and WTI immtmostaining 
was performed on paraffin matm'ial using the WT(C-19) antibody (Santa 
Cruz Bioteehnology, dilution 111000) after heat-antigen retrieval. Foetal 
kidney served as positive control and a competitive study using blocking 
peptide was included. The percentage of positive tumor cells was 
estimated and scored semiquantitatively (0<5%; 1+ :6-40%; 2+ : 40- 
70%; 3+>70%). 
Resul t s :  
WT1 gaining DSRCT EW/PNET NB RMS NPB RT 

n 14 21 17 18 14 2 
0 0 21 ' 17 15 8 2 

N 1+ 0 0 0 2 8 0 
2 and 3+ 14 0 0 1 0 0 

0 11 21 16 14 16 2 
C I+ 0 0 0 1 0 0 

2 and 3+ 3 0 1 3 0 0 
n: numba" of cases; N: nuclear staining; C: cytoplasmic staining 
Conclus ion:  the present study validate WT1 immunoreaetivity as an 
useful marker for DSRCT 
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MULTIFOCAL SMALL VESSELS HYALIINOSIS AND DI~'FUSE CEREI~RAL 
CALCIFICATIONS : A new syndrome ? Report o f  a pediatric observation. 
Chresfian M~A*, Roquelattre B**, Liver M.O***, Gambarelli D*, 
Dpts of Pathology*, Pediatric Gastroenterology**, Neuropediatry*** 
Centre Hospitalo-Universitaire la TIMONE Marseille France 
CASE REPORT: M Alain, an 11 year old boy, thin, small, with a triangular 
facies, thinning grey hair, pale and atrophic skin, suffered, since 1 year, 5 
drastic gastro-iutestinal hemorrages. On the same time, he presented one 
generalized epileptic crisis. Digestive endoscopies and surgical examinations: 
~ e  vasc=!~ =ct= "~. ex-'.eM-_% ~en~ .--retouch to ~e~i,r_,~ i!et~m; mode.~.tr 
portal hypertension and discrete splenomegaly.Ocular fundi: peripheral 
ischemia. IMR: huge calcifications in basal ganglia, dentate nuclei and white 
matter associated with an old leR hemispheric ischemie lesion. 
PATHOLOCu multiple and successive ileal biopsies showed mucosal vascular 
eotasia with thickened and hyalinised walls.These lesions were observed in a 
lesser degree in gastric and skin biopsies.Liver biopsy showed large portal 
fibrosis without cirrhosis, but vascular abnomalifies were not prominent.By 
electron microscopy ( skin biopsy ): we observed marked thickening of the 
arteriolar basal membranes, associated with granular osmiophilic deposits. 
These events conduced to revisit the child's history : No perinatal and familial 
antecedents were found. He presented at 3 year old, a right bemielonic crisis 
with a persistent hemiparesia. Cerebral calcifications were found and a 
foetopathy was evoked .Under treatment his clinical status remained stable 
during g years till now. 
]DISCUSSION : This observation seeans to be sporadic, but is similar to 3 
previously reported familial cases (1).Other cases are in investigation (2).This 
new familial syndrome is characterized by a severe evohtive and diffuse 
(digestive, renal, retinal and cerebral) vaseulopathy. Hair and skin 
abnornalities are associated. Pathogeny is unknown. Genetic study is starting. 
(1) Rambaud J.C, Galian A., et al.: Digestive tract and renal small vessel 
hyalinosis, idiopathic non arteriosclerotic intracerebral calcifications, retinal 
ischemic syndrome and phenotypic abnormalities. A new familial syndrome. 
C.rastroenterology1986,90,930-8. 
(2) Tournier-Lasserve E; INSERM U 25 Paris. Personal communication 
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SOLID AND CYSTIC PAPILLARY TLrMOUR OF THE 
PANCREAS (FI tAN'rz ' s  TUMOUR) IN CHILDHOOD. 
Bosco S.. Salerno T.*, Memeo L., Trombetta G., Gailo P. 
Department of E x ~ o n t a l  Medi~ne and Pathology, "La Sapienza" 
U ~ ,  Rome and *Institute of Pacdialric Clime, nBambin C_.-r 
Hcnt~t ,  Rome, Italy. 
Solid and cystic papflhry turnout of the pancreas (Frantz's turnoar) is a 
rare, noafunctioning neoplasm usually seen in young womr It is of low 
grade ~ and dc~rv~  special note among pancreatic 
r e a l i t i e s  as it is frequently ~ b l e  to local reseotion and has a 
good long-term mn~val rate after exebion. 
We report a ease of a cystic papillary turnout of the pancreas in a 14 
years-old child. Ultresoond examination showed, at the tail of the 
panoreas, a round neoformation about 10 ern in diameter with solid 
eehngenicity slightly ipodeme so she underwent mngery for distal 
pan~,eateetomy and splenentomy. 
The sp~imen was a well drcmmcribed mullilobulated mass m ~  
cm 17x14, solid, gray to yellowish and showed, on cut surface, a eyslic 
formation cont~ing hvmatic fluid. 
I-Rstologically, the neoplasm was characterized by the presance of 
l:n~mdopapillae covered by several layers of epithelial cells. The nuclei 
were ovoid and folded, with indistinct nuoleoli and few mitoses. 
I m m o n o ~ h e m i c a l l y ,  there was reactivity for alfa-l-anlitrypsina, focal 
positivity for nctwon-speeiflc enolase and negalivity for the Factor VIII- 
essodated protein, S-100 protein, Chromogranin and Progesterone 
r e ~ o r s .  Flow citomlry analysis ro,r diploid DNA. The patient 
now healty without evid~ace of disease 4 years after surgery. 
In summary, papillary cystic tumor of  the panureas is a rare mad quit~ 
benign tumor o~cm'd~ predominantly in young woman. Thus, this 
tumor should be cor.aidered one of the diff6-reutial diagnosis of 
abdominal mass in adolesr162 girls. 
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TESTING THE UTILITY OF THE SYDNEY SYSTEM IN 
Helicobacterpylori-ASSOCIATED GASTRITIS IN CHILDREN. 
Cohen MC, Drut R. 
Hospital de Nifios "Superiora Sor Maria Ludovica". Servicio de 
Anatomta Patol6giea. La Plata. Argentina. 
Aims: The aim of our study was to establish the usefulness of the Sydney 
System (SS) grading in H.pylori-associated chronic gastritis in biopsies 
from pediatric patients. 
Methods: Fifteen children (mean age: 10.8 years) with histoloff/cally- 
proven H.pylori-associated chronic gaslritis were evaluated. 
Classification and grading of gastritis were performed according to the 
analogue visual scales described in the updated version of SS (Am J Surg 
Patho120 (10): 1161-1181, 1996). The presence of  sulfated 
mucosubstances was assessed by the Alcian Blue-Periodic Acid Schiff 
(PAS), pH 1.0 method. For purposes of this study a chart for the 
morphological grading recording was designed. 
Results: We evaluated 127 gastric biopsies (9/15 patients underwent one 
series of biopsies, 3 had two series, and 3 had 3 series). Neutrophilic 
infiltrates were absent in 27 biopsies, mild in 35, and moderate in 17. In 
none of the biopsies it was marked. Mononuclear infiltrates were mild in 
38 biopsies, moderate in 36 and marked in 5. Density of H.pylori was 
mild in 39 biopsies, moderate in 27, and marked in 2. In 3 post-treatment 
biopsies from the same patient there were no H.pylorL Other 8 biopsies 
(7 from the body and 1 from the antrum) showed no H.pylori although 
organisms were simultaneously present in other sites of the stomach. 
Lymphoid follicles were present in 19/79 biopsies. Intestinal metaplasia 
was not seen in H&E-stained slides. However, the AB-PAS stain 
revealed isolated positive cells in 8 of 15 patients. None of the gastric 
biopsies showed mucosal atrophy. 
Conclusion: The results demonstrate that the SS for gastritis applies to 
pediatric patients. However, the number of biopsies recommended in the 
SS seems in excess for this age group. In our experience, as H.pylori 
gastritis is usually a pangastritis, the antra] biopsy will almost always 
yield a positive result. 
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MALFORMATION 1N FIRST TRIMESTER SPONTANEOUS 
ABORTION EMBRYOS 
C.usi,V*., Per L.*, G e ~  E**, Vile J.* 
Department of Pathology* and Department of  Genetics** Hospital 
Infantil Sent Joan de D6u. Barcelona. Spain. 
Aims: The value of  fetal autopsy and its contribution to genetic 
counseling and prenatal diagnosis correlation is well accepted 
Morphologic examination to evaluate developmental abnormalities of first 
trimester embryos is not considered a routine procedure In order to 
assess if morphological evaluation as diagnostic procedure is useful tbr 
genetic counseling and management of future pregnancies, we reviewed 
70 embryos from spontaneous abortion, some of them with prenatal 
diagnosis of"possibly malformed". 
Method:Gross examination and photography were realized by dissecting 
microscope. Embryos were evaluated for staging (Carnegie staging) and 
looking for developmental defects. Retinal pigment, hand and foot plates, 
finger and toes rays and free finger and toes were the main staging 
hallmarks evaluated. Furthermore serial axial histological sections were 
performed. 
Results: Developmental defects were found in 29 embryos aged from 6 to 
8 developmental weeks. The most frequent were neural tube defects (23 
cases), thoraco and abdominoschisis (10 cases), facial (4 cases) and limb 
(3 cases) defects. One case presented with a diaphragmatic hernia. 40% 
showed multiple malformations. Chromosomal abnormalities were found 
in 4 of them but tissue culture failed in others. 
Conclusions: Routine morphologic examination of embryos from 
spontaneous abortion can identify developmental stage and defects. 
Most frequently observed defects in first trimester aborted embryos are 
neural tube defects, thoraco or abdominoschisis and facial and limb 
defects. Some of these defects imply high recurrence risk so morphologic 
diagnosis can contribute to genetic counseling, preconeeptional treatment 
and can be a guidance in prenatal diagnosis in future pregnancies. 
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ROLE OF ALLELIC LOSS OF THE APC-GENE IN THE 
PATHOGENESIS OF SOLID TUMORS IN CHILDREN 
Gtirtl B. Ratschek M., Spuller E., HOfler G. 
Institute of Pathology, University of Graz, Graz, Austria 
Aims: Mutations and allelic loss of the adenomatous polyposis (APC) 
gene play an important role in the pathogenesis of many different tumors 
such as cancers of the colon, the stomach, the pancreas, the prostate and 
breast. Therefore, we decided to examine the role of allelic loss of the 
APC-gene in different solid tumors of the childhood. 
Methods: Seven nephroblastomas, seven Ewing's sarcomas of the soft 
tissue, four primitive neuroectodermal tumors (PNET) and the 
corresponding normal tissue were analyzed. DNA was extracted from 
formalin-fixed, paraffin-embedded tissue after deparaffination by 
proteinase K digestion. PCR was performed with primer pairs flanking 
basepalrs 1458 and 4520, containing frequently polymorphie loci 
followed by digestion with the restriction endonueleases RsaI and Dsal 
and restriction length analysis. 
Results: The series of nephroblastoma included two female and five 
male patients, with an age range between one and thirteen years. Five of 
the tumors were beterozygous, one showed an allelic loss and one tumor 
was not informative. The series of Ewing's sarcoma cases consisted of 
three female and four male patients with an age range between six and 
thirty-seven years. Out of four informative cases one showed an ailelic 
loss. None of the two informative cases of PNET (one female and three 
male patients with an age range between 17 and 67 years) showed an 
allelic loss. 
Conclusion: We conclude that an allelic loss of the APC gene does not 
seem to play a major role in the pathogenesis of nephroblastoma, 
Ewing's sarcoma of the soft tissue and PNET in childhood, 
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DIAGNOSTIC PITFALLS IN UNCOMMON HEPATOBLASTOMA: 
CRITERIA FOR DIFFERENTIAL DIAGNOSIS BETWEEN 
HEPATOBLASTOMA VERSUS MESENCHYMAL HAMARTOMA. 
Fabre, M*,  Jouan, H.**, Brugieres, L***, Gauthier, F.**** 
Depts of Pathology*, Pediatry***, Surgery****, CHU Bic&re, Le Kremlin- 
Bicdtre, Pathology**, CHU Pontchaillou, Rennes, France. 
Aims: The diagnosis of malignant paediatrle liver tumors has long been an 
important part of surgical pathology. However, with improved radiographic 
and biopsy techniques, the appropriate pathological identification of 
malignant from benign liver lesions is becoming even more critical. A case 
of mesenchymal hamartoma (MH) which was overdiagnoses as fetal 
hepatoblastoma (HB) on biopsy emphasize on the pitfalls of these tumors. 
Case Report: A 2 months old girl presented with an abdominal mass. US 
revealed a large cystic and solid hepatic mass, and CT little enhancement 
afier intravenous contrast injection. Serum AFP levels was raised 
(5000mg/ml). A tbtal hepatoblastoma was diagnosed on a liver biopsy. 
Treatment according to SIOPEL 11 (first low risk, then high risk) was 
started, without effect. The child was treated by an atypical hepatectomy 
The tumor, 15xl 3xS.5cm diameter, wall-circumscribed by a capsule with a 
central cyst, 6 cm diameter, filled with clear fluid was observed. Peripheral, 
tan-white nodules seaparated by bands of brown liver tissue,, and small 
cysts were noted. Histologically, the tumor was composed of loose myxoid 
stroma that underwent cystic degeneration, scattered bile ducts, abnormal 
occluded vessels, and sheets of  smaller than normal hepatoeytes with a low 
nuelee-cytoplasmic ratio. No mitosis, no tumor thrombus, no embryonal, 
macrotrabecuiar, small-nell, osteoid, chondroid or squamous component of 
HB were present. Some hepatocytes were labelled by AFP and MIB-I. I9 
months after surgery, AFP returned to normal without recurrence. 
Conclusion: It is critical to identify a new subtype of  MH with raised AFP 
in children betbre I yr. Nine similar observations were collected between 
1983 and 1998. The recommandations include to sample different sites of 
tumors because the diagnosis on biopsy may be diflqeult, and to consider 
surgery first, in order to avoid starting useless chemotherapy. 
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PULMONARY IMMUNOHISTOLOGICAL ANALYSIS AND 
INFLAMMATORY CYTOK1NE LEVELS IN AN INFANT WHO DIED OF 
INFECTION WITH HAEMOPHILUS INbLUENZAE 
Haba~T.*, Nishikubo,T.*, Sakane,T.*, Kisato,Y.*, Kuwahara,L*, Kamitsuji,H.*, 
Saitoh, M**, Umeda,A.** 
Neonatal Intensive Care Unit*, Nara Prefectural Hospital, Nara and Depts. of 
Bacteriology**, University of Kyusyu, Fukuoka, Japan 
Aims: This study was performed to analyze pulmonary immunohistologieal 
findings using monoclonal antibodies (MoAb) against human leukocyte as well 
as the inflammatory eytokine levels in cord blood in an infant who died of 
infection with 1-1. mfluenzae. 
Methods and Results: The patient was born by emergent cesarean section due 
to maternal prempture of the membrane at 28 weeks of gestation and weighed 
1,454 g. The infant died five hours after birth despite intensive care. H. 
in./luenzae was detected from gastric fluid, pharyngeal swab and tracheal tube in 
the patient as well as the maternal vaginal discharge. The scrotype and biotype 
were defined as non-typable and type It, respectively. Analysis of DNA in 
H.influenzae using restriction enzyme 5'ma I and Sal 1 revealed the same 
patterns. White blood cell count was decreased to 2,800 /ttl  without elevation 
of CRP (0.5 mg/dl) or lgM (3 mg/dl) in cord blood. Inflammatory cytokines 
including IL-I ~, IL-6 and IL-8 ware measured by IRMA and they markedly 
increased to 402 pg/ml, 581,000 pg/ml, 26,000 pg/ml, respectively, although 
TNF-a was within normal range. Histological analysis revealed marked 
congestion in the lung with many monanuclcar cells in the interstitial tissue. 
Since these cells were strongly stained by monoclonal anti-leukocyte common 
antigen antibody, froz~en lung tissue was immunostained by several MoAbs 
against human leukocyte antigens (CD2, CD3, CD4, CD5, CD7, CDg, CDI0, 
CD13, CDI4, CDI5, CDIg, CD20, CD25, CD33, CD34, CD36, CD45RO, 
CD68, CD79a, CDI17, MPO, HLA-DR and LCA) using DAKO LSAB 2 Kit 
(DAKO Co., Carpinteria, USA). Mononuclear cells were stained by MoAbs 
against multipotcntial stem cells (CD34 and HLA-DR), immature granuloeytes 
(CD117) and immature monoeytes (CD36 and CD68)~ However, other MoAbs 
including MoAbs against B cell and T cell did not stain them. 
Conclusions: Our findings showed that the patient was born at the onset of 
severe infection with H. influenzae by vertical infection. In addition, elevated 
blood cytokines and very immature infiltrated leukocytes contributed to severe 
pulmonary dysfunction. 
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ATRIOVENTRICULAR CANAL DEFECT ASSOCIATED WITH 
TRISOM1ES OTHERS THAN TRISOMY 21. 
Be~ta Ha~..tai, lzabella Cesko*, Julia Hajdd*, 
Tam~ Marion*, Zolt~n Papp*, 
1st Institute of  Pathology and Experimental Cancer Research, 
*lst Department of Obstetrics and Gynecology, 
Semmelweis University, Budapest, Hungary 

Atrioventrir, a ~ r  canal defe~t (AVCD)-is frequently observed with 
trisomy 21. AVCD may occur in patients with partial deletion of  short 
arm of chromosome 8, and usually present in patients with heterotaxia 
syndromes. There are also inherited cases of autosomal dominant trait. 
The association of  AVCD with other chromosomal abnormalities is quite 
rare. We report three cases of  AVCD, associated with trisomy 13, 18 and 
22. 

Aetiology of atdoventricular canal defect is still obscure. There are 
evidences, that in those cases with Down syndrome a genetic locus 
21q22.2-21q22.3 is responsible for congenital heart disease, which 
means mainly (about 40%) AVCD. There are also theories, that 
increased cell adhaesiveness would result the malformation. Common 
occurrence of 8p deletion with AVCD suggests another specific region of  
the malformation. Linkage analysis of  families with autosomal dominant 
trait proves, that genetic basis of familial AVCD is different from the 21 
chromosome associated cases. 
Coincidence of heterotaxia syndrome and AVCD may represent an other 
specific genetic locus. Occurrence of  AVCD with trisomies 13, 18 and 
22 suggests another mechanism. 

Our observed AVCD cases with trisomies others than trisomy 21 are 
quite rare. In these karyotypes ventricular septal defect or aortic 
cuaretation are the most common. We suppose that the common genetic 
cause is a susceptibility for congenital heart disease and a teratogenic 
effect specifies the malformation. 
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EXPRESSION OF MULTIDRUG RESISTANCE GENES 
MDR-1 AND M R P  IN CHILDHOOD BONE TUMORS 
R.afar J. Luque-Barona, Carmen S~tez, Teresa Pereda-Salguero, 
Mignel A. Jap6n, Juan M. Loizaga, Dolores I. Segura,. 
Department of Pathology, Hospitales Universitarios Virgen del 
Roefo, Seville, Spain. 

Aims: Among tumors of childhood and adolescence, bone tumors 
are subsidiary of primary chemotherapy and subsequent surgery. At 
this regard, previous knowledge of the response to chemotherapy 
would be of great interest. The significance of eer~ain factors, such as 
p-glycoprotein, multidrug resistance-associated protein (MRP) or 
p53 expression is still under research. In this study we assess the 
immunohistochemical expression of p-glycoprotein, MRP and p53 
in a group of bone tumors of the childhood. 
Methods:  A total of 19 bone tumors (ten osteosareomas (OS), 
seven Ewing's tumors (ET), one mesenehymal chondrosarcoma 
(MC), and one eosinophilic granuloma (EG)) were studied by means 
of conventional avidin-biotin-peroxidase technique for p-glycoprotein 
(JSB-I and C494 antigens), MRP and p53 (DO-7). When fresh 
material was available, expression of MRP and MDR-I genes was 
tested using reverse transcriptase-polymerase chain reaction (RT- 
PCR). 
Results :  lmrnunohistochemicai expression of MRP was detected in 
all of the eases, with the exception of a postehemotherapy specimen 
of OS. Expression of p-~ycoprotein was detected in 6/10 OS and 2/7 
ET (using both JSB-1 and C494), and p53 was detected in 7/10 OS, 
6/7 ET, EG and MC. lmmunohistoehemistry and RT-PCR results 
correlated in 9/11 cases for MDR- 1 and 4/11 eases for MRP. 
Conclus ions:  Our study highlights the role of multidmg resistance 
genes MDR-1 and MRP in childhood bone tumors and provides 
evidence for the use of p-glycoprotein immunostaining, that showed 
a high correlation with the MDR-1 mRNA analysis. Further studies 
are needed to clarify the role of p53, frequently expressed in these 
tumors. 

305 

P-450 

PROGNOSTICALLY RELEVANT SUBGROUPS OF PATIENTS WITH 
NEUROBLASTOMA ACCORDING TO TUMOR CELL POSITIVITY 
WITH PROLIFERATING NUCLEAR ANTIGEN 

~melhans, V. ** 
of  Pathology* and Pediatric Oncology**, Charles University, 
School, Pr~t~, Czech Republic 

Aims: Childhood neuro-hlasto~ .(biB) represents a major pro. blem in 
a~atment strategies, the merapy. ~ not in.flue~ced its "beb~vior to me 
ext,, comparable with other pb]iatrie .m~'~Fm~.i ~ o~.l~t ~s. We 
maa.e aa atteml~ to use rmmunohisto~emical tttl~) oc~ecuon o~ 
pm./iferative pool'in NBs applying pro.liferal~, nuclear antigen (PCNA) in 
order to Ran out whether ifiis m~gaod may b~ of value in csf.ma,fng me 
~lrognostic categories ofneuroblastomas. 

et~ods: A grqul~, of  170 psti=ats with NBs e~tewA on the C h i l ~ s  
Tumor Registry in ~ (1974 - 1995_) having parson blec~ availame 
was analy-2~ for .posi~v~y of P CN. A. The nuclear positiyity o! me tumor 
cells was estimatdd semi~antitatively and ~ into three ~.~gories - 
PCNA1-3, in which PCNA-1 was assigned to tumors with a tow 
prolifea-atioa score whereas PC'NA-3 rel~.., seated a high Irto~feTative 
Traction, and PCNA-2 stood in an .in .t~mdliate vosition. "Ihe results were 
statisfieally evaluated and .comper~_ ~ tho sF,. obtained f~_ the. same group 
ofpafi~lts classified aecord~g to .loshl s grading s _~te~_ _(FO~.'). 
Results: The gravh shows the-lrrovortion ~f survival of all patients with NB 
~ v e ~ v - o f  the clinical" ~ in the three categbries of PCNA 
pos'_di_yity. The results were ststisti~tUy sign~" _cant (p--0.(1002 for PCNA21 
(nffi69) find PCNA-2 .(n-38)~ Iyffi0.0022 foi" P~Ar2" and PCNA-3 (nffi6~). 
S'tmi~ results were obtained for patients at clinical stage ~ ann ~v. 

"~ . _ P C N A - 2  

P C N A - 3  

Them was also 9 statistically s!Iznificant corm .Infi0n " of ~c PCN. A grgul~s 
and Joshi's grading s~.Whi.c~ uses a combination of counting rmtottc 
ngures and pro.sauce of  calcificaiions. 
Conclusions: We provide an ~ f i v e  tool in d e ~  pro. gnostically 
valuable subgroups of~afients wire ~x~ using~a semiq.~.ua, z~.-fativ~ esfima~ 
or proliferatiqe poo~ o~me tumor mass using r t : r~a positivity. 
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MATURE TERATOMA OF THE MEDIASTINUM WITH 
EMBRYONAL RHABDOMYOSARCOMA 

F. Martlnez-Madri~al * 
C. Ortiz-Hidalgo ** 

P. Cruz BorJa * 

* Department of Pathology of the Centre do Investigacidn Biomddica de 
Michoac6n, IMSS, and the Department of Pathology of the Hospital 
Infantil de Morelia, Morelia, Mich. M6xico, ** Department of Pathology 
of the American British County Hospital, M~xieo D.F. M~xico, and *** 
the Department of Pediatric Ontology of  the Hospital Infantil de Morelia, 
Moralia Mich. M*xico. 

Aims: We report a ease of  emhryonal rhabdomyosarcoma developed in a 
mature teratoma of the mediastinum. 
Methods: The patient is a 3 year old boy with a huge mass in the 
mcdiastinum and compression of the right lung. 
Results: The tumor measured 22 x 20 x 18 era, was well encapsulated and 
showed cystic and solid areas. Histology showed a mature teratoma in 
which a sarcomatous proliferation was recognized. In this area 
rhabdomyoblasts were found and desmin and actina (HHF35) were clearly 
positive by PAP method. Alfa-feto-protain and carcino-embryonie-antigen 
were positive in the epithelial surface. Thirteen months later he developed 
local recurrence of embryorml rhabdomyosareoma with right pleural 
efussion. He is at present under chemotherapy for rhabdomyosarcoma. 

Conclusions: Primary teratomas of the mediastinurn are germ cell 
tumors probably originated from misplaced germ cells. They occurs most 
oRen from the anterior mediastinum of men. Examples of benign and 
malignant cases are well documented in literature. These tumors have been 
well defined in recent series and classification includes mature and 
immature teratomas, and teratomas with additional malignant component 
which may be rhabdomyosarcoma, angiosarooma, liposareoma, 
neurogenic sarcoma and osteosancoma. Patients with these sarcoma had 
rapidly fatal outComes and dead is usually related to compromise of 
regional structures. 
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PRENATALLY DIAGNOSED UMBILICAL HAEMANGIOMA 
OF AN OTHERWISE HEALTHY NEWBORN. 
Tam~ Marton).Lrszt6 Csabay,_Jfilia Hajd~, Be~ita Hargitai*, 
Zsolt Csap6, Zol t~  Papp, 
1 ~ Department of  Obstetrics and Gynecology, 
* l't Institute of Pathology and Experimental Cancer Research, 
Semmelweis University, Budapest, Hungary 

Introduction: Turnottrs of the umbilical cord are quite rare. The commonost 
is the umbilical hacrnangioma, which is not ewn a armour, but rather a 
harnartoma. There are only a few reports on it. It is often accempanied by 
elevat~ alpha-fetoprotr level in the maternal s~m~rn. Loealisation is mainly 
on the placental end of the umbilicus. Complioations are in c~aln eases fetal 
hydrops, umbilical haanaorrhage, thus compression of vessels, or fetal demise. 
Patient: A 35 years old patient is reported with gestational diabetes and 
umbilical haeraangioma, elevated maternal serum and amniotic fluid AFP 
level (7.7 MoM and 93~M/rnl respectively). The turnour was diagnosed by 
ultrasonogrephy. Normal flow has been detected, the fetus did not show any 
sign of hydrops, asphyxia or cirulatory disturbanoe. Genetic arnnioeentesis 
resulted 46 XY, normal male karyotype. The newborn was 3550g, Apgar 8/9, 
healthy, delivered vaginally. On gross examination he did not show any sign 
of vascular abnormality. 
Result: Pathologically the plac~ata was consistent with gestational age. At the 
placental end of the umbilical cord a finn, 12x4 cm large, greyish-white, 
spindle shaped turnout was found. In the Wharton idly beside fibrotie 
changes, lobuies of cavernous vascular spaces were seen covered with 
endothelium sometimes near to the umbilical arteries, In some places 
haemangiomatosus nests with narrow vascular spaces resembled to a capillary 
haemangioma. Other areas were characterised by well formed vessels. 
Capillaries were observed also in the wall of umbilical arteries. No 
inflammation was seen. 
Conclusion: Our ease is unit, since in the uneventful pregmmcy a quite large 
but symptomless umbilical hanmangioma was diagnosed at 22 ~ week of 
gestation which failed to cause any complication. In ease of elevated AFP 
level beside other etiologic factors the possibility of an umbilical 
haemangioma has to be also considered. 
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INDUCIBLE NITRIC OXIDE SYNTHASE (INOS) EXPRESSION IS 
TIGHTLY LINKED TO HYPERPROLIFERATIVE SKIN DISEASES 
Daniela B~eh-Gerharz*, Christoph Suschek**, Verena Krischel *, Tho- 
mas Ruzicka*, and Victoria Kolb-Baehofen** 
Department of Dermatology*, and Research Group Immunobiology, Bio- 
medical Research Center**, Heinrieh-Heine-University of  Duesscldorf, 
P.O. Box 101007, D-40001 Duesseldorf, Germany 
Previous studies from our laboratory demonstrated that nitric oxide (NO) 
is a pleiotropie mediator of keratinocyte growth and differentiation in vi- 

tro. Low or intermediate levels of  NO promote keratinocyte proliferation, 
whereas high levels of  NO arrest cell proliferation and initiate the switch 
to terminal differentiation. In the present study, the role of NO in kerati- 
nocyte growth and differentiation was explored ex vivo in several hyper- 
proliferative epidermal diseases. Lesional skin specimens from patients 
with psoriasis (n=10), seborrheie keratosis (n=5), actinic keratosis (n=5) 
and basal cell carcinoma (nffi5) were stained with monoelonal iNOS and 
polyclonal neNOS antibodies to characterize the tissue distribution of 
NOS protein expression. As control, we used skin specimens from heal- 
thy volunteers and isotype control antibodies. Immunostaining revealed 
high levels ofiNOS protein in the proliferating compartment of  psoriasis, 
seborrheic keratosis, actinic keratnsis and basal cell carcinoma, but only 
weak immunoreactivity for noNeS protein in some suprabasal and occa- 
sional basal keratinoeytes. No immunostaining for iNOS and noNeS pro- 
tein could be detected in epidermal keratinocytes of normal human skin. 
Collectively, these data suggest that expression of  iNOS may represent a 
general feature of hyperproliferative epidermal diseases. Future studies 
should show whether iNOS is inappropriately activated in hyperprolife- 
rative epidermal diseases or, on the other hand, counterregulated by as yet 
undefined growth-stimulating signals. 
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NAEVUS COMEDONICUS 
REPORT OF A BILATERAL AND EXTENSIVE CASE 
Bmche-Mestre, C.*, Durand, L.*, Delibur, C.*, Augias, D**, Baldet, P.* 
Dpts of Pathology* and Dermatology**, H6pital Gui de Chauliac, 34295, 
Montpellier, France. 
Aims: Naevus comedonieus (NC) is a rare benigrt lesion, described as an 
abnormality of the skin and characterized by an unilateral, usually linear 
distribution of groups of comedones. 
We report the case of a 24 years old man who dcvelopped numerous I to 3 
ram, raised, firm comedo-likc lesions on the right palm, the posterior 
surface of the 2nd, 3rd, 4th right fingers, distal tbrearms, wrists and loots. 
Past medical and family histories were not remarkable. Lesions had been 
present since adolescence. Laser treatment was unsatisfactory. Surgical 
ablation of an involved area of hand's skin with subsequem grafting was 
made. This case, differing from previous descriptions, had unusual fcaturcs 
included bilateral involvement, non linear distribution and extensive 
lesions on the glabrous and non glabrous skin. The histologic examination 
suggested the pathogenesis of these lesions. 
Methods: Multiple sections were stained with Hematoxylin-eosin. 
Results: Microscopic findings revealed papillomatous epidermal 
hyperplasla with widely dilated orthokeratotic invaginations. These 
invaginations had a central lumen wich were plugged by keratinous 
material. They are lined by squamous stratified epithelium. Rarely, 
rudimentary hair tbllieles had been observed. No sebaceous, sweat glands 
or duet lumen were identified in association with these structures. Sweat 
glands had a normal distribution and location. There was no suppuration. 
Conclusions: We were unable to find sweat glands and concluded that 
lesions correspond to poorly differentiated hair lbllicles. NC is generally 
presumed to be a developmental abnormality of the pilosebaceous 
apparatus wich is unable to produce mature hairs, matrix ceils or sebaceous 
glands but is able to form keratin. According to some authors (Marsden 
R.A. el a l l  palmar lesions derived from eccrine ducts may represent 
another variant of NC. 
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A CARBOHYDRATE, SIALYL-TN, IS UP-REGULATED ON 
HYPERPLASTIC, NON-MALIGNANT SKIN AND MUCOSAL 
LESIONS. 
Bryne M.*, Davidson B*. and Jensen P.** 
Dept. o f  Pathology, The Norwegian Radiurnhospitat*, and Dept. o f  
Dermatology, National Hospital**, OsIo Norway. 
Aims: Various cell surface carbohydrates are of  functional 
importance in all stages of  tumor development. This study 
investigated the hypothesis that expression ofsialyl-Tn (sTn) is 
mainly present in hyporplasti~ sq, mmf*us cell lesions, but not in 
S(:luamous cell carcinomas. 
Methods: 50 oral and cutaneous squamous cell carcinomas (SCC), 
40 skin keratoakanthomas (KA) aad 20 hyperplastic oral lesions 
(focal epithelial hyperplnsias and verrucous hyperptesias) were 
studied. TKH2 antibody, reacting with sTn, was used in an 
immunoperoxydase method. The staining pattern of basal and 
parabnsal ceils (proliferative compartment) was compared with the 
expression of  Ki-67 in parallell sections by immunoperoxydase 
staining, and by double immunofluoresence. 
Results: Normal epithelia and SCCs did not generally express s-Tn 
in the proliferative comparm~nt. In contrast, KAs, and the other 
hyperplastic lesions expressed slalyl-Tn on basaVparabasal cells in 
85% of  the cases (p<0.001). Double immunoflnoresence showed 
that Ki-67 and sTn generally were expressed in different cells. 
Furthermore, a sift'king up-regulation of  STn was observed in 
morphologically normal epithelial cells adjacent to tumors in 
approximately 90% of  the cases. 
Conelusiom STn is over-expressed on hyporplnstic, non-malignant 
squamous cell lesions. Double stainig experiments indicate that sTtn 
is not directly related to cellular proliferation. 
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HAPTEN AND SOLUBLE PROTEIN POSITIVE P A T C H  T E S T  
P A T H O L O G Y  IN ATOPIC PATIENTS 
Carrsto, C., Gimdncz-Arnau, A.*, Barranco, C., Curiae, MA.**, Arumi, 
M., Camarasa, J.* and S. Serrano. 
Dpts. of Pathology and Dermatology*, Hospital dcl Mar, IMIM, 
Autonomous University of Barcelona, Barcelona. Dpt. of Pathology**, 
Plus Hospital de Vails, Tarragons. Spain. 
Aims: Contact sensRiM------~y has served as useful model for primary 
activation ofT ceils in skin and skin associated lymphoid tissue. Hapten 
cutaneous immune response involves predominantly T helper (Th) 1 
cells. Soluble protein induces mainly Th2 cells characterized by secretion 
of interleukin (IL) -4,5,10 that promote hyperlgE and eosinophil 
ohemoattrsction. The aim of this study is to compare pathological 
changes among hapten and soluble proteins induced eczema in atopic 
and non atopic patients in order to demostrate that the immune response 
is conditioned by the antigen nature. 
Methods: Twenty six skin biopsies from 22 adult patients were studied 
using H&E and Giemsa staining. Ten patients were atopics. Samples 
were obtained from I0 positive Der Pt/Der Fa mix patch test, 8 positive 
nickel sulphate patch test (atopics and non atopics), 4 clinical contact 
dermatitis and 4 healthy skin. Blind assessment of qualltativc and 
quantitative pathological characteristics was performed by three 
independent observers. 
Results: The histological pic~re of contact dermatitis and positive 
hapten/protein patch test was clearly cozematous. Only the eoslnophllio 
component of the ball, minatory infiltrate showed significant diferences 
(p>0.035) among nickel sulphate positive patch test (1.7i-0.75 e.s~. sos 
x field) and aeroalergen positive patch test ( ] 1.7+4.2 e.st.). 
Conclusions: A shiR in cutaneous cytokine profile between both 
subsets of T helper cells in hapte~protein induced eczema has been 
described. Our findings support the eosinophillc chemoattrative role of 
IL-5. The study suggests that the contact immune response is 
conditioned by the antigen nature. 
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THE VALUE OF THE POLYMERASE CHAIN REACTION IN 
THE DIAGNOSIS OF EARLY MYCOSIS FUNGOIDE 
Pdrez-Oallego, L., Palacios, J., Gamailo, C., Contreras. F. 
Dpt. of Pathology, Hospital Universitario "La Paz". Madrid. Spain. 
Alms: To determine the usefuUness of antigen receptor genes 
rearrangement in T cells by polymerase chain reaction (PCR) in the 
diagnosis of patch or plaque stages of mycosis fungoides (MF). 
Methods: We analized 32 formalin-fixed and parafin embeded biopsies 
from different patients with a clinical features of MF. Histo]ogically, all 
the selected cases were in patch stage. A mirdmun lymphoid exocytosis 
was required to asses the diagnosis. According to the lymphocyte 
epidcrmotropism each case was graded in mild, moderate or severe. The 
presence or absence of a likenoid infiltrate in dermis was evaluated. All 
cases were studied for CD3, CD4 and CD8 expression by 
immunohistochemistry and the infiltrate was graded into mild, moderate 
or intense. All cases were analyzed by PCR using primers 
complementary to the consensus sequences on the TCR-y gene. The gels 
were examined without knowing the histological results. Gene 
rearrangements wcrc acepted only if the band was sharp edged, greater 
than Imm in width and within the predicted size range, measured to the 
nearest 5 base pairs. 
Results: TCR-y gene rearrangement in early mycosis fungoides were 
observed in 18 cases (56%). We found correlation between TCR-y genc 
rca~Tangemant and the presence of likenoid infiltrate in dermis and a 
mild CDg+TC population since 77% and 75% of the cases of each group 
showed a positive TCR-y gene rearrangement result. There was not 
correlation between TCR-7 gnne rearrangement and the intensity of the 
lymphocyte epidermotropisn~L 
Conclusions: We find similar results of positivc TCR-y gene 
rearrangement compared with literature. Study of TCR-y gene 
rearrangement using PCR may be use.full in those cases with a not 
conclusive histological diagnosis of MF by proving the monoclonality of 
T lymphocyte proliferation. However, its negativity does not exclude a 
MF diagnosis. 
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HIGH LEVELS OF p27 EXPRESSION CAN EXPLAIN THE 
BENIGN BEHAVIOR OF PROLIFERATING TRICHILEMMAL 
CYST 
Casalots A, Llatj6s R, Fer~ndez-Figueras MT, Biga~ X, Ariza A. 
Dept. Of Pathology, Hospital Universitari Germans Tries i Pujol, 
Badalona, Spain 
Background: Proliferating TricbJlsrnmai Cyst (PTC) iS an uncommon 
skin adnexal tumor. Even though several well documented PTC 
instances have undergone carcinomatous transformation, PTC is still 
considered to be an essentially benign neoplasra. Recent studies have 
detected a p53 mutation in PTC cells, along with an increased 
proliferation index. 
Aims: With the objective of better understanding PTC biological 
behavior, we have studied its immunoreactivity for p53 protein as well 
as its expression ofciclin kinase inhibitors (CKIs) such as p21 and p27. 
Methods: Immunostaining for p53, 1)21 and p27 was carded out on 
paraffin embedded samples from 7 PTC cases, 2 cases of tdchilemmal 
cyst and 2 cases oftrichilemmal carcinoma. 
Results: p53 immunoreactivity was observed in all cases, being weak 
and limited to the basal layer in tdchilammal cysts, variable but mainly 
basal in PTCs and stronger and involving over 90% of cells in 
trichilemmal carcinomas. Expression of p21 was varinble, ranging ~om 
5 to 50% in PTCs. Finally, p27 immunostaining was strong and 
suprabasal and affected over 70% of cells in PTCs, was suprabasal and 
involved 90-100% of cells in trichilemmal cysts, and was weak and 
affected under 20% of cells in trichilemmal carcinomas. 
Conclusions: In view of these results, we suggest that a) p53 gene 
mutation in this group of lesions results in a positive 
immunohistoehernical reaction for p53 protein, and b) the benign 
biological bclmvior of PTC may be due, in part, to ovcrexpression of 
p27, which exerts a ceU cycle control function. 
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STUDY OF INFLAMMATORY INFILTRATE IN TICK BITE 
CUTANEOUS REACTION. 
C6rdoba A.*, Gomez Dorronsoro ML, Larrinsga B., Caballero C, Zozaya 
E. 
*Unidad de A. Patol6gica. Hospital '~ Sofia". Tudela. Servicio de A. 
Patol6gica. Hospital de Navarra.Pamplona.Navarra_Spain. 
Aims:Tick is an arthropod of the Ixodcs Ricinis complcx that can attack 
any available animal, including man. Tick bite produce local dermal 
reactions as urticarial papule, and tick bit-induced granuloma. Ticks also 
convey infectious diseases as Lyme disease (causcd by Borrelia 
burgdorfcri). The distinctive cutaneous manifestations of Lyme disease 
are erythema chronicum migrans aud borrelial pseudolympboma. Our 
purpose is to determine the phenotypc of the inflammatory infiltrate in 
tick-bite cutaneous reactions. 
Methods: We review 43 biopsy specimens with histological diagnosis of 
tick-bite reaction, and we select 20 cases with the clinical confirmation 
and the date of the bite. We study 4 mm biopsy specimen with B-cell 
markers (L-26 and LN-2), T-cell markers (UCHL-I and MT-I), 
histiocyms (CD-68) and bci-2. 
Results: In the curly phase, the inflammatory infiltrate is composed by 
small T lymphocyms and eosinopkils. In the full developed reactions we 
observe T- lymphocytes, B- lymphocytcs, eosinphils and histiocytes. If 
the borreliosis occurs, the infiltrate appears composed by B- lymphocytes 
and plasma cells, and could be so abundant to producca borrelial 
pseudolynphoma. 
Conclusions: The study of lymphoid infiltrate in tick bitc-rcactions is 
useful to differenciate the early reaction (by hypersensitivity) rich in T- 
cells and the borreliosis lesions with B-cell~ predominance. 
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SELECTIVE SENTINEL LYMPH NODE BIOFSY IN 
MALIGNANT MELANOMA. 
.Felipo F*, Vaquero M*, Paradelo C**, Fmile M***, Alas~ce A;**** 
Ferrandiz C** 
Dpts. of Pathology*, Dermatology** Nuclear Medicine*** and Surgm'y ***= 
Hospital Uaivcxsitari Germans Trlas i Pujol. Badalona. Spain. 
Aims: Sentinel lymph node (SLN) is defined as the first lymph node 
where an initial metastases can be found, whereas non-sentinel nodes 
in the same lymphatic group are not affected or only later are affected. 
Selective SLN biopsy impRes th~ ff we do not found metastases in 
this node we can avoid the conventional lympbadenectumy. 
Mcthnds: To SLN detection, technetium TC 99 in nanocolloid was 
injected intradermally around the primary melanoma. One hour after, 
this substance was found in the SLN. We used preoperative 
lymphoscintography and intmoperative mapping to confirm the 
location of the SLN and this was removed. 
We prepared tissue blocks of 2 to 4 pm thin that includes a continuous 
sampling throughout SLN, and they are paraffin- embedded aRer 
fixation in formol I0%. From each block we made 3 slides for routine 
hematoxylin - eosin staining and 2 more for immunohistoehemical 
studies with S-100 and/or HMB-45. 
Results: 

Location 

Trunk 
Hea6/neck 
Arms 
Legs 
Total 

Conclusions: 

N ~ patients N ~ SLN With metast. Free mr 
(%) (%) 

15 61 1 14 
4 19 2 2 
7 15 0 7 
19 36 3 16 
45 131 6 (13.3) 39 (86,7) 

Combination of preoperative lymphoseintigraphy and 
intraoperative mapping is a reliable way to identify regional SLN. 
Further follow-up is needed to assess the outcome of this group of 
patients for regional and systemic recurr~ces. 
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LYMHOMATOID PAPULOSIS TYPE A AND C 
Ohieondi L.* Aodroulald A., Vgenopoulou S., Kilaldonis A. 
Departmem of Pathology, Konstantopoulion General Hospital 'Agia 
Olga'* and 'LAIKO' Hospital, Department of Histopathology, Athens, 
Grace 
Lymhomatoid papulosis is defined as a chronic, reccurent, self-healing 
eruption of papules and small nodules with the histopathological 
features of  a cutaneous T-cell lymphoma, It is considered as a disease 
with an indolent clinical course. Three main histological subtypes have 
been described" Type A ('histioeytic' type), Type B (mycosis 
fungnides-like) and Type C (anaplastic large cell lymphoma-llke) The 
last type is histologically indistinguishable from anaplastic large cell 
lymphoma. 
The present case e~oncems a 60-year-old woman who presented with a 
small ulcerated nodule on the upper third of the leR thigh, followed by 
the appearance of a new nodule on the right thigh two years later. The 
histoligical features were consistent with lymphomatoid papulosis. In 
particular the first nodule corresponded to lymphomatoid papulosis 
type A, while the second to type C. The large atypical lymphomatoid 
cells were positive for CD3 and CD30 while monoclonality for TCR? 
was cometmxed by PCR analysis. 
During a three year follow up there was no disease recurrence despite 
the fact that the patient recdved no treatment. 
Conclusion: The histopathologieal features oflymphomatoid papulosis 
are variable and it is important to recognize that they can ~ be 
observed in one patient at the ~me  or different time intervals and l ~ k  
prognostic significance. 
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EXPRESSION OF CELL-CYCLE REGULATOR P27 rapl IN KAPOSI'S 
SARCOMA CORRELATES WITH STAGE AND EXTRACUTANEOUS 
INVOLVEMENT. 

emlmd -Fi e Puig L*, Penin R, Mate JL, Fernkudez-Vasalo A, 
Ariza A. 
Depts. of Pathology, Hospital Universitari Germans Trine i Pujol, Badalorm, 
and Dermatology*, Hospital de la Santa Creu i Sant Pau, Barcelona, Spain. 
Background: Down-regulation of the ceil-cycle regulator p27 has been 
shown in hype~lestlc processes as welI as in some neoplasms, and is usually 
assoeiat~ with aggressive behavior and development of metastases. 
Kaposi's sarcoma (KS) is an angioproliferative disease which probably 
begins as a hyperplasia and may evolve into a malignant neoplasm in some 
patients. It is usually limited to the skin, but in aggressive cases it can dis- 
seminate to mucous membranes and internal organs. 
Aims: To evaluate the potential role of p27 alterations in cutaneous and 
extraeutaneous KS, by using immunohistochemical methods. 
Methods: Forty-nine oases of KS cerresponding to 31 cutaneous (10 
macules, 7 plaques and 14 tumors) and 18 extracutaneous biopsy specimens 
were immunostalned using anti-p27 protein mouse monoctonal antibody, 
clone 1 B4 (Novocastra,UK). The percentage of  positive cells was evaluated 
independently by two researchers in at least 500 tumor cells or 20 fields (in 
macule and plaque stages were the total number of cells was low). 
Results: The mean percentages of p27 expression were significantly higher 
in biopsy specimens from skin lesions (78.5• ) than in those from 
extracutaneous locations (43.2a:26.2). As for cutaneous lesions, p27 expres- 
sion was significantly higher in macules (83.8:1:18.5) and plaques (91.46-6.4) 
than in tumors (68.3-+.23.5). 
Conclusions: Down-regulation of p27 immunohistochemical expression is 
related to advanced histopathologioal stage and extraeutaneous involvement. 
Acknowledgments:  We thank Dr MatiavGuiu, Dept. of  Pathology, 
Hospital de la Santa Cren i Sant Pau, for providing the paraffin blocks 
corresponding to six extracutaneous KS cases. This work was supported in 
part by CYCIT grant SAF 97/0220. 
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SOLITARY FIBROFOLLICULOMA OF THE SKIN 
& Spaun. E.** 

Depts. of Pathology. Hjoerring Hospital* and Aalborg Hospital**, 
Denmark 
Aim: Seven cases of solitary fibrofollieuloma have been published to 
date, the first one in 1984. We report an additional case and include an 
immunohistoohemical study of the eytokeratine profile in the lesion. 
Methods: An othem'ise healthy 76-year-old woman presevted to her 
practitioner with a solitary, 6 ram papule on the velar side of her right 
forearm. The lesion had been unaltered for several years. It was 
eventually removed because of recent growth. 
Results: Histologically the lesion was composed of a central keratin- 
plugged follicle-like structure .In continuity with the basal epithelial 
layers of the "follicle", strands of delicate, partly anastomosing epithelial 
proliferations, focally with" squamous eddies", extended into a 
mucinons, moderatly hypercallular, richly vascular stroma, 
The characteristic slender epithelial proliferations showed a strong 
positive reaction with cytokerafin 5/6, cytokeratin 14 and cytokeratin 
17, whereas r 4 was negative. 
Conclusions: Detailed immunohistochemical examinations of  the 
cytokeratin profile e r a  solitary fibrofollicutoma, indicate that the 
proliferative epithelial component oftkis lesion may originate in the 
external root sheath. 
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ATYPICAL FIBROXANTHOMA: A COMPARATIVE STUDY OF 
Ki-67 AND P53 PROTEIN EXPRESSION IN ITS 
MORPHOLOGICAL VARIANTS 
Huguet P. Admella C*, Pailards J, De La Torre J, Vidal MT. 
Depts. Pathology. Hospitals Vail d'Hebron (Barcelona) and *Consorei 
Hospitalari Matar6. Spain. 
Aims: Atypical Fibroxanthoma (AFX) is regarded as a superficial 
form of  malignant fibrous histioeytoma, which, by virtue of its 
tocation, almost invariably pursues a benign course. Some have 
suggested that AFX has morphological subtypes in a spectrum that 
varies from a predominant spindle cell pattern with focal 
pleomorphism to numerous bizarre apithelioid cells. We investigated a 
serie of  AFX to evaluate their pattern of  p53 and Ki-67 expression, 
tnd to elucidate if these immunostaining could be of  help in 
:listinguishing the morphological varieties of AFX. 
Methods: Fifteen cases of AFX were examined using 
tmmunohistochemistry to determine Ki-67 and P53 immunostaining. 
Results: Seven cases showed a predominant atypical-pleomorphic 
pattern in haphazard distribution. Three cases showed a more 
rnonomorphic spindle-celled fascicular pattern, and one has spindle 
zells in storiform pattern, with only very focal mild plecmorphism. In 
~'our cases there were a mixed pattern with both spindle cells in 
~'aseicular distribution and atypical pleomorphic cells. In all eases 
~bnormal mitoses varied from 2to  20 per 10 hpf, without relationship 
with the morphological type. The mean' of Ki-67 positive cells was 
~rom 0.4 to 7.7 per mm 2 and the expression of  P53 protein was 
)ositive in all cases (>50% of cells) also without relation with the 
aaorphologlcal variety. 
Conclusions: The morphological varieties of  AFX has not 
fignificative differences in its immunohistochemical expression of Ki- 
57 and P53 protein. This results do not suggest a role of p53 and Ki- 
57 immunoehemistry as a markers of different morphological variants 
3f AFX. 
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FOCAL DERMAL HYPOPLASIA (GOLTZ SYNDROME). 
?RESENTATION OF TWO CASES. 
limdnez-Ruiz JM, Palomo-Gonzfilez MJ, P6rez-Requena J, 
3onz/tlez-Fern/mdez J*, Ramos-Oill6n C. Dpts. of  Pathology and 
Dermatology*. "Puerta del Mar" Hospital. University of  C/tdiz. 
3pain. 
~IMS: Focal Dermal Hypoplasia (FDH) is a rare X-linked 
tominant ectomesodermal dysplasia syndrome that may affect 
~eveml organs such as eyes, bone, teeth, soft tissues and skin, 
aistologlcally caracterized by hypoplasia or focal absence of 
iermal collagen. We present two cases in two patients aged 11 and 
12 months old. The lesions were located in knee skin and buttock 
imultiple lesions) and showed erytematous sligthly raised and 
~apiUomatous features respectively. 
VIETHODS: Surgical specimens were processed for histological 
md immunohistochemical studies. 
IESULTS: Microscopic examination of  the papillomatous lesion 
;bowed prominent fibrovascular papillomas with acanthosis and 
heal parakeratoais. The collagen fibers of  the dermis were 
narkedly attenuated and absent in some areas with replacement by 
dipose tissue extending upward to the epidermis. Small sub- 
;pidermal bullous clefts and sparse lymphohistiocytic infiltrate 
tround the blood vessels were present. Microscopically the 
;ythematous lesion displayed acanthosis and hyperkeratosis of the 
~pidermis and striking hypoplasia of  the connective tissue with 
tpparent herniation of  the fat. 
2ONCLUSIONS: The FHD is apparently easily diagnosed but it 
nay be a problem for the pathologist because of  its infrequent 
~resentation and the wide variety of  clinical expressions of  the 
,yndrome. The histogenesis of this genodermatosis is unclear. It 
tas been proposed a defective collagen formation and an 
Lbnormality in the growth kinetics of  mesodermal tissue fibroblasts 

responsible for the connective tissue defects. 
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LIPO-CHONDROID TRICHOFOLLICULOMA. NEW VARIANT OF HAIR 
FOLLICULAR TUMOR. 
Lentini M~, Magliolo E., Batolo D. 
Dpts of Human Pathology, University of Messina, Italy. 
Introduction: We describe a peculiar case of hair follicular tumor characterized 
by the presence of abundant chondroid and lipomatous tissue in the stroma. We 
don't try in the literature any report about the presence of cartilage and adipose 
tissue in the pilar tumors. In this case the presence &the patterns of stromal 
transformation is so peculiar that we could consider the neoplasm as a distinct 
histologie variety of trichofolliculoma. 
Case report: The patient, fem~il,;, 50 years old, presented a painless, 'slow 
growing sweIling &the superior lip. The lesion was removed. It was formed by 
a nodule sized 2 x 1 x 1 cm. The whole section was embedded in paraffin. 
Sections 5 microns thick were stained with Hematoxilyn-Eosin, PAS and with 
antibodies for panCIL Ck 7, CKs 8-18-19, CK 34 13 E 12, EMA, CEA, S 100 
protein, GFAP, SMA, CD 34 and tenascin. 
The neoplasm was located in deep dermis and presented a central, wide dilated 
infundibulum closely related to the epidermidis from which branched many 
epithelial cords. The neoplastic elements were formed by basaliod cells 
sometimes forming immature hair follicles, by rare small glandular formations 
and by many keratin cysts. The stroma presented large areas of lipomatous and 
ehondroid differentiation, the latter mainly distributed at the periphery of the 
lesion. 
Focusing on the stromal transformation the immunohistoehemistry is 
characterized by the obvious positivity of the stromal elements for vimentin and 
by the positivity of the adipose and chondroid cells for S 100 protein. GFAP 
was positive in the cells located at the periphery of the chondroid areas and in 
clusters of cells located near the pilaf formations. This is a good point to discuss 
the origin of chondroid tissue in this lesion. 
Conclusions: The tumor we observed is a benign acquired neoplasm with hair 
follicular differentiation. The peculiar finding of this lesion is the presence of 
well differentiated stromal components, lipomatous and ebondroid, which has 
hitherto not been described in the follicle hair tumors to our knowledge. We 
consider the lesion as an unusual variant of triehofoUiculoma with lipo- 
chondroid differentiation of the stroma. This observation supports the 
possibility that also tumors with pilaf differentiation of the skin could present 
these types of stromal transformation, as we see in sweat glands tumors. 
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GLOMERULOID HEMANGIOMA 
Palou J, Ribd A, Basses J*, Vieente MA*, Gonz~lez MA*, Carrillo 
D+, Lleharia ~, 
Unit of  Dc'rmatopatology. Laboratory of  Histopatology and Cytology 
and Departments of  Dermatology* and Surgery+. Hospital Sant Joan 
de D~u. Barcelona. Spain. 
Aims: The classification of vascular lesions has been expanded and 
modified and new entities have recently been described, some of  them 
associated with specific clinieopathologlo syndromes. A rare cutaneous 
vascular proliferation seems to be specific of POEMS syndrome which 
makes it recognition important. 
Methods: Surgical specimen was processed for histological and 
immunohistochemical studies. 
ResnRs: A 7-yeers-old boy presented with a raised red papule of  5 mm 
in the face sliglttly painful, without other symptoms which was 
surgically removed. The histopathology examination showed a dermal 
lesion formed by multiple ectatic vascular structures containing groups 
of  capillary loops resembling renal glomerali. One layer o f  flat or 
hobnailed cells surrounded by pericytas covered the capillaries. These 
cells were positive with factor VIII, Ulex Europaeus and CD 31 
antibodies being negative for actin. Some of these cells contained 
eosinophilic globules in tbeir cytoplasm which were PAS positive and 
stained with Kappa and Lambda light chains antibodies. 
After the diagnosis of glomemloid hemangloma was made it was 
suggested to study the patient because this lesion appears to be specific 
of POEMS syndrome. 
Conclusion: It is important to know the clinicopathologlcal features of 
glomernloid hemangioma as well as its association with POEMS 
syndrome because in some cases as the presented case it may be the 
initial manifestation. As clearly showed in our case, the 
clinicopathologic features are so specific that allow us to diagnose 
POEMS syndrome in unusual clinic settings. 
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CUTANEOUS LYMPHOMA: A SERIES OF 92 CASES 
L6tmz-Rios. F.*. Martinez-Gonz/dez, M. A., Rodrtguez-P~-alto, J. L., 
Castaflo, E.* *, Fern~daz-Vfizquoz, A. 
Dpt. of Pathology*, Hospital "Sev~o Oehoa'; Dpts. of  Pathology and 
Dermatology**, Hospital"12 de O~ubre", Madrid, Spain. 
Aims: To review the cilnico-pathologic features of the cutaneous 
lymphomas (CLs) diagnosed at our institutions over the past 10 years. 
Methods: We retrospectively review 92 CLs, subdividing them 
~ r d i n g  to the REAL classification. 
ResnRs: 39 patients hadprimary CL; 23 cases were &B-cell derivation 
and 15 eases were of  T-celi origin, The phenotype was unknown in one 
case. The lymphomas were subciassified as marginal zone B-cell (12 
cases), diffuse large B-cell (10 eases), atmphstie large cell (4 eases), 
peripheral T-cell (9 cases), not subelassified (3 cases) and subcutaneous 
pannir T-cell (one case). 45 patients had lymphoma secondarily 
infiltrating the skin; 28 cases were of B--cell derivation and 16 cases were 
ofT-cell origilx The phenotype was uulmowa ia one case. The CLa were 
subclassified as diffuse large B-cell (21 cases), anaplastic large cell (7 
cases), aagiocentrir (3 cases), angioimmunoblastie T-cell (3 eases), 
peripheral T-cell (2 cases), mantle cell (2 cases) and one case each of 
precursor B-lymphoblastic, follicle center, small lymphocytic, high grade 
B-cell Burkitt-lke, marginal zone, anaphstic large cell Hodgldn's like 
and not suholassified. Tim rew~in~ng 8 eases were unclassificable. 
Outcetm was s lgni f ica~  correlated with type of  CL (primary vs 
seoonda~, 1~0.000007), p ~ n o t y ~  (I~0.04o0 and distribution of  skin 
lesions (localized vs systemic; pffiO.030). Multivariate analy~: absenc. 
of  non-cutaneous lesions 6 months after diagnosis, B-cell phenotype and 
complete remission were pr~fintors of  improved survival (p<0.00001), 
Conclusions: (1) The REAL classification is adequate for CLs. 
(2) Absence o f  non-cutaneous lesions 6 months after diagnosis was the 
strongest independent marker of favourable prognosis, (3) A B-celi 
phenotype or the presence of localized lesions may also predict a 
favourable outcome in CLs. 
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CIRCUMSCRIBED STORIFORM COLLAGENOMA 
Martin Corrieote, MC.*, Manzano Sanz. C.*. Hernkndez Guerra, 
MT*, Garcia Suarez, M.P.*, Ravina Cabrera, M.D.*, Mdndez Medina, 
R.*, Martin Herrera, A.I,*, Martin Malagon, A.** 
Pathology* and Surgery** Services, Hospital Universitario de Canarias, 
Tenerife, Spain. 
Aims: The circumscribed storiform collagnnoma also named sclerosant 
collagenoma or sclerotic fibroma is a rare solitary nodule lesion that oc- 
curs in adult of both sexes without an specific topographic localization. 
Some authors consider this lesion to be a benign nenplasia with histolo- 
gical pattern similar to flbroma &the tendon sheath, while others think 
of it as an special form of dermatofibroma or fibrosant dermatitis. Mo- 
reover, multiple papullar lesions with the same histologic features have 
been described as the Cowden's disease (multiple hamartoma). 
Methods: A 36-year-old with one year evolution of an asymthomatic 
nodullar lesion in the nasal back. No familial or personal background 
of clinical interest. Normal physical examination. Initially referred as 
trichoepithelioma, the biopsy was performed and sent to the Pathology 
laboratory. 
Results: We observed the skin that presented a dermal nodule, hypoc~- 
llular, well circumscribed, formed by hyalinized collagen bundles sepa- 
red by clefts and arranged in a storiform pattern 
Conclusions: In contrast to the multiple nodules found in the Cowden's 
disease, the storiform collagenoma can be also presented in the form of 
solitary nodule, whose simple removal is the effective therapy. 
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DNA ploidy topographic profile in primary cutaneous 
malignant melanoma 
Ad Mdrquez, A Blanes, S Dlaz-Cano, dJ Sc~nchez-Carrillo, FJ 
Ruble, dd dimdnez, A Matilla. Dpt. of Pathology University 
Hospital. M/daga. SPAIN. 

Aims: Melanoma has a reputation as an unpredictable disease. 
Numerous prognostic factors have been investigated (Breslow, 
Clark...). However, the prognostic significance of DNA ploidy 
evaluated by topographic compartments is not available to date. 

Design: 31 cutaneous melanomas, 0.98-12.86 mm thickness (Av + 
SD: 3.54 + 2.61) were included in this study. DNA ploidy was 
sistematieally evaluated by image cytomctry (CAS-200, Becton 
Dickinson) in two comlmrtmcnts (superficial and deep) each one 
of 0,75 nun thickness. At least 300 cells by compartment were 
measured in all eases. DNA ploidy were correlated with disease's 
outcome. 

Results: Superficial compartment: All patients with diploid pattern 
are alive after a mmn follow-up of 45,10 months, while 44% of 
patients with aneuploid pattern have died (P<0,001). Deep 
compartment: 90% of patients with diploid pattern are alive and 
47% of patients with aneuploid pattern have died (P<0,05). 
Disease-free interval for superficial compartment were 52,41 
months (diploid patterns) ~ d  13,69 (aneuploid patterns) 
(P<0,002); and for deep compartment,. 44 months (diploid) and 
28,31 (anenploid) (P 0,282). Survival analysis (Kaplan Meier) for 
DNA pldidy w~re P<0,0002 (superficial compartments) and 
P<0,034 for deep compartments. 

Conelusioas: Statistical results showed more accuracy in 
supfMicial component. DNA aneuploidy, mainly "suparficial 
DNA-aneuploidy', is shown to be an negative prognostic factor in 
malignant melanoma, 

P-472 

ACQUIRED PROGRESSIVE LYMPHANGIOMA 
Martincz-Victoria. JM.: Ruiz-Avila, I., Ramirez-Tonosa, C., Gareia- 
Hirschfeld, J., Cuova-Ruiz, C., Carazo-Tirao, A. 
Dpt. of Pathology, Hospital G.E. "Ciudad de Ja6m", Ja6n, Spain. 
Acquired progressive lymphangioma (APL) (benign 
lymphang~oendothelioma) is a rare, benign proliferation of lymphatic capillary 
origin, that has a tendency to appear in vhildhood and to progress slowly 
over the years. It particularly involves the extremities, especially the upper 
limbs, although the anatomical distribution is wide. It presents as a solitary 
well-defined erithematous macule or plaque that gradually increases in size. 
Occasional partial spontaneous regression is seen. 
We present a case de APL in a 2- years-old girl, the youngest reported 
patient in the literature,with clinical diagnosis of aplasia curls,whlch showed 
a round lession without hair reaching 1.2 X 1.0 cm in size, located in the 
scalp.Histologically is characterized by superficial and deep dermal 
involvement by horizontal, irregular, thin-vailed vascular channels lined by 
a single layer of fiat attenuated endothelial cells that are seen dissecting the 
collagen bundles. The channel apear empty, but occasionally proteinaceus 
material or red blood are seen. 
APL may mimic low-grade angiosareoma and patoh-stage Kaposi's sarcoma. 
The former has at least focal cytological atypia and multilayering and the 
clinical setting is different. In the latter there are ussually multiple lesions, 
and histologically there is haemosiderin deposition with extravasated 
erithrocytes and edyacent inflamatory cells, including plasma cells. 
Distinction from lymphangiomatosis is afforded mainly by the clinical extent 
of  the lesion; histologically this condition shows massive dissection of  the 
dermal collagen. Haemosiderin deposition of uncertain pathogenesis is 
usually a prominent feature. 
Pathologists and dermatologists should be aware of this entity, as surgical 
treatment may be totally curative when the lesion is limited in size. 
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S 100A PROTEIN EXPRESSION REFLECTS THE DEGREE OF 
ATYPIA 1N NEVI WITH ARCHITECTURAL DISORDER 
MeNutt, N.S. and Finneny,B. 
Department of Pathology, Dermatopathology Division, Comell 
University Weill Medical College, New York, NY, 10021 USA 
Aims: To test the hypothesis that S 100A protein expression in nevi with 
architectural disorder (NAD) or "dysplastic nevi" can be used in grading 
the degree of atypia of the lesion. 
Methods: 123 melanocytic lesions and 15 control tissues were placed 
into the following categories: NAD-mild, NAD-moderate, NAD-severe, 
melanoma in situ, invasive melanoma, and other control lesions. The 
grading was evaluated on multiple, H&E stained, routine sections of the 
whole lesion before immunostalning. Paraffin sections were pretreated 
with pepsin (0.25%w/v, pH 2.0) for 5 minutes at 45~ and then reacted 
with the monoclonal antibody MAC387, wkieh binds to S100AS, 
S 100A9, and S 100A 12. Forty-five lesions were also reacted with 
monoelonal antibody to S100A2. The bound antibodies were localized 
by reaction with biotinylated horse anti-mouse IgG and a strepavidin- 
alkaline phosphatase detection system using a red chromogen. 
Results: MAC387 staining in the keratinocytes overlying melanocytic 
lesions was found to be strong in 0/13 NAD-mild (0%), 5/24 NAD- 
moderate (21%), 6/23 NAD-severe (26%), 19/27 melanomas in situ 
(70%), and 16/24 invasive melanomas (67%). Strong staining was not 
found over ordinary compound and intradermal nevi unless traumatized, 
or in normal skin unless ulcerated, inflamed, or over a recent scar. Spitz 
nevi also had strong staining of keratinocytes. S100A2 did not show as 
striking differences as MAC387. 
Conclusions: MAC387 staining of keratinoe~es over NAD and 
melanomas may reflect activation of cell movement in the lesions and 
consequently the degree of architectural disorder. Many NAD are stable 
lesions, clinically unchanging, and are negative or show only weak 
staining with MAC387. NAD that are strongly positive for MAC387 
staining should be removed completely. 
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TYPE I PRIMARY MENINGIOMA OF THE SCALP. A CASE REPORT 
Nardini, V., Pin~itore R. 
Depts of Oneology and Surgery, University of Pisa, Italy 
Rarely meningiomas can be found in an extracraulal site, one of the 
commonest of which is the subeutis of the scalp. We report the case of a 
subcutaneous scalp nodule of a 26-year-old male who several months before 
the present sampling underwent to incomplete excision in the same site 
without postsurgical analysis. 
Case report:. A solitary, firm, apparently well circunascribed subcutaneous 
nodule of the scalp was excised. It was covered by normal hairy skin. No 
apparent connection with underlying bony structures was noted. The clinical 
diagnosis was of a benign cystic malformation. 
Gross findings: The speeiman consisted of a 2.5xl.5 ern ellipse of the scalp 
with subcutis deep 1.5 em housing a nodule of 0.7 era in its greatest diameter. 
Materials and methods: A~er formalin fixation and paraffin embedding, 
multiple 5 lara thick sections were stained by ~ a t o x y l i n  and eosin and 
indirect immanoperoxidase technique using a panel of monodonal antibodies. 
Light microscopy: Skin and adnexal structures were normal. The tumor was 
composed of scattered lobules and nests of spindle-shaped to oval cells with 
well-defined oval basophilic nuclei with dispersed chromafin and a weak 
eosinophilic cytoplasm oRen showing indistinct cell borders, intermixed with 
fibrocollagenous tissue. The lobules and nests of cells occasionally had a 
whoded feature. On high-power examination some tumor cells were arranged 
in narrow cords and lrabecuIa~ embedded within a fibrous slroma sometimes 
in intimate assodation with vessels or fat cells, simulating a psendoinfiltrative 
pattern. The tumor cells showed diffuse immunoreaetivity for vimenti~, EMA 
and S100 protein, while no CKI16, Fact.VIII, S100 protein, desmin, and 
smooth muscle actin immuncatalaing was noted. 
Discussion: Histological and immunohistochemical data dernonslrated the 
meningothelial nature of the tumor cells. According to Lopez et al, there are 
three types of skin meningiomas: type I occurs in the scalp, face or 
paravertebral region of children and young adults and probably originates 
fi'om araehnoid cell rests displaced during embryogenesis; type II occurs 
around sensory organs of the head of adults and is considered ma ectopie soft 
tissue maningiorna arising from araelmoid cell rests along nerve sheaths; type 
Ill represents a direct extension of an intracranial meningioma. Our case 
shows many features of type I primary cutaneous meningioma, 
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p53 CODON 72 POLYMORPHISM AND THE 
DEVELOPMENT OF HUMAN PAPILLOMA VIRUS- 
ASSOCIATED SKIN CANCER. 
O'Connor. D.P.*, Mabruk, MJ.E.M.F.*, Leader, M.*, Atkins, O.J.**, 
Murphy, O.M***, Kay, E.W.*. 
*Pathology Dept., Royal College of Surgeons in Ireland and Beaumont 
Hospital, **Department of Microbiology, Trinity College Dublin, 
***Dermatology Dept., Beaumont Hospital, Ireland. 

Aims : A recent report I suggests that a poIymorphism of the p53 tumour 
suppressor gene that results in the substitution of a proline residue with an 
argMne residue at position 72 of the p53 protein might act as a risk factor in 
human papilloma virus (HPV)-associated malignancies. We examined the 
role this polymorphism might play in the development of cutaneous 
carcinomas. 
Methods : Blood samples were taken from 55 skin cancer patients and 
114 ethnically matched volunteers. A polymerase chain reaction (PCR)- 
based assay was used to determine the p53 eodon 72 genotype of the skin 
cancer patients and the conlrol population. 20 viral warts and 23 squamous 
cell carcinomas (SCC) were also excised from the skin cancer patients and 
HPV typed by PCR and automated sequencing. 
Results : 100% of the warts (20/20) and 87% of the SCCs (20/23) were 
HPV-positive and were shown following sequencing to harbour either 
common cutaneous HPV types or Epidermodysplasia verruciformis- 
associated HPV types. The frequencies of p53 codon 72 genotypes were 
78% arginine homozygous, 2% proline homozygous and 20% 
heterozygous among skin cancer patients and 79% arginine homozygous, 
3.5% proline homozygous and 17.5% heterozygous among the control 
population. Statistical analysis showed no significant differer~es in the 
distribution of the two p53 isoforms between the skin cancer patients and 
the control population 
Conclusions : Our results suggest that there is no correlation between the 
presence of HPV, the p53 codon 72 arginine polymorphism and the 
development of skin cancer. 

1. Storey, A., Thomas, M., Kalita, A., Harwood, C., Gardiol, D., 
Mantovani, F., Breuer, J., Leigh, I.M., Matlashewski, G., Banks, L. Role 
of a p53 polymorphism in the development of human papilloma-virus- 
associated cancer. Nature 1998; 393:229-234 
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OVEREXPRESSION OF APOPTOSIS REGULATORY 
MOLECULES BCL-2, BCL-X, AND MCL-1 IN ANGIOLYMPHOID 
HYPERPLASIA WITH EOSINOPHILIA: A COMPARATIVE 
STUDY WITH PLAQUE-STAGE KAPOSI SARCOMA 
Rovira C, Ferngmdez-Figueras NIT, Llatj6s R, Pui_g L*, Mdndez JR,  Ariza 
A. Depts. of  Pathology, Hospital Univarsitari Germans Trias i Pujol, 
Badalona, and Dermatology,* Hospital de la Santa Creu i Sant Pan, 
Barcelona, Spain. 
Background: Anginlymphoid hyperplasia with eosinophilia (ALHE) is 
an angiopruliferative process of  unclear nature and etiology, although 
Kaposi sarcoma-associated hertx~virus infection has been implicated in its 
lmthogenesis. Recent investigations have demonstrated that alterations of 
Bel-2 family antiapoptotic members may be involved in Kaposi sarcoma 
(KS) progression. To the best of  our knowledge, similar studies have 
never been performed in ALHE. 
Aims: To evaluate possible alterations in the immtmoreactivity of  Bel-2 
family antiapoptotic molecules (Bcl-2, Bcl-x, and Mcl-1) in ALI-]2E, 
comparing the results with those obtained in plaque-stage KS. 
Methods: Immunohistoeheminal expression ofBel-2, Bcl-x, and Mel-1 
was examined in paraffin embedded samples from 9 eases of  ALI-IE and 
10 eases of  plaque stage KS. The stains were scored from 0 to 12 
according to intensity and percentage of positive cells. Results were 
statistically studied using analysis o f  variam~ and Krnskall-Wallis test. 
Results: Bet-2 and Mel-1 are overexpressed in ALI-IE and KS, their 
immunosminings reaching si.rRilar scores in both lesions. There is a strong 
BCI-x overexpression in most cases of  ALHE (predominantly in the 
characteristic hobnail endothelial ceils), and a less intense Bel-x 
expression in KS eases. The scored values o f  Bel-x in ALHE are 
significantly higher than in KS (HALE: 9:t:5.14, KS:5.3:~4.9, !0=0.003). 
Conelesions: Overexpression of  antiapoptotie molecules in ALHE 
suggests that apoptotic inhibition might play a role in its pathogenesis. 
The contribution of  Bel-x seems to be especially relevant, since its 
expression in ALHE is almost twice as high as that in KS. 
This work was supported iu part by CICYT grant SAF 97/0220. 
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CUTANEOUS LEISHMANIASIS. IMMUHOHISTOCHEMICAL 
EVALUATION OF MACROPHAGOS AND LYMPHOCYTES. A 
COMPARISION WITH LEPROSY CUTANEOUS LESIONS. 
Sim6n, R.S.Salinas, S. Perez-Mies, B. Tejerina,E Contreras,F. Cuevas, J. 
Hospital Universitario La Paz, Madrid. Hospital Universitario de 
Guadalajara, Guadalajara. Spain 
Aims: It has been referred that lesional pattern in leishmaniasis is 
related to the type of immune response. We try to define in this study 
the type of lymphocytic maerophages involved in cutaneous 
leishmaniasis, including a group of AIDS patients, in eomparision with 
our previous findings in leprosy. 
Methods: We have selected 54 skin lesions of leishmaniasis in 54 
patients, 11 of them with AIDS. Four lesional patterns were considered: 
~ :  grouped epithelioid macrophages surrounded by 
lymphoeytes; Diffuse: mixed macrophages and lymhocytas; 
Intermediate pattern and AIDS pattern with very slight lymphocytic 
component without maerophage activation and with abundant parasites. 
The immunohistochemical panel included SI00 protein, CD68, 
muramidase, Factor 13a, I-tLA-DR, CDIa, CD4 and cDg. 
Results: The immunopathogenie findings are not equivalent comparing 
leishmaniasis and leprosy. Macrophages without activation do not 
express protein SIO0 as happens in |epromatous rrmerophages. In 
lesions with higher macrophage activation, no nerve lesion appear and 
although DR is expressed by maerophagas in those lesions with 
epithelioid pattern, the expression is always lower than in tubereuloid 
leprosy patients. No eases with DR expression in keratinocytes have 
been found. Langerhans cells in the epidermis were variable but absence 
or patent hyperplasia as in lepromatous or tuberculoid leprosy patients 
has not been found. The proportion and topography of CD4 and CD8 
lymphecytes has been considered in each of the four lesional patterns. 
Conclusions: Our findings support the idea that macrophages express a 
variable immunophenotype in accordance to the lymphocytic response. 
However, the macrophage immunophenotype is not equivalent to that 
found in leprosy. 
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DYSPLAST1C MELANOCYTIC NEVUS (DN). 
CL1NICOPATHOLOGICAL FEATURES. 
Salinas.,_S_Sim6n, R.S.Tejerina,E.P6rez Mies,B.Cuevas,J. Contreras, F. 
Hospital Universitario La Paz. Madrid. Hospital Universitario de 
Guadalajara. Guadalajara. Spain. 
Aims: It still remains the controversy about nomenclature, nature and 
biologic behaviour of DN. In this study we try to determine the age of 
presentation, the most freeuent location and the relationship with other 
melanocytic lesions of DN All eases were selected only when showed 
strict histopathologic diagnostic criteria. 
Methods: 97 DN in 64 patients were selected. All showed 
intraepidermie and junctional melanoeytic proliferation with 
architectural disorder, random nuclear atypia and mesenchymal 
reaction in papillary dermis.ln all eases the histopathologic diagnosis 
was made in 1993 or 1994, and a search of previous biopsies (since 
1967) and posterior lesions (until 1999) in these patients with a 
histopathologic diagnosis of DN or melanoma, was done in the 
computer of the Pathology Department. 
Results:The incidence of DN in our series, referred to acquired 
conventional and congenital nevi, was 1/18 and 1/4 respectively. Most 
of them were excised in patients between 10 and 50 years of age. No 
cases were found in the first decade of life. 70% were located in the 
back. Lesions in the face or extremities were unfrequent. In 7 patients 
we found 21 previous biopsies of DN. In 17 patients, 39 had posterior 
biopsies of DN. In 7 patients there were 8 previous melanomas and in 1 
we found a posterior diagrlosis of melanoma. There was a higher 
incidence of melanoma in those patients with a larger number of DN. 
Conclusions: DN, when diagnosed with strict histopathologic criteria, 
appears as a real entity with specific morphological features, lesional 
multiplicity and is related to melanoma. 
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Polypoid melanomas: kinetie and DNA-ploidy markers. 
JJ S,~nchez-Carrillo, AJ Mdrquez, S Dfaz Cano, IM Gonzddez de 
Gor, M Alvarez, d Garcla, MV Ortega, A Blanes. Dpt. of 
Pathology University Hospital. M~aga. SPAIN. 

Aims: Polypoid melanoma (PM) is a variant of cutaneous 
malignant melanoma (mainly nodular or superficial spreading 
types) characterized by exophytic growth, highly tumor thickness 
and poor prognosis. 

Dealgn: 31 cutaneous malignant melanomas (6 polypoid and 25 
non-polypoid ones), 0.98-12.86 mm thickness (Av + SD: 3.54 + 
2.61) were included in this study. The proliferative parameters 
included mitotic figures counting and MIB-I labelling index. DNA 
ploidy was sistematieally evaluated by image eytometry (CAS- 
200, Becton Dickinson). At least 500 cells per ease were 
measured. 

Results. All polypoid melanomas were of nodular type (P<0,016). 
Mitotic figures counting and MIB-I index in polypoid melanomas 
were higher than those in non-polypoid melanoma (P<0,05). All 
PM were aneuploid, while 52% of the non-PM. Survival analysis 
showed significant differences in overall survival (non-PM 52,2 
months and PM 19,2 months, P<0,005) and disease-free interval 
(non-PM 42,5 months and PM 3,7 months, P<0,000 ). To date, 
75% of patients with non-polypoid melanomas are alive, while 
83,3% of patients with polypoid melanomas have died (P<0,05). 

Conclusions: The results suggest that polypoid melanoma has 
high proliferation rates and is usually aneuploid, two features 
related with poor clinical outcome. 

P-480 

CUTANEOUS PANARTERITIS NODOSA: 
A CLINICOPATHOLOGICAL EVALUATION OF A 
CONTROVERSIAL ENTITY 
Santo~Briz A., Serrano A., Benito A., Gonz~lez C., Rodrlguez Peralto JU 
Dept. of Pathology, Hospital Dece de Octubre, Madrid, Spain. 
Aims: The objective of our study is to evaluate the evolution of 24 patients 
affected by cutaneous processes, first diagnosed as cutaneous panarteritis 
nodo~ (PAN), as well as discuss the possible relationship between this 
disease and other dermatoses. 
Methods: 24 eases initially diagnosed as cutaneous PAN in the 
department of Pathology at the "Dece de Octubre" Hospital were studied 
retrospectively. Biopsy specimens were reviewed in detail, and six eases 
initially diagnosed as cutaneous PAN were reelasified, basing the final 
diagnosis in histopathnlogieal and clinical features. These patients formed 
the "false cutaneous PAN group", and were compared with the remaining 
eases, which fitted the criteria for the diagnosis, forming the "real primary 
cutaneous PAN group". Clinical features, laboratory results, outcome and 
response to treatment were evaluated, 
Results: Cases forming the "false cutaneous PAN group" consisted of two 
Iobular pannieulitis, two thromboflebitis, one systemic PAN, and one 
stasis dermatitis. Clinical and laboratory differences were found between 
both groups, more reliable in sex distribution, incidence of systemic 
symptoms (higher in the real PAN group), and the presence of possitivity 
to antinuelear antibodies (ANA). 
Conclussions: We conclude that cutaneous PAN is a distinct localized 
vaseulitic process that involves medium-sized vessels in the deep dermis, 
with a favorable outcome and no visceral involvement. Its diagnosis must 
be based on clinical and histopathological data. Nodular vasculitis 
(erythema induratum) may mimic cutaneous PAN in eady stages, being 
differential diagnosis difficult or even imposible. Other differential 
diagnosis include systemic PAN and thromboflebitis. 
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MtCROVESSELS COUNT AND ANGIOGENIC FACTORS IN THICK 
CUTANEOUS MELANOMA (>3 MM) 
Massi, D., Franchi, A., Borgognoni, L.*, Paglierani, M., Reali, U.M.*, 
Santucci, M. 
Institute of Anatomic Pathology, University of Florence Medical School, 
Division of Plastic and Reconstructive Surgery*, S. Mafia Annunziata 
Hospital, Florence, Italy 
Aims: Although the importance of angiogenesis in the process of tumor 
growth and metastasis has been well established for many human tumors, 
the prognostic significance of tumor vascularity in cutaneous melanoma 
is still a controversial issue. Aims of the current study were to evaluate 
whether angiogenesis, quantified by microvessel counting, and the 
expression of angiogenie mediators, such as inducible nitric oxide (iNOS) 
and eyclooxygenase-2 (COX-2), are related to the development of 
metastases and clinical outcome in patients with thick cutaneous 
melanoma. 
Methods: A series of 12 patients with melanoma (>3 ram) who did not 
experience disease progression after 10 years follow-up and 24 matched 
controls who underwent recurrence and/or metastases were selected for 
the study. Tumor mierovessels were stained with anti-CD31 antibody, 
and their number was recorded in the one field (x400) out of five 
examined fields with the highest number of mierovessels, after selection 
of the areas with the greatest vascular density ("hot spots"), excluding the 
areas of regression, iNOS and COX-2 expression was semiquantitatively 
evaluated (0; _<20%; >20% of positive cells). 
Results: Mean microvessel count was 13.83 (range 5-3t) for cases who 
did not undergo progression and 20.91 (range 6-40) for the metastasizing 
melanomas, the difference being statistically significant (p=0.04, Mann- 
Whitney U test), iNOS staining was observed in 9 out of 12 (75%) long- 
term surviving cases and in 16 out of 24 (66.7%) cases who underwent 
progression, with no statistically significant differences between the two 
groups. COX-2 was diffusely expressed in all cases investigated, 
independently from the clinical outcome. No significant correlation was 
found between microvessels count, INOS and COX-2 expression and 
other clinicopathologic features, including age, sex, histotype, level, 
regression, mitotic count, ulceration, type of invasive front. 
Conclusions: Our data indicate that tumor vasculafity has a prognostic 
role in thick cutaneous melanoma whereas iNOS and COX-2 expression 
is not useful in predicting survival. 
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ACQUIRED PROGRESSIVE LYMPHANGIOMA. 
Esteva, M., Sen-a, E., Escalas, J. *, Sans, C. 
Dpts. of Pathology, Son. Dureta Universitary Hospital, and 
Dpt, of Dermatology *, PolicJiaica Miramar, Palma o f  Majorca, 
Balearie Islands, Spain. 
Aims: Acquired Progre~Lsive Lymphangioma is a rare vascular 
proliferative lesion. Thins lesion may mimic angiosarcoma and 
patch-stage Kaposi's s~coma. 
Methods: We describe a 55-year-old patient with an 
erythematous lesion in riglrt thigt which slowly developed over a 
period of some years. 
Results: 
Gross findings: a fiat gray-yellowish lesion which measured 
15x10 mm 
Microscopic findings: the ~fian.daowed Ibis-stalled 
interconnecting vascular channels throughout the dermis and 
subeutis, arranged horiz,,-t~l!y. The ~essd~ wca',e lined by a 
single layer of plump endothelial cells, dissecting the dermal 
collagen bundles, lmmt.gmhistoehemie.a/gadies disclosed no 
factor VIII-related antigen on endothelial cells. Basement 
membrane and intracitqpl,~mie We.il~-Patade bodies have 
been absent by electron microscopy. 
Conclusion: Acquired jProgressive Lymphangioma is a benign 
vascular proliferation, eharanterized histologically by dermal 
vascular channels and ~"  disser..tion o f e o / ~  ," 8p,-~rane~. 
Patch-stage Kaoosi'., sarcoma may be impossible to distinguish 
from acquired progressive lymphangioma. Pathologists and 
dermatologists shoud be aware of this emity, as early surgical 
treatment may be totally caarative when the lesion is limited in 
size. 
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CLUSTER ANALYSIS OF BENIGN PIGMENTED SKIN LESIONS 
Bjelim L., Sunko D*., Konjevoda P., ~itum M., ** Manojlovi~ S., 
$e'~verth ~. 
Institute of Pathology Medical Faculty, Institute of Phys?c~ Faculty of 
Natural Sciences and Mathematics, Dermatologwal Clinic Medical 
Faculty, Zagreb, CROATIA 
Pigmented skin lesions represent one of the challenging fields of 
pathology. So far many morphometric studies, assessing mainly nuclear 
features have been a n d e r t ~  with variable remits. The distribution of 
cells in a lesion in also a potentially valuable parameter. Cluster analysis 
can be used to deson~oe the spatial distn'bution of objects. In our study we 
investigated the distribution of nevocyfic cells in different benign 
pigmented skin lesions using cluster analysis. Methods. Samples of 30 
pigmented skin lesions, previously diagnosed as comptmd, intradermal or 
dysphstio nevi respectively, were included in the study. Using 
interactive, semiautomatic image analysis system (VAMS, Zagreb) and a 
custom made cluster analysis program, Results. Cluster analysis showed 
a non-random distribution in all type of analysed lesions. Due to group 
overlapping the single type of lesions could not be separated according to 
their clustering pattern. Conclusion, As the clustering pattern of benign 
skin lesions shows a non-Poissou distribution, a further investigation of 

problem by more sophisticated expert systems seems to be indicated, 
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MORPHOGENESIS OF NORMOTROPHIC, HYPERTROPHIC, AND 
KELOID SCARS IN CHILDREN 
Sheckter, A.B.*, Reznikova, A.E.**, Menzul, V.A.***, Rudenko, 
T.G* 
Sechenov Medical Academy, Moscow*, Institute of Stomatology**, 
Pediatric Burn Center***, Moscow, Russia 
Aims: to study the patho- and morphogenesis, differential diagnosis of 
normotrophic (NS), hypertrohpic (HS), keloid (KS), and embryonic 
scars (ES). 
Methods: operative skin scar biopsies of 82 children aged 6 months to 
14 years and the time &the  scar existence ranging from 6 months to 5 
years were studied using histological, histochemical, electron- 
microscopic techniques, morphometry, and score assessment of 38 
morphological characteristics. The scars were caused by burns, injuries, 
and operations. 
Results: dermal fibroblasts (Fb) ensuring complete regeneration &the  
skin without scar formation are primarily involved in the healing of 
superficial skin defects. As for deep full-thickness skin wounds, 
nonspecific Fb forming NS or HS with longitudinal and parallel 
orientation of collagen fibers (CF) relative to the skin surface and 
partial regeneration of elastic fbers (EF) play a leading part in the 
healing process. HS differ from NS in the predominance of hyperplastic 
processes (permanent proliferation and metabolic activity of Fb and 
myofibroblasts, the synthesis of collagen), intensified vascularization, 
retarded moturation, the absence of involution, vasculitis, 
lymphomacrophageal infiltration, and epidermic dystrophy. KS 
significantly differ from HS in nodular structure, spherical and arcate 
fiber orientation, the presence of atypical and giant Fb, the absence of 
EF, multicentric growth, and cyclic remodelation. 
Conclusions: NS occur when autoregulation &connective tissue 
growth is retained, HS develop in dysregulaton and prolonged 
hyperplasia, and KS result from local dysplasia similar to 
pseudoneoplastic fibromatoses. 
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APC AND C-NEU IN MALIGNANT AND BENIGN MELANOCYTIC 
LESIONS 
Silve R., Webersinke G.**, Heuritsch S.** 
Dept. of Pathology, St. Vincent Hospital, Linz, Austria* and Inst. of 
Molecular Biology, 1. Internal Dept., St. Vincent Hospital, Linz, 
Austria** 

This work was supported by the Upper Austrian Cancer Society 

Aims: This immunohistoehemical study is analysing the expression and 
distribution of  APC and c-neu gene product in malignant and benign 
melanoeytie turnouts. Our results confirms in vitro studies, in which both 
genes are shown to play an important role in melanoma development. 

Methodes: 20 paraffin slides of patients suffering from malignant 
melanomas were evaluated on haematoxylin and eosin sections using 10 
benign naevi as a control group. The avidin-biotin method was employed 
for immunostaining, using monoelonal mouse antibodies against APC 
and c-neu products. Assessment of immunostaining was performed by 
using normal keratinocytes of the same sample as an internal control. The 
intensity and distribution of  APC and c-neu expression was reported and 
correlated with morphological and clinical features. 

Results: APC immunohistochemistry exhibit a reduced expression in 
malignant melanomas (many of the turnour cells were completely 
negative), whereas benign naevi show a clear cytoplasmic staining. C-neu 
was overexpressed in all melanomas compared with weak 
immanoreactivity in benign naevi. There was no correlation in APC and 
c-neu immunohistochemieal staining and tumour location, Clark's level, 
growth pattern and depth of  invasion. 

Conclusion: As APC and c-neu are interacting with B-eatenin, loss of 
APC in malignant melanomas may lead to increased cell proliferation by 
increasing intraeytoplasmatic B-eatenin levels. The overexpression of c- 
neu may cause a disruption of the E-eadherin-13-catenin complex, 
resulting in an invasive tumour phenotype. Our morphological 
investigations support in vitro studies showing that both genes are 
important in melanoma development. 
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LOSS OF NUCLEAR EXPRESSION OF p16 PROTEIN 
CORRELATES WITH INCREASED TUMOR CELL 
PROLIFERATION AND POOR PATIENT OUTCOME IN 
PATIENTS WITH VERTICAL GROWTH PHASE MELANOMA 
Straume, O.*, Sviland, L.*, Akslen, L.A.* 
Dept. of Pathology, The Gade Institute*, Bergen, Norway. 
Aims and methods: The CDKN2a (p16 INK4a) cell cycle inhibitory gene 
has been associated with development of familial melanoma. 
Additionally, recent studies have demonstrated that pl 6-alterations occur 
frequently in sporadic melanomas. To investigate whether differences in 
expression were associated with tumor cell proliferation, tumor 
progression and patient survival, we examined the immunohistochemieal 
staining of p16 protein, and compared the results with Ki-67 expression, 
angiogenesis, elinico-pathologic variables and survival data in 202 
sporadic vertical growth phase melanomas. 
Results: 45% of the cases showed absent or minimal nuclear staining for 
the p16 protein product. These cases were significantly associated with 
high proliferative activity, assessed by the expression of Ki-67 (Mann- 
Whitney test, p< 0.0001). No significant associations were present with 
tumor thickness, Clark's level of invasion, anatomic site, microvessel 
density, or p53-protein expression. In univariate survival analysis, absent 
nuclear pI6 expression significantly predicted poor patient outcome (log 
rank, p=0.003), with 44% and 67% estimated 10-years survival for cases 
with absent or present pl6-expression, respectively. In multivariate 
survival analysis, pl6-expression was an independent prognostic factor 
(p=0.005, hazard ratio 2.3), along with Clark's level of invasion, 
anatomic site, p53-expression, microvessel density and proliferative rate 
by Ki-67 expression. 
Conclusions: Our results indicate that loss of nuclear pl 6 expression is a 
frequent event in vertical growth phase melanomas, and that altered p16 
plays an important role in the regulation of proliferation and progression 
of this tumor. 
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p16 protein expression as an important prognostic factor in primary 
cutaneous malignant melanoma. 

S Puig, J Palou, T Castel, M Lecha, 
l)epattment of Dermatology, 

Grapo Melanoma, 
lnstitut d'Investigaeions Biom6diques Agust Pi Sanyer (IDIBAPS) 

Hospital Clinic de Barcelona. 

The role of  p16 mutations in inherited susceptibility to familial 
cutaneous malignant melanoma (CMM) is clear, but the p16 involvement 
in sporadic CMM must be clarified. 
The expression of  p16 protein has been reported to be altered in a 
substantial number of  advanced melanoma cases (Reed et al 1995, 
Straume et al 1997) but the prognostic role of  p16 alterations has not 
been focused upon in survival studies. 
In the present immunohistoehemical study, the expression o fp l6  and its 

prognostic relevance has been examined in 165 primary CMM: 25 
turnouts Clark I and II, 78 Clark III, 62 Clark IV and V; 42 tumours 
Breslow <0.75, 38 Breslow 0.75-1.5 and 85 Breslow >1.5. 
p16 expression was positive in 54% of  the primary CMM studied. 
A 5-year recmrence-free survival was significantly more frequent in the 

p16 positive primary CMM compared with the p16 negative (93% vs 
38%), (St<0.0001), with a sensibility of  89% and specificity of  74%. 
In multivariate analysis, lack o fp I6  staining significantly increased the 

predictive power ofthe Clark and Breslow classification (p<0.0001). 
Our present results indicate that loss of p16 expression is significantly 

associated with increased probability of recurrence of  the disease. 
Thus, p16 immtmochemistry is an easy technique, our results could 

suggest its incorporation in the routine prognostic evaluation of  primary 
CMM patients. 

ReFerence: 
g ~ l  JA, Loganzo F Jr, Shin CR a al. Leas of eXlSe~mion of the pl6/~dalin-dopend~ IdnaN inhtbl~" 2 
mmour z u ~  gene in mchu~x~i~ I~iom ~o~rclmea with invmiw ~ of turnout prosrmion. Cmeer 
Ru, 55, 2713-2718 (1995). 
S~ulI~ 0 8rd Ak$1eo LA. AltmllSora and pl~osair s l g n l f l ~  o f  pl6 and p53 preen ~pre~io~ in 
subgz'o,ups ofez,mmeous melanoma. Int J C ~ "  (Pred Oncol). 74, 535-539 (1997). 
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ECTOPIC EXPRESSION OF ctllb~3 INTEGRIN IN HUMAN 
MELANOMA 
Timar J., DOme B., Trikha M*., Somlai Bw Horv~ith Aw 
Dept of Tumor Progression, National Institute of Ontology, Budapest, 
w of  Dermato-Venerology, Semmelweis University of Medicine, 
Budapest and Dept of Radiation Oncology, *Wayne State University, 
Detroit 
Aims: Literature data indicated that rodent tumors can express 
thrombocyte integrin o~Ilbl33 ectopicatly. Experimental studies also 
shown that this ectopic integrin may play a crutial role in tumor 
dissemination as adhesion and signaling molecule. Therefore we have 
postulated that human melanoma may also express this ectopic 
thrombocyte integrin. 
Methods: Expression of the ctllb chain in human melanoma cell lines (7) 
was studied at genetic as well as protein level using RT-PCR, Western 
blotting and immunocytochemistry. In human melanoma samples (30) 
~llb and av expressions were studied using double labeling 
immunohistochemistry and confocal microscopy. 
Results: All the human melanoma cell lines studied, expressed otllbl33 to 
various extent both at genetic as well as protein level. On the contrary to 
the constitutive homogenous expression of the ctv chain in human 
melanoma samples, the expression of  the ~llb chain was much more 
unique and was detectable only in a smaller proportion of  the tumor cell 
population. Beside thrombocytes and melanoma cells no other cell type 
stained positive for cdlb. 
Conclusion: Our experimental and pathology data indicate that the 
megakaryocytic cell line-specific (xllb133 integrin can be expressed 
ectopically in human melanoma cell lines and human skin primary 
melanomas. On the contrary to the constitutive expression of  the otvl33 
integrin in melanoma, the ectopic ctllb[33 complex is restricted to 
individual tumors and to cell populations in the individual tumor Based 
on our experimental data we suggest that the eetopic alIb[33 integrin 
expression may have prognostic significance in human melanoma. 
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COMPLICATIONS AND CAUSES OF DEATH IN PSORIATIC 
ARTHRITIS 

Toman J*~ T6th Anna*, P~il Csilla*, Bdly M** 
Semmelweis University of Medicine*, Department of Pathology, National 
Institute of Rheumatology and Physiotherapy**, Buda~st, Hungary 

Psoriasis is complicated by psoriatw arthritis (PsA) in 5% of the cases. 
Objective: The basw and accompanying diseases, the major cvTraplicanons and 
causes of  death were determined and histologically confirmed in a randomized 
autopsy population of 12 in-patients (female 6, average age: 66.5 years; male 6, 
average age of 62.8 years at death) with (PsA), who died at the National Institute 
of Rhcomatology between 1968 and 1998. 
Methods: The tissue specimens were fixed in 8% formaldehyde at pH 7.6 and 
embedded in paraffin. Serial sections were cut and stained with haematoxylin- 
cosin, Ziehl-Neelsen stmn, PAS reaction, and Congo red according to Romh,'inyi. 
The (AA) amyloid was determined and characterized histoehemically. 
Results: Mortality in PsA is summarized in table I. 

n Basic disease Complication(s) Cause of death Associated 
1. Athero~elerosis Pericarditis Heart failure PsA 
2. Prostatic hypertrophy Operative complication Pulmonary embolism PsA 
3. Hypertension Pulmonary embolism Circulatory failure PsA 
4. Atherosclerosis Purulent bronchitis Circulatory failure PsA 
5. Tuberculosis Pulm.art.arrosion-(AA) Haemorrhage PsA 
6. Atherosclerosis (AA) amyloidosis Myocardial necrosis PsA 
7. PsA-Synoveetomy Operative complication Pulmonary embolism 
8. Hypertension Atherosclerosis Myocardial necrosis PsA 
9. Atheroselerosis Myocardial fibrosis Heart failure PsA 
10.Cirrhosis of liver Ascites Brenehopneumonia PsA 
1 l.Hypertension Atherosclerosis Heart failure PsA 
12.Atherosclerosis Hypertension Pulmonary edema PsA 

Discussion: In one case the cause of death was thrembembolism as a 
postoperative complication of synoveetomy. In the remaining 11 eases some 
other basic disease (atheroselerosis and/or hypertension in 8, tuberculosis in 1, 
postoperative thrombembolism in I, cirrhosis of the liver in 1 patient) led to 
death. Our results are similar to the mortality data of the literature. Systemic 
secondary AA amyloidosis is a rare complication of PsA: in one of our cases it 
was probably caused by tuberculosis, and in one ease it appeared to be related to 
PsA itself. 

CLINICOPATHOLOGIC STUDY OF 7 SOFT-TISSUE MYXOMAS 
APROPOS OF A CASE OF RECURRENT YUXTA-ARTICULAR 
MYXOMA WITH AGGRESSIVE FEATURES. 
Benito A., Rodriguez-Peralto J.L, Ballestin C., Martinez-Gonz/dez MA. 
Santos-Briz A., Serrano-Egea A. and Martine~-Tello E 
Dpt. of Pathology, Hospital Universitado"12 de Octubre". Madrid. Spain. 
Aims: To compare clinical presentation, histological features, amtar size 
and recurrences of  both jura-articular (JAM) and irmamu~ular (IMM) 
myxomas. Moreover, we report a ease of  a huge JAM of  the: knee that 
recurred a year after surgery mimicking a malignant neoplasm. 
Methods: Formalin fixed, paraffin embedded tissue fi'om all the cases 
diagnosed as soft-tissue myxomas in our institution, were examined by 
histochemical and immunohistochemieal methods. Cytological and 
ultrastuctural studies were performed in the cases with suitable material. 
Clinical information and follow-up were obtained from medical reports. 
Results: We have reviewed 7 eases of seR-d&~ue myxomas (4 ~ aBd 3 
JAMs). The bankground was myxoid and hypocellular, with fosiform and 
stellate cells without atypia or mitoses. Immunohistockemieally, cells were 
only positive for vimentin. Blood vessels were very scanty and lipoblasts 
absent. Ultrastruetural studies revealed myofibroblastic differentiation. 
Our series shows differences between JAM and IMM. JAMs tend to locate 
in_the vicinity of  large joints associated with a stoo/ of  degenerative 
arthritis. Histologically, JAMs show cystic changes with focal areas of  
hemorrhage and infiltrative growth pattern. Although benign, 2 of the 3 
JAMs from our series locally recurred after surgery simulating a malignant 
tumor, specially a case which recurred one year al~er excision with a 
radiolngieally aggressive pattern, measuring 20cm. On the contrary, IMMs 
located in large muscles are histologically uniform, with no recurrences. 
Conclusions: We report the clinicopathological features of 7 cases of soft- 
tissue myxomas emphasizing the different follow-up between JAM and 
IMM. We also describe a peculiar 20cm JAM which represent the larger 
reported case. Knowledge of microscopic findings as well as clinical 
potential a88ressiveness of this entity is very important in order to 
differentiate these neoplasms from tumors with mixomatous change, which 
would imply different treatment and prognosis. 
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Significance of a the small subtelomeric area of chromosome I (1p36.3) 
in the progression of malignant melanoma. 
_Woenekhaus C. m, Poetsch M ~2~, Dittberner Th. I~, Lorenz G. m, Pambor 
M. o~, Herrman F.l-C~k 

( I )  (2} ( ) Dpts of Pathology of  Forensic Medicine , of  Dermatology ~ and Human 
Genetics r University of  Greifswald, Germany 
Introduction: In melanomas two growth forms determine the clinical 
outcome. Melanomas with radial growth can be cured by simple excision. 
Tumors who achieved or primarily show vertical growth are associated with 
metastasis. Studies indicate that these tumor forms are associated with 
specific chromosomal aberrations. In nodular melanomas (NM)a deletion of  
I p36 was found in an augmented percentage while superficial spreading 
melanomas (SSM) did not show this aberration. 
Aims: to study the occurrence of this deletion in the progression of  
malignant melanomas and to evaluate the extension in order to confine the 
loss of  possible relevant DNA material more precisely. 
Methods: 7 melanoma cell lines (MC), 32 primary tumors (PT)(16 SSMs 
and 16 NMs) and 32 metastatic tumors (MT) where included in this study. 
Fluorescence in situ hybridization was carried out with a repetitive telomeric 
DNA probe DIZ2 in 1p36, eight YAC DNA probes hybridizing to 1p36, 
lp32, lp3l and Ip21, and the centromerie probe D1ZI as internal control. 
Results: All MCs, 91% of the MTs and 63% of  the NMs but none of  the 
SSMs showed a deletion in DIZ2. With YAC probes, the most frequent 
deletions were found in 1p36 in all MCs, in 13% of NM and in 44% of  MT. 
They were never detected in SSM. The region I p31 was concerned rather 
equally in NM, SSM and MT, 
Conclusion: In our study the deletion in 1 p36 occurred in nearly all MTs, 
but was mostly confined to a rather small area near the locus DIZ2. SSMs 
with vertical growth did not show this deletion while MTs derived from these 
tumors showed the loss of DNA material in Ip36. The results underline the 
importance of this pan of lp36 in the pathogenesis of malignant melanoma. 
Furthermore the augmented accumulation of  this deletion point toward 
genetic changes during tumor progression which might be of significance for 
the acquisition of a metastatic potential. 

INTIMAL SARCOMAS OF THE PULMONARY ARTERY 
B. Bode-Lesniewska j, J. Zhao I, J. Speel I, A. Biraima 2, M. Turina 2, Ph. 
Heitz ~, P. Komminoth ~ 
i _ Institut of Clinical Pathology and 2 _ Clinic of Cardiovascular 
Surgery, University Hospital, Zurich, Switzerland. 
Aims: The characterization of clinical, histopathological, immunohisto- 
chemical and genetical features of the rare type of primary tumors of 
the pulmonary artery. 
Methods: Clinical data were obtained on the course of eight patients 
diagnosed with a sarcoma of the pulmonary artery between 1994-1998. 
Routine histopathological examination of four resected lungs, one end- 
arterectomy specimen and three biopsies were performed. Immunohisto- 
chemistry and comparative genomic hybridisation (CGH) were done. 
Results: Of the eight patients 4 were male and 4 female; median age 41 
years. The predominant clinical presentation was dyspnoe (7 out of 8) 
and febrile pulmonary disease (4 of 8). Clinical or pathological signs of 
embolic lung disease were present in all cases. One patient died post- 
operatively, four patients died of disease at 9 to 30 months after primary 
presentation, three patient were alive at 8 to 25 months follow up. The 
histopathological examination of the submitted material showed at least 
partially myxoid, spindle cell sarcomas in all cases. Metastatic disease 
was histologically confirmed in three cases (lung, pleura, skull). 
Immunohistoehemically vimentin was the strongest expressed marker. 
Some degree of positivity was observed for alpha-actin, CD68, p53 and 
bcl2. The proliferation index Ki-67 was between 5% and 80%. 6 of 7 
examined cases were positive for mdm2,In the COH analysis in 6 of 8 
cases (75%) gains and amplification of the 12q12-15 region were found. 
Other, less consistent alterations were losses on 3p, 3q, 4q, 9p, I lq, 13q, 
Xp and Xq as well as gains on 5p, 7p, 17p and 17q. 
Conclusion: The intimal sarcomas of the pulmonary artery are a group of 
tumors with unfavorable prognosis and myofibroblastic differentiation. 
High percentage of cases shows a consistent genetic alteration (12q12-15 
amplification) implicating mdm2/p53 pathway as a possible mechanism 
in the tumor pathogenesis. 
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FINE-NEEDLE ASPIRATION OF SOFT TISSUE TUMORS. 
DIAGNOSTIC ACCCURACY. 
,lr C. Cruz Moiarrieta*, Noel Cordids Justin*, Lourdes Perez 
Caballero*, Iraida Caballero, Vertnica Walwyn Salas* 
*Institute nacional de Oncologia y Radiobiologia, Ciudad de la 
Habana, Habana, Cuba 
Aims: To assess the diagnostic accuracy of fine-needle aspiration 
(FNA) in the diagnosis of neoplasms of soft tissue tumors and the 
adequacy of this technique in determining the origin of  these tumors. 
Material and methods: 152 fine needle aspirates of soft tissue tumors 
were obtained as initial diagnostic procedure between January 1996 an 
December 1998 in our center. Twenty seven were excluded due to 
inadequate histologic follow up. They were fixed in 95% ethanol and 
stained with hematoxylin-eosin. Fine-needle aspiration and 
histological diagnosis were correlated, the definitive diagnosis being 
the one provided by the surgical specimen. 
Results: A benign diagnosis was provided in 40 patients. It was 
confirmed in 38 patients by histological examination'. A malignant 
diagnosis was correctly rendered in 81 patients as confirmed by the 
histological examination. Only the diagnosis in four patients rendered 
a suspicious malignant lesion, this diagnosis was confirmed by 
histological examination in three patients. 88 patients were diagnosed 
as having a soft tissue tumor and 37 as carriers of a secondary lesion 
depending of bone or other tissues (metastasis). The sensitivity of our 
method was 97.6 %, the speeifity 97.1%, the positive predictive value 
98.8 %, the negative predictive value 95 % and the efficacy 97.5 %. 
Conclusions: FNA is useful in identifying the nature of a soR tissue 
tumor. A correct diagnosis of a benign neoplasm avoids unnecessary 
surgery and pe(i~iits the clinician to establish and adequate follow up 
of the patients. It permits to differentiate among primary or secondary 
lesions avoiding unnecessary treatment in the case of metastastic 
tumors. 
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MALIGNANT AND RECURRING GLOMUS TUMOR: A CASE 
REPORT 
Flamme, H.*, Jaubert, F.**, Durand, L.*, Serre, I.*, Oaspard, C.*, 
Cosms, V.*, Bruehe, C.*, Baldet, P.* 
~Dpts. of Pathology, hopitai Guidc Cbauliao, Montpellier*. Hopital 
Necker, Paris**, France. 
Aims: A 19 - year old male presented with a bifocal seR tissue lesion of 
the posterior face of the left tigh and on the dorsal face of the left foot 
that was excised and interpreted as a glomangioma. Nine years later, he 
developped in the same tigh region a larg~ recurrence involving the left 
sciatica nerve. The nervous resection measured 18r and contained 
numerous tumoral nodules varied in size with a maximum of 6 cm and 
exhibited rare necrosis. 
Methods: Immunohistochemistry was performed with an automaton 
(mohnmte 500, DAKO ) using the DAKO ChcmMate detection kit. 
Results: This tumor with a nodular pattm'n dissociated the nerve. The 

tumor was constituted of round to polygonal tumor cells with a relatively 
uniform appearance of round to ovoid and regular nuclei, with a slightly 
eosinophilic cytoplasm. In some areas, the nuclei were pleomorphio and 
vacuolar. Tumoral cells formed solid sheets interrupted by vessels 
surrounded by spindle cells. Mitotic index was about one per HPF 
Immunohistochemicaily, vimentin was s~ongly positive.SMA and actin 
were positive mainly in the perivascular area and desmin, S-100 protein 
chromogranin A were onmpletely negative. The endothelial marker CD 
34 prominently presented the outline of numerous vessels but was 
negative in the tumor cells. 
Conelmion: Malignant criteria are not unanimously accepted in the 
literature. According to Edwin w. Gould and al.( cancer 65:310-318, 
1990) the following classification is proposed: locally infiltrative gloraus 
tumor, glomangiosarcoma arising in a benign tumor and the de nero  
glomangiosarcon-~ This case was considered to be a giomangiosarooma 
arising in a benign tumor. 
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LEIOMYOSARCOMA OF THE OROPHARINX AND 
NEUROGENIC TUMORS IN A PATIENT WITH 

TURNER'S  SYNDROME 
De Chiara, A., Losito, S., D'Antonio. A.. Apice, G., Ionna, F., 
Ninfo, V.* 
Istituto deiTumori "G. Pascale", Napoli, and Facolt~ di Medieinae 
Chirargia*, Padova, Italy. 
Ahns:  A higher incidence of gonadal and extragonadal neoplasms 
(mainly neurogenic tumors) is a well known phenomenon in gonadal 
disgenesis. Few example of soft tissue sarcomas are also reported 
but at our knowledge no leiomyosercoma has been described yet. On 
the other hand, leiomyosareoma is a rare tumor in children and 
adolescents.Up to date only few cases am reported in soft tissue. 
The visceral ones are often related to HIV infection or 
immunosoppressive drugs and arose in the hepatobiliary, 
gastrointestinal, and tracheopulmonery system. 
Methods:  Our patient was diagnosed to he affected by Turner's 
syndrome few months after birth. She underwent to thoracotomy 
because of a mediastinal mass when she was 4-year-old. The 
histological diagnosis was "imperfect gangiioneuroblastoma" ("well 
differentiated stroma-rich neuroblastoma, sec. Shimada). After she 
was t~eated with radiotherapy, she was well and free of disease for 
years. Atthe age of 22, she was raferred to our hospital for a huge 
tumor, more than 10 em. in largest diameter, involving the whole 
palatum and the oropharinx. 
Resul ts :  An incisional biopsy yelded to the diagnosis of epithelioid 
leiomyosarcoma G3, SMA MSA and desmin positive. At the same 
time, two cutaneous nodules (left and right thigh) of 1.5 cm. in 
largest diameter and a subcutaneous lesion of 2 cm. (in the right 
axilla) were excised and proved to he giant cell collagenomas and 
neurinoraa. Because of the site and size of the sarcoma, the patient 
was treated by chemotherapy but after two cycles she developed 
regional lynphnodes metastases. Serologic tests were irrelevant; in 
particular HIV and EBV were negative. 
Conc lus ions :  This case is the first reported leiomyosarcoma in a 
patient with Turner's syndrome. Also the site of involvement 
(palatum and oropharinx) is very unusual for the already rare 
leiomyosarcomas in the young age. 
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| N , T I ~ C ~ P S U L A R  AN D P A R A R T I ~ I ~ A R  
CHQNDRQM~: R E P O R T  O ~  T W O  4~ASES A N D  
R E V I E ,  w,  O F  T H E  L I T E R A T U R E .  
OONZA LEZ-LOIS C., GARC|A DE LATORRE JP., MARThqFZ- 

R., ALONSO S., VILA J. 
DEP. OF PATHOLOGY. H, UNIVERSITARY 12 DE OCTUBRE. CARRETERA 
DE ANDAI,UCiA KMS,400 MADRID 28041. SPAIN. 
AIMS: In~'aoapsular and pararticular chondroma is a rare tumor 
having been reported only 22 cases in world literature. We report two 
new cases of intmca~ular and pamrticular chondroma of large joiuts 
studying its clinical, radiological and pathological features and review 
the previous cases in order to point out the main clinicopathologieal 
features and differential diagnoses of  this entity. 
METHODS: Routine pathological examination was performed on the 
masses obtained by surgical resection. 
RESULTS: The tumors measured 7x6,5x4 and 4x3,5x2 cm. 
respectively. Both ofthem were in continuity with the capsule of the 
knee, in case 1 localized in the medial aspect, and in case 2 below the 
rotulian tendon, Radiographs revealed la~,e calcified, soft-tissue 
lesions, Histologic examination was similar in both tumors: the center 
of  the lesion consisted of areas of  mature trahecular bone surrounded 
by a peripheral collar of hyaline cartilage. 
CONCLUSSIONS: These rare benign tumonrs arise from the capsule 
or the pararticular connective tissue of a large joint (mainly the knee) 
which suffers cartilaginous metaplasia and subsequent ossification. 
The cases of this presentation fit all the features described previously, 
These tumours should be beard in mind in the differential diagnosis 
of radiologically calcified soft-tissue lesions located about the joints 
such as: tumoral calcinosis, calcified synovial sarcomas, synovial 
chondromatosis and pefiosteal chondromas. 
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DEDDIFERENTIATED LIPOSARCOMAS. THREE CASES. 
Gorditlo-Chaves, .J, Oonzidez-Nfiflez, MA, Solares-Cambres, J, 
Ferrando-Lamana, U 
Complejo Hospitalario San Pedro De AIc/mtam. C,/teeres. Spain. 
Aims: Dedifferentiated liposarcoma is an uncommon tumor containing 
distinct areas of  well-differentiated liposarcoma and non-lipogenie high 
grade sarcoma. We daseribe the pathological features of three eases 
courting in our hospital with different pattern of&differentiation. 
Methods: Tissue from all cases was formalin fixed and paraffin 
embedded. Sections of  each block were stained with hematoxylin and 
eosin, and sections of dedifferentiated areas were also 
immunohistochemieally studied, Dedifferentiation was defined 
histologically as a region devoid of  lipogenie differentiation occupying at 
least a low-power microscopic field. 
Results: All eases were situated in retroperitoneum. The patients were 
51, 52 and 68 years old. Surgical resection was the treatment in two 
cases. In the remaining case, a biopsy was performed. The masses 
ranged from 15 to 24 cm. All eases showed areas of  well-differentiated 
liposarcoma and non-lipogenie areas of  different types: 
Case 1: Fibrosarcoma. 
Case 2: Neural-like patern associated with metaplastic bone formation. 
Case 3: Malignant fibrous histioeytoma. 
Conelosions: Liposarcoma are one of  the commonest sarcomas of  adult 
life and are classified into: well-differentiated, rnyxoid and pleomorphie 
types. Dedifferentiated liposareoma is a variant of  well-differentiated 
type situated principally in retroperitoneum. The dedifferentiated 
component may show a wide variety af appearances, but most 
commonly resemble malignant fibrous histiocytoma and fibrosarcoma. 
Differential diagnosis is not difficult when the well-differentiated 
component is identified. It is a useful tule to regarde high grade 
retroperitoneal sarcomas as potential dedifferentiated liposareomas, 
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TELOMERASE ACTIVITY IN SOFT TISSUE LESIONS.  
CORRELATION WITH HISTOLOGY, GRADE, AND 
OUTCOME 
~ * ,  Yan, P.*, Coindre, J.M.**, Bosman, F.T.*, Benhattar, J.* 
University Institute of Pathology, Lausanne, Switzerland*, and 
Department of Pathology, Bergoni6 Institute, University of Bordeaux II, 
Bordeaux, France**. 
Aims: This study examined the potential utility of telomerase activity (TA) 
detection in a series of benign and malignant soft tissue lesions. Results 
were correlated to histology, grade, cellular proliferation and clinical 
outcome. 
Methods: 59 frozen samples from 15 benign lesions and 44 soft tissue 
sarcomas (STS) were examined. Histologie typing was established using 
the 1994 WHO classification of soft tissue tumors. Histologic grade was 
established using the updated version of the FNCLCC system. TA was 
determined using the telomerase repeat amplification protocole (TRAP) 
assay. Analysis of the expression of the human telomerase reverse 
transcriptase (hTERT) was carried out by RT-PCR. Immunoexpression of 
MIB-1 was studied on consecutive frozen sections. 
Results: TA was undetectable in benign lesions including lipoma (4), 
bemangioma (3), desmoid tumor (5), cellular sehwannoma (1), ossifying 
myositis ( 1 ), and nodular tenosynovitis ( 1 ) whereas it was observed in 17 
of 44 (38.6%) STS. None of grade 1, 5 of 12 (41.6%) grade 2, and 7 of 
17 (41.2%) grade 3 STS showed TA. Leiomyosarcomas (1/10) and 
storiform/pleomorphic malignant fibrous histioeytomas (1/7) rarely 
expressed TA, irrespective of their grade. One of 6 local recurrences and 5 
of 9 STS metastases showed TA. hTERT mRNA was detected in 18 
(42%) of 43 STS including 13 of 16 (81.2%) telomerase-positive and 5 of 
27 (18.5%) telomerase-negative cases. None of the benign lesions 
expressed hTERT mRNA. The MIB-1 labelling index assessed in 41 STS 
varied between I% and 70% with 83% of the cases showing less than 
t5% immunostalned nuclei, 
Conclusions: The presence of TA in soft tissue lesions is synonymous 
with malignancy but TA is not a reliable marker of STS aggressiveness. 
TA cannot be used as a reliable method in making the distinction between 
reactive/benign and malignant (especially low-grade) lesions. TA seems to 
be histology dependant, seldomly expressed in leiomyosarcomas and 
storiform/pleomorphic MFH. No significant relationship was observed 
between MIB-I labelling and TA. 
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Hyperthermic Isolated Limb Perfusion with TNF-cz and Melphalan 
in Extensive Soft Tissue Sarcoma: A Histological Study of the Effect 
on the Tumor. Ilssakov J ; ILifsehitz-Mereer B; 2Kollender J; 3Gutman 
M; 3Lev-Shlush D; 3Abu-Abid S; 4Merimskey O; 41nbar M; 3Klausner 
JM; and 2Meller I. )insitute of Pathology,2National Unit of Orthopedic 
Ontology, 3Department of  Surgery and 4Department of Ontology, 
Sourasky Medical Center; Israel. 
Background. Materials and Methods: The specimens of 27 high grade 
ex)ensNe qot~ tissue ~rcomas (STS) and 3 recurrent desmoid tumors of 
the extremities, after local treatment with hyperthermic isolated limb 
perfusion (HILP) using TNF-ct and Melphalan, were evaluated for the 
type and extent of tumor necrosis and other histological local tissue 
changes. Limb preservation was the objective in this selected group of 
advanced STS's, candidates for amputation or mutilating surgery 
otherwise. The tumoral masses were obtained 6-8 weeks after HILP, 
during the definitive surgical resection of  the residual tumor according to 
protocol. Results: Typical histological changes were: cystic hemorragic 
necrosis in the center of the remaining tumor with pericystic extensive 
fibrosisSome nonspeeific changes were noted in the soft tissue around the 
mass, In 8 eases more than 90% necrosis was achieved. In 14 cases the 
percent of necrosis was between 60% and 90% (including 4 cases of 
g0-90%), In g cases less than 60% necrosis was obtained. No correlation 
was found between these histological responses and: the anatomical 
location oftbe tumor ; whether the tumor was primary or recurrent; the 
type of previous treatments (systemic chemotherapy; radiotherapy) and 
it's size. Some correlation was found with: the histological type of 
tumor;and with proximal or distal location in the limb. Conclusions: 
This is the first serial histological description of  the effect of  high dose 
TNF-~x and Melphalan administered via HILP on the tumoral masses of 
limb STS. The small number of specimens and especially the variability 
of tumors precludes definitive conclusions from the observed 
correlations. Larger numbers and more homogen ,ity of the histologic 
types are needed in future series. 
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HEMANGIOENDOTHELIOMA OF THE TONSIl,. 
Losito, N.S., De Rosa, G*, De Chiara, A,, Ricciardiello, F. ~ 
Buonagura, F,', Ninth, V**. 
Dpts. of Pathology, ORL ~ Virology", I.N.T Pascale, Napoli; Dpts. of 
Pathology, Fedcrico if University of  Napoli* and University of 
Padova**, Italy. 
Aims: a case of  a distinctive vascular neoplasm of the tonsil is 
described, showing overlapping histologic features of  different 
vascular tumors: Spindle H., Kaposiform H, Retiform H.. 
Methods: a 33 years old woman was admitted to INT Paseale, because 
of a four.months enlargement of  the left tonsil on which a diagnosis of 
Kaposi's sarcoma had been made, elsewhere. Physical examination, 
laboratory tests, including itlV test and a Total Body T.C. were 
normal. For conventional light microscopy, routine methods together 
with PAS and reticulin stains were performed; for immunoistochemical 
studies, CO31, CD34, FVIII and actin were used. 
Results: the tumor showed a peculiar lobular architecture with solid 
areas composed of predominant spindle cells arranged in short thseicles 
or creating slit-like and sieveqike spaces, often containing RBC, 
reminiscent of those seen in Kaposi's sarcoma. Within some Iobules, 
plumper, epithelioid tumor cells, with cytoplasmic vacuoles were 
identified. Slight cellular atypia was focally present and mitotic tigures 
were about 5/]0 HPF. At the periphery of the lesion, thin-walled 
cavernous spaces and an angiomatous area composed of branching 
channels were observed, with a hemangioma-like and retiform 
bemangiocndothelioma-like appearance. Capillaries and cavernous 
blood vessels were positive for all the endothelial markers used, 
whereas spindle cells only stained tbr CD34 and CD3I. KSHV 8 was 
negative by PCR and in situ hybridization. 
Conclusions: primary hemangioendothelioma of the lymphoreticular 
system is a rare lesion, reported under different, often descriptive, 
terms. We report the first case of hemangioendothelioma occurring in 
the tonsil of an adult. 
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ANAI,YSIS OF P53 AND MDM2 PROTEINS IN MAI,IGNANT 
FIBROUS HISTIOCYTOMA IN ABSENCE OF GENE 
ALTERATION: PROGNOSTIC SIGNIFICANCE. 
Molina P, Pellin A, Navarre S, Boix J, Carda C, Llombart-Boseh A. 
Department of  Pathology, University of  Valencia, Spain. 
Aims: TP53 and MDM2 genes and their protein expression were 
evaluated in frozen and paraffin-embedded tissue from 27 patients 
with malignant fibrous bistiocytoma to elucidate the relationship 
between them, their implication in tumor progression mechanisms 
and their possible diagnostic-prognostic value. 
Methods: SSCP (single strand conformation polymorphism) 
analysis and direct sequencing of  polymerase chain reaction (PCR)- 
amplified DNA were used to study TP53 mutations. Amplification 
of the MDM2 gene was analyzed by Southern blot. 
lmmunobistoebemical and western blot techniques were used to 
determine nuclear accumulation of  p53 and mdm2 proteins. 
Resalts: We detected two TP53 mutations: a point mutation and a 63- 
pair of bases duplication. Amplification of  MDM2 gene was 
observed in two tumors, one of  them also carrying the TP53 point 
mutation. We observed overexpression of p53 protein in 11 cases 
and 13 eases with mdm2 protein expression. We confirmed 
coexpression of  rodin2 and p53 proteins in 7 cases without TP53 and 
MDM2 gene alteration. Statistical analysis showed no linear 
con'elation between isolated p53 protein expression and local 
recurrence, distant metastasis or survival. On the contrary, survival 
was significantly reduced in those cases with p53 and mdm2 protein 
eoexpression or isolated mdm2 protein overexpression. 
Conclusions: Simultaneous coexpression of  p53 and mdm2 proteins 
in MFH is significantly correlated with survival in absence of gene 
alteration, in contrast to the lack of statistical correlation with 
survival of  p53 protein expression. 
Supported with grant 98/0600 from FISS (Madrid). 
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MESENTERIC AND RETROPERITONEAL CYSTS. 
Morgn9 C., Cafiamero M, Manzarbeitia F. 
Dpt. Of Pathology,Fundaci6n Jimdnez Diaz. Autonoma 
University of  Madrid, Spain. 
Mesenteric and retroperitoneai cyst are rare lesions with 

absence of characteristic clinical findings which makes 
diagnosis difficult. We submit a review of our files from 
1981 to 1999. Selection criteria excludes those cysts 
related to retroperitoneal organs (pancreas, kidney, 
adrenal), inflammatory or infectious origin. With these 
criteria we have found nine cases (eight of them including 
clinical data). 
Under an histological point of view we have classificated 
them attending to their cr lining, in mesotheliai ( two 
cases), lymphangiomas ( four cases) and epithelial (three 
CaSes). 
Of the nine patients six were male and three female, 

being a little more frequent in males when they are 
located in mesentery. They ranged in age from eleven to 
seventy one years old with the most common presenting 
symptoms being abdominal distension and/or chronic 
pain ( one patient with acute abdominal pain ). The cysts 
ranged in size from 3x2xl cm to 14x12x8 cm with a 
mean of 8x6x2 cm. 
There was only one recurrence due to a partial excision, 
without other complications or recurrences in the rest of 
the patients in whom complete excision were performed. 
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CONTRIBUTION OF MOLECULAR METHODS IN THE 
DIAGNOSIS OF RHABDOMYOSARCOMAS IN CORRELATION 
WITH HISTOPATHOLOGICAL AND IML~OHISTOCHEMICAL 
DIAGNOSIS 

*' Kodet, R.*,Kouteck~', J.** 
nt ,aof Pathology* and Pediatric Ontology**, Charles 

University, 2 Medical Scfieol, Pragg.r Czech Republic 
Aims: Tile aim of  the study was to identify specific genomic sequences 
and rearrangements in rhabclo.m.3fosarcqmas ,CRMSs) wing RT-PC.R. to 
improve the diagnostic possibilities and to detect tile Minimal resiauat 
disease (MRD) m RMSs disseminated to the bone marrow and residual 
rhabdomyoblas~ in tissues aRer the treatment, and to compare the 
moiectaar ano histological aiagn.osis. 
Methods: RT-PCR~ Southern blot and hybridization on memt~ranes 
were used to determine the presence of  rhabdomyoblasts in tissues and to 
discriminate the alveolar subtype. We used rfiRNA for MyoD1 for 
separating the RMSs from oth6r "small round cells" tumors. For the 
differential diagn.osis between alveolar and embryonal forms we utilised 
the detection of  t(2;13)(q35-37;q14) and t(l;13)(p36.1;q14), typically 
present in 95% 9falveol~'R .2yl. Ss~ Tile morphologzcal diagnosisofRMS 
was supported by immuoonistoenemicai (IHC) investigation or muscle 
specific proteins (actins, desmin, MyoD I). 
Results: We amp]ifiedMyoD1 transcfiptin 11 of 13 RMS sa.m..p]es: Six 
samples revealed translocations t(2; 13)~gr t(1 ;1.3) which estaptzsneq me 
molecular diagnosis of alveolar RM~. I ne results o I  molecular analys~s 
corresrgnaed well with the histology and IHC finoings in a majority o~ 
eases. In one case the molecular i]]agnosis revealing the translocation 
didn't correspond with the morphologicai findings oT emb~onai RMS 
and though ~e  morphology did not sliow features tyR.ical of the alveolar 
form we recJassified the tumor as alveolar on the molecular basis. MRD 
was identified using the molecular analysis in two cases. . . 
Conclusions: We determined sucoessftilly the diagnosis of  _1~. S with the 
RT-PCR method and we also identified alveolar variant of  this tumor. 
Considering, that the two morphological forms of  RMS have different 
behavior, prognosis, _and treatment, a determination of  an accurate 
aiagn.osis is crucial l ne molecular approach in diagnosis of  RMSs 
should therefore become an integral part of  diagnostic investigations. A.n 
open question remains w h ~ q r  we may rely on the specificity of  the 
alveolar translocation detected by the molecuhr approach and change the 
diagnosis of  a typical ease with embryonal mo~firlogy into alveolar for 
the clinical u ~  Establishing MRD sqems indispensable because or its 
sensitivity superior to any oilier methoa. 

The study was supported by a Grant IGA MZ CR NM6-3 
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FIBROHISTIOCYTES ARE STROMAL COMPONENTS 
IN MALIGNANT FIBROUS HISTIOCY'rOMA 
SzNI6si, Z., Nagy, A, Nemas. Z. 
Department of Pathology,Medical University of Debrecen, Hungary 

Aims: Immunohistochemical demonstration of the 
fibrohistiocytic phenotypic marker Factor Xllla (FXllla) in the 
neoplastic component of malignant fibrous histiocytoma (MFH). 
Methods: Automated digital image analysis of nuclear 
characteristics of FXIIla-positive and FXIIla-negative cells in 
6 cases of pleomorphic MFH using immunofluorescenca and 
hematoxylin nuclear staining combined. 
Direct comparison of 1053 nuclear staining and FXIIla cytoplasmic 
staining by a double immunoenzymatic technique in eleven p53- 
positive and p21-negative cases of MFH. 
Results: Significant differences (p<0.05) were calculated in 
mean nuclear area, rain. ferat, and nuclear form factor between 
FXIlla-positive and FXIIla-negative cells. Differences in nuclear 
perimeter were not significant between them. 
The p53-positive tumor calls were invariably negative for FXIIla. 
The FXIIla-positive calls were consistently negative for 1353. 
Conclusions: The FXIIla-negative and FXIIla-positive 
components in pleomorphic MFH show significantly different 
nuclear parameters. These findings indicate that they represent 
two distinct call populations. The call population with larger and 
more irregular nuclei corresponds to FXIIla-negative neoplastic 
cells.The p53-positive and p21-negative cells can be considered to 
belong to the neoplastic cell population in MFH. The neoplastic 
cells were invariably negative for FXIIla. Consequently Factor XIIla 
is a marker of stromal fibrohistiocytes and cannot be regarded as 
a differentiation marker in MFH. 
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SYNDECAN-I EXPRESSION IN DIFFERENT SOFT TISSUE 
TUMOURS 
Qr0~z, Zs.,* and Kopper, L.** 
Dept. of Human and Exp. Tumor Pathology, Natl inst. of Oncology*, 
I a Institute of Pathology and Exp. Cancer Res., Semmelweis Medical 
University**, Budapest, Hungary 

Aims The purpose of this study was to test pyogenic granulomas, 
Kaposi's sarcomas, epithelioid sarcomas, synovial sarcomas, alveolar 
$O~ p81"l.S sat~olnas,  fibrosal-culrl~i.s, pltJtubeloAt~. "d~lilla~A~lbr.Oaal~.Ot'xi3~ 
and fibromatoses with a monoclonal anti-syndecan-1 antibody to 
examine its reactivity. 
Methods We saleeted benign and malignant soft tissue tumours which 
were previously categorized on the basis of light microscopic and 
immunohistochemicai studies. Formalin fixed paraffin-embedded 
sections were used and high temperature antigen retrieval was done by 
a pressure cooker for syndecan-I immunohistochemistry, and standard 
ABC technique was employed. 
Results Anti-syndecan-I antibody stains the celluIar membrane of  
epithelioid sarcomas and epithelial elements of synovial sarcomas. 
Gastrointestinal stromal turnouts, alveolar soft tissue sarcomas, three 
of five malignant epithelioid schwannomas and two of five 
fibromatosis showed intracy~optasmatic reaction while pyogenic 
granuloma, Kaposi's sarcoma, fibrosarcoma and dermatofibrosarcoma 
protuberans did not react with syndecan-1. 
Conclusions It seems that the membrane positivity of syndecan-1 
suggests true epithelial differentiation among soR tissue sarcomas. The 
intranytoplasmatic staining with syndeean-I in soR tissue sarcomas 
suggest the potential of histogenetically wide range of tumours to gain 
epithelioid morphology. Therefore the heterogeneity in the 
immunohistochemically detected appearance of syndecan-1 in various 
soft tissue tumours is not simply due to the heterogeneity of the tumour 
types. 
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EBV LATENT MEMBRANE PROTEIN (LMP-1) ONCOGENIC 
MUTATIONS IN EBV-ASSOCIATED SMOOTH MUSCLE 
NEOPLASIAS. 
Bellas C. ('), Santrn, A. ('), Rico M.L. t''), Crist6bal E. (*'), Ardbas B. (**), 
Alvarez E. (''), Men/a'guez, j.t'*) 
Departments of  Pathology. Hospital Ram6n y Cajal (*) and Hospital 
General Universitario Gregorio Maraflrn (**). Madrid. Spain. 
Aims: Epstein-Barr virus (EBV)-associated smooth muscle neoplasias 
(EBVN) have been characterized in recent years. Although their inci- 
dence is low they are known to be constantly associated to immuno- 
supression status Their prognosis remains uncertain. Little is known 
concerning the actual role of EBV in their pathogenesis. We have in- 
vestigated the presence of oncegenic mutations in EBV latent mem- 
brane protein 1 (LMP-I) in EBVN in an effort to clarify this point. 
Methods: In the last 5 years 3 EBVN occurred in our institutions. 
Two of  them were serendipitous timings as solitary nodules in a 
grafted heart (a 48-y-old male) and as a splenic nodule in a seroposi- 
five 33-y-old HIV female. The third was a relapsing painful hypoder- 
mic nodule in a 7-y-old HIV-seropositive boy. tn all the cases, we 
investigated using PCR EBV subtypes (EBNA-2) and the existence of  
oncogenic deletions in the C-terminal part of  the LMP-1 gene. 
Results: All the cases were initially confirmed to be EBER1 (EBV 
encoded RNA) positive by in situ hybridization. We found only sub- 
type I EBV in all the eases. In two of  them (cardiac, splenic), an spe- 
cific 30 bp oncogenlc deletion in the C-terminal part of the LMP1 
gene, similar to that reported to be present in certain lymphomas such 
as Hodgkin's disease could be demonstrated. 
Conclusions: An specific oncogenie LMP-I gane deletion known to 
be present in certain lymphomas appears to be a frequent finding in 
EBV'N. Although the series size is limited, these findings favor and 
active role for EBV in the genesis of  these tumors. Further studies are 
clearly needed to understand details of the viral latency status in com- 
paratione with other EBV-assoeiated neoplasias. 
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CORRELATION BETWEEN OCCURRENCE AND DISTRIBUTION 
OF BROWN ADIPOSE TISSUE AND NUTRITIONAL STATUS IN 
ADULT HUMAN 
Sidlo, J.*, Trutzov~, H.**, Kvasni~ka, P.**~, 
Zavia~i~, M.**, Zeljenkov~, D.**** 
Department of Pathology, District Hospital, 
Pier,any*, Institute of Pathology, School of 
Medicine** and Department of Biophysics, Faculty 
of Mathematics and Physics***, Comenius 
University, Institute of Preventive and Clinical 
Medicine**** Bratislava, Slovakia 
Aims: The aim of our work was to investigate 
correlation between occurrence and distribution 
of brown adipose tissue (BAT) in adult human 
organism and its nutritional status. 
Methods: Samples of adipose tissue from 107 
consecutive autopsies from nine areas of the body 
were fixed in formalin, processed and embedded in 
paraffin. Sections were stained with 
hematoxylin-eosin. Nutritional status of 
individuals was determ/ned by the Quetelet index. 
Cases were divided into three groups: 
hypotrophic, eutrophic and obese. 
Results: The greatest amount of BAT was found in 
the group of eutrophio patients (74%), the 
smallest amount was remarked in the hypotrophic 
group (48%). The occurrence of BAT in obese 
patients (64%) was the same as the average value. 
As to distribution in obese patients was BAT 
located predominantly in periadrenal region, 
whereas in eutrophic and hypotrophic patients the 
predominance of the periadrenal region was less 
pronounced. 
Conclusions: An interesting conclusion can be 
made based on our results, namely that the 
occurrence of BAT in obese patients does not 
significantly differ from average occurrence of 
BAT in our population, but the amount of BAT is 
the lowest from the three nutritional categories. 
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EXTRARENAL RitABDOID TUMOUR (ERRT); STUDY OF 3 
CASES WITH A MESENCHYMAL, EPITHELIAL AND 
MIXED PHENOTYPE 
GL. Taccagnl; M Masullo 
Depts. of Pathology, Scientific Institute H. San Raffaele; Milano, Italy 

ERRT are an heterogeneous group of rare neoplasms which have only 
some characteristics in common with renal rhabdoid tumour, not 
unanimously recognized as a distinct entity, with a variable biologic 
behaviour, and still to define in relation to histogenesis and/or cellular 
differentiation. In the literature are also reported: mesenchymal 
neoptasms w~tn rnatYdoid features, pseudo-rhabdoid sarcomas, 
epithelial turnouts with rhabdoid characteristics, and carcinomas with 
a rhabdoid phenotype. 
We collected three cases of ERRT: a 19 year old woman with a left 
epitrochlear mass (case 1); a 63 year old woman with a superficial 
(dermal) plaque of the left lower leg (ease 2); a 57 year old man with a 
small ileal nodule and a subsequent mass in the right quadrieipital 
skeletal muscle (case 3). 
Several growth patterns were present: pseudoalveolar structures, nests 
and cords, solid nonstructured areas, dispersed cells in a myxoid 
matrix; a rhabdoid cytotype (i.e. large cytoplasmic globule) was 
prevalent and ranged from 50% to 90% of  the cellular proliferation. 
Immunophenotlpieally all three cases were reactive for cytokeratins 
(C), vimentin (V) and E.M.A., and negative for many other 
differentiative markers. Ultrastructurally, all cases had cells with a 
globular-filamentous-structure (GFS), from abortive to extremely 
voluminous, pure (only intermediate filaments) or mixed (filaments 
intermixed with other cytoplasmic organelles). 
Our observations indicate that ERRT can be considered as an 
autonomic neoplastic histotype if strict criteria are applied for its 
identification: presence of a pseudoalveolar growth pattern; 
prevalence of a rhabdoid cytotype; unique and constant 
immunophenotype (C, V and E.M.A.); presence of  GFS in the 
majority of the proliferating cells. 
In particular, ease 1 could represent an ERRT with a mesenebymal 
(cytoskeletal) phenotype, case 2 an ERRT with an epithelial 
phenotype and ease 3 an ERRT with a mixed epithelial-mesenchymal 
phenotype. 
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A CASE OF HYALINIZING SPINDLE CELL TUMOR WITH GIANT 
ROSETTES: MORPHOLOGIC AND INMUNOHISTOCHEMISTRY 
STUDY. 
Vidal-Rosell,MT and Suflol-Capella, M. 
Dpt. of  Pathology. University Hospital Vail d'Hebr6n. Barcelona. 
Aim: A case of hyalinizing spindle cell tumor with giant rosettes in the 
fight lower extremity in a 20 years old woman. In this case the lesion 
showed classic morphology, as strong calcification of the collagen 
rosettes, 
MATERIAL AND METHODS: The tumoral mass messured 30x40mm, 
with a smooth surface. The lesion was encapsulated by a fibrous tissue. 
The cut surface of  the tumor had a greyish and white colour with a central 
area af  necrosis. Focally cystic and myxoid areas were observed. A 
paraffin embeded blocks and E/E, PAS, trichrome and reticulin stains 
were employed. In addition immunohistoehemieal stains such as 
vimentin, keratin, AEI, AE3, EMA, Desmin, smooth muscle actin, 
sareomerie actin, S-100 protein, CD34, bel-2 and CD68 were employed. 
RESULTS: Microscopically the tumor showed a spindle cell pattern with 
irregular hyaline changes between among neoplastic cells and a vast 
myxoid degeneration in central areas. The tumor cells were arranged 
forming collagen rosetms with central calcification and isolated 
calcifications. The tumoral cells were positive with a diffuse cytoplasmic 
pattern, for vimentin and the actin was also positive in cells inside of the 
capsule and collagen bands too. This image suggest a relationship between 
positive aetin cells and the origin of  these structures. The other 
immanohistoehemical stains performed were negative, except for bcl-2 
protein. 
The basic aim is: 
I- To compare the morphology and the immunohistochemistry of this 
peculiar ease with other previous reported cases, 
2- To compare this tumor with other uncommon fibroblastic soft tissue 
neoplasias, specially with the "Solitary fibrous tumor", 
"Myofibrobtastoma" and other related entities. 
3- Speculation about the origin of rosettes structures. 

MORPHOMETRICAL AND IMMUNOHISTOCHEMICAL 
COMPARATIVE STUDY OF EWINGS SARCOMA, PERIPHERAL 
NEUROECTODERMAL TUMOR AND NEUROBLASTOMA 
V.Janevska. M.Ristovski, L. Spasevska, G Zafirovski* 
Institute of Pathology, Clinic of  Orthopedic Surgery*, Skopje, Macedonia 
The differential diagnosis of  Ewing's sarcomas, peripheral neuroectodermal 
tumors (PNET) and neuroblastomas by light microscopic analysis may 
often be very difficult. Histochemical and immunohistoclaemieal stainings 
could be very useful and the cytogenetic studies can make the 
differentiation possible. 
The aim of this study is to find out if a morphometric method could be 
helpful in a differential diagnosis among these three entities. 
Material and methods: A comparative study of the morphometdc values 
of  the nuclei of 20 Ewing's sarcomas. ~2 neurobIastomas and I0 PNETs 
was made. The longer diameter o f  five hundred nuclei o f  each case, was 
measured by image analyzing system LUCIA-M, Nikon, in paraffin 
embedded hemalaun ensin stained samples. 
Histochemical stainings with PAS andreticulin and immunohistochemical 
stainlngs with NSE chrogranin, synaptophysin, neurofilament and desmin 
were made using avidin-bmtin mmunoperoxidase technique. 
Results and conclusion: All of the Ewing's sarcomas , 10 of  the 
neuroblastomas and 2 of  the PNETs were PAS positive and reticulin 
nehgative or had only a few reticulin fibers surrounding large groups of 
CellS. 
Immunoreactivity with NSE showed 15 cases of Ewing's sarcoma, 8 cases 
of  PN~T and 11 cases of neuroblastoma. Immumreactivity with NF 
showed 11 cases of neuroblastoma and 4 cases of PNET. Ten cases of 
neuroblastoma were chromogranin positive and 7 cases of PNET were 
synaptophysin positive. Two cases of PNET had a weak reactivity with 
ffesmin stains in a very few cells. Only one case of neuroblastoma was 
negative for all stains. 
The morphometric analysis showed that there was a significant statistical 
differance between the dimensions of  the nuclei of Ewinffs sarcomas and 
neuroblastomas and between the nuclei of PNET and-neuroblastoma. 
There was no statistical difference between the nuclei of Ewing's sarcomas 
and PNET. 
Morphometr[c maaiysis could be useful in d~fferentiating neuroblast~ma 
from Ewing's sarcoma and PNET, but we also recommendusing of  former 
mentioned immunostains adding [,-[BA 71, and beta-2-microglobulin for 
establishing accurate diagnosis, 
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IMMUNOPHENOTYPIC HETEROGENITY OF GASTRO- 
INTESTINAL STROMAL TUMORS 
Oschlies I.*, Kaspari M.*, Peters J,*, Marichal M.**, H6fler H.***, 
Kl6ppel G.*, Rudolph P.* 
Dpts. of Pathology, Universities of Kiel* and M0nchen***, Germany, 
and University of Brussels**, Belgium. 
Aims: The histogenesis of GISTs is still unclear. Recent studies 
postulated that GISTs might originate from the interstitial cells of Cajal 
(ICCs) because of their frequent ccexpression of CD34 and c-kit. In this 
study we examine the immunophenotypic heterogeneity of GlgTs. 
Methods: Samples of 92 tumors diagnosed between 1983 to 1996 as 
GISTs by the establisbed standards were available. Immunophenotyping 
was done using antibodies to SMA, S-100, NSE, chromogranin A, 
synaptophysin, PGP 9.5, CD34 and c-kit. The staining intensity was 
graded as negative, weak, intermediate and strong. 
Results: 50% (46/92) of GISTs were found to be positive for SMA and 
54% (50/92) expressed PGP 9.5. CD 34-positivity was seen in 76% 
(79/92) whereas e-kit-expression was found in only 47 % (43/92). One 
case only showed weak expression of chromogranin A. 1/92 cases 
showed no immunoreactivity at all, 6/92 were immunoreactive only for 
e-kit and CD 34, and 5/92 expressed CD 34 alone. Expression of SMA, 
S 100 and the neurcendecrine markers was faint to intermediate in the 
great majority of cases. 34 of 41 tumors with weak to intermediate 
positivity for SMA additionally reacted with at least one neuroendocrine 
marker. The 5 evaluated cases with strong SMA positivity and no c-kit 
expression were reclassified as leiomyomas. From two eases with strong 
g-100-positivity one had to be reclassified as Schwannoma, 
Conclusions: GISTs represent a phenotypically heterogeneous group of 
tumors. They either show a pluridirectional pattern of differentiation with 
weak expression of SMA and different neuroendocrine markers or are 
less differentiated tumors positive only for CD 34 and/or c-kit. 
Detection of c-kit in only half of the eases challenges the hypothesis that 
all GISTs derive from ICCs. 

NON HODGKIN'S LY'M HOMA IN SOLID ORGAN ALLOGRAFT 
RECIPIENTS 
Alvarez Garci& A., Prada Puentes, C., Matheu Cap6, G., S~.nchez Bias, 
M., V/tzquez Martul, E. 
Dpt. Ppathology, Hospital Juan Canalejo, A Corufta, Spain. 
Aims: the objective was to analyze non-Hodgkin's lymphomas among 
1570 solid organ transplanted recipients in Juan Canalejo Hospital 
between 1980 to 1998. 
Methods: seven patients, two cardiac, three renal and two hepatic 
transplanted patients presented non-Hodgkin's lymphoma Parameters 
evaluated were: immunosupression therapy, time since transplant to 
diagnosis, histopathoIogicaI features, immunohistochemistry and 
molecular events by PCR (heavy chain rearrangement and hypervariable 
amplification to know the exact origin of  neoplastic cells, donor versus 
recipient), Epstein Burr (EBV) association and finally the clinical course. 
Results: the great majority of lymphomas appeared in the first year 
postransplant, with extranodal disease. Diffuse large B cell lymphoma 
with extensive necrosis (lymphoproliferative monomorphus postransplant 
syndrome) was the most striking pathological pattern. Ig H 
rearrangement and EBV association were demonstrated. A single case 
presented a donor cell origin with the best clinical course of all cases. 
Conclusions: the frequency of non-Hodgkin's lymphoma at our Hospital 
was 0,5%; a similar frequency in the rest of Europe has been reported. 
Non-Hodgkin's lymphoma was more frequent among cardiac recipients; 
a possible explanation is higher immunosuppression therapy; lymphomas 
are more frequent in the first year postransplant and with extranodal 
disease. Polymorphic lymphoproliferative syndrome was not present in 
our cases. Histopathological features were similar to diffuse large B ceil 
lymphoma of REAL classification, associated to EBV, so in this way, 
identical to VIH lymphomas. The donor origin of  lymphoma has 
prognostic vatae with better clinical course than the rest of  tymphomas. 
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HUMAN HERPES VIRUS $ (HHV-8) IS COI~ISTANTLY 
PRESENT IN POST-TRANSPLANT KAPOSI~ SARCOMA. 
Bellas C. ('), Sant6n, A. ('), Maret~n R. (*), Carretero L. (''), 
Alvarez E. I''>, Men~guez, J. ('') 
Departments of Pathology. Hospital Ram6n y Cajai (*) and Hospital 
Genera~ Universitario Gregorio Mara~6n (**). Madrid. Spain. 
Aims: HHV-8 was originally isolated in Kaposi's Sarcoma (KS) and 
later, in rare and peculiar lymphoproliferative disorders. Recently, 
discussion has been raised about its pathogenic role in multiple mye- 
loma. Although there is a s'ffong association with sporadic and HIV- 
related KS less information is available concerning HHV-8 presence 
in post-transplantation KS (PT-KS), an issue possibly related with 
viral tratmmission from the grafts. Our aim has been m investigate the 
prevalence of HHV-8 infection in our own PT-KS series. 
Methods: We collected 8 PT-KS from our institutions corresponding 
to patients in which bone marrow (n=l), liver (n=l) and renal trans- 
plantation's (n=6) were previously performed. DNA was extracted in 
all the cases from paraffin-embedded material from cutaneous (n=5), 
gingival (n=2) and lymph node (n=l) biopsies. A nested PCR assay 
designed for the HHV-$ ORF 26 was performed according to Catho- 
mas G. et al (J Clin Patrol 1996, 49:631-3). In this particular assay a 
233-bp band is routinely obtained. Appropriate samples were also 
used as controls. 
Results: In all the cases, a positive result was obtained. 
Conclusions: At least in our PT-KS series, we have been able to con- 
stantly demonstrate the presence of HHV-8 DNA by a PCR assay. 
Although limited, these results paralIei to a large extent previous data 
obtained in KS arising in different clinical settings reinforcing a 
pathogenic role of HHV-8 in KS. 
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MYOCITE AND LYMPHOCYTE APOPTOSIS VERSUS EBV 
GENOME IN ENDOMYOCARDIAL BIOPSIES FROM 
HEART TRANSPLANT RECIPIENTS SHOWING ACUTE 
REJECTION OR QUILTY EFFECT 
Bonacina E. & Gambacorta M 
Dpt. of Pathology, Ospeda/e Niguarda Ca' Crranda ,Milan, Italy. 
Aims: Does exist any correlation between EBV genome, cellular 
apoptosis(APP) and lymphocitic infiltration in endomyocardial biopsy 
(EMB) from H e m  Transplant Re~ipients(HTR) 7. 
Methods: 60 EMBs showing mild(n35) to moderate (n25) acute 
rejection (AR) and 30 EMBs showing Quilty effect (Qe)were selected 
from a series of 54 HTRs (45 men and 9 ferrmles). Multiple paraffin 
sections from each EMB were submitted to an In situ Hybridisafion 
procedure using a DNA probe for EBV(Eber) mad TUNEL for APP : 
EMBs showing AR were selected at the start of the AR episode 
before institution of adjuvant specific therapy, to avoid influence of 
lympholitic therapy on results. 
Results: Focal to multifocal myocardial cell apopto~is was observed 
in 10 of 25 moderate rejections (40%) and never observed in mild 
rejection (0 of  35). Lymphocific apoptosis was not observed in AR 
but was demonstrated focally in Qe (I2 of 30:40%) independently 
of subtype (,4. or B). EBV-DNA positive lymphoeytes were never 
observed in AR but could be shown in 10 of 30 Qe(33%).Only in 5 
EMB with Qe ,APP and EBV-DNA were observed in same 
lesions(16% of Qe) affecting different lympbocytes. 
Conclusions: Myocardial cell apoptosis is a good indicator of 
moderate AR in EMBs from HTR EBV-DNA does not have any 
significant role in AR ,but can be present in Quilty effect according to 
previous studies. No correlation has been found between EBV-DNA 
and lymphocyte APP in Quilty ~ffect. Persistence of EBV-DNA in 
lymphocitic lesions of the transplanted heart does not seem to bear 
may significant consequence to the grmT 
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DEFINITION OF THE SEPSIS RISK IN TRANSPLANT 
PATIENTS BY POLYMORPHONUCLEAR LEUKOCYTE 
FUNCTION TESTS 
Egger. G.*, Burda, A.*, Hengster, P,**, Kunc, M.**, Margreiter, R** 
Institute of General and Experimental Pathology, KarI-Franzens 
University, Graz Austria* 
lnnsbruck University Hospital, Department of Tlansplam Surgery, 
lnnsbruck, Austlia** 
Aims: Infections ate a m~jor com!Mioation in the posts'm'gic~ phase 
aYmr organ ~ranspl~tation. A method was wo~ed out to define the 
infection risk and to forecast severe infections. 
Methods: Starting after surgery, the following polymorphonuclear 
leukocyte (PMN) functions were measured twice a week in 41 
patients: Blood levels of PMN elastase by the Merck 1.12589 kit. 
PMN migration by a wbole-blood membrane filter assay (Egger et 
al. ~994, Inflammation 18: 427-4-40; the perc~ntal share of  PMNs 
migrating from the blood into a filter upon FMLP stimulation was 
the significant parameter. 
Re.nits: 23 patients bad an uneventful recovery, l 1 sRfferexi from 
non-septic infections, and 7 developed sepsis. Pnstsurgie~l values of 
elastase above 100 i~g/L that were followed by a drop of migrating 
PMNs below 12% in their blood total predicted sepsis with a 
sensitivity of 85.7% up to 15 days before the clinical manifestation. 
and discriminated sepsis from an uneventful recovery with a 
specificity of 95.6%. Non-septic infections occupied a mid-position. 
Conclusions: PMN functional tests are a tool to foro~lst severe 
infections in transplant patients and may offer the facility to prevent 
infections by starting the antimierobial therapy in the preclinical, 
latent phase. 
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IIISTOLOGIC APPEARANCE OF PER1PROSTHEYlC TISSUE ON R ~  
TOTAL H~ ARTt-IROPLASTY (TttA) 
~ n ~  z ~  o y P , ~  X ~  r .~  Dpz of ~ Y ~ r , ~  H ~  
TaP~n ES'IDNla 
We examin~147 THA ~ !a~imls who w~e l~ted ~ 1993--1997 in ctr 

Clinically ~rkfx~t  ~ was fotrd ~ ~ and radiologically 
~ o f f 0 c a l  os~o lymcm~un~ i l  a ~ r ~ m a e y e m  R~vi.~n." 
~ wa~ ~ ~ a~sage 3-5 y ~  ~ ' ~  u t lhu l .~  e~d*t tb~ s~ae tm~ 

Toe ag~ of p ~  z~,ed from 30 to 81 y~ms; tha~ wa~ ~ mm ~ 22 warr~ 
~ d ~  ~o ~ ~ ~ tissue or c~l types vm ~ c~id~ ~ 

m m m m y ~  i0 ~ s ~  ~ (c~nic) m~mm~y ~ r  19 case~ 

d e ~  c m m ~  mumcc~ . .~d~.. ofmy~,m~..de~i~ rod/or mml detm Me~ 

~ ~ mt ~ g i l a  calls ~e centre ~ c  ~ 
p m ~  Tr~e vr a/so mcrotic lx~e v ~  evedmce of o s ~ x ~ c  Mne ~ ~ 
flecks of newly fmmd brae. ~ M o c a l ~  fl~eir ~ wee aU similar, l~e 
g ~ I x m t o m  learns were soxefitms altufly l~ge rod/c, ~ .  
Act~ i n i ~ a m t ~  le~e~s ~.~logk~y there was a ~ inf~r~ of vadous 
k m ~ y  ~ t ~ m  lilxous fisst~ l~s r ~ a  ~ ae  the e ~ i ~ , ~  of flt~d (edm-a) 
and the emigrafi~ of rzuau~h~ o f ~  ~ss~ted with s t m ~  ~ ft~aJ absces~ m l  
mkzu~g~ ,~--m~ An abex~ is as a ~cal sa-~,;~-~ ofnctm~ m a space cm~d 
by ~ neo'o~ offlae rathe rolls o f ~  fisme. It may expand as a tttadt 
of tie ~ n e m ~  of ~,n~n~d_ cells (lyric lesiom a.~cimd wi~ soluble et 

�9 otter mfec~ic~THA). 
" ~  dxuaic infl~amm~ re~" at fie sine ~re l~mting by scaning and 
d k ~  ,~ v~c~., gr~ramion 0ssu~ ag~gms ofrmmara~ ~lls a~r~ed sor~,ell  
(filxoblasts) p r o ~  atxt ~ ~ # x ~ s  deMs (cem~ aed/c~ ~ d~i~ otd 
btoo~ ~0rm ~ 1 ~ .  k~x~ m~o~s - usml~ m~urd~d by 'm0e ~ x i y  k ~  
gig~ cdls mt ~ )  w~e f r ~ i  II~e titanic maiom c~~x~ ~ pl~e as ~ 
mlm-~ o f ~  to disinteg~ ~ ~ l e  ml~ms - i ~ i s ~  i r ~ a ~  

In summing: histology of lcosening 1ydc lesiom assodmed with focal osteo)y .~.' fiamae 
a m i d  ~ r ~ i c  s~ma. Our findings indie~ tt~t lysis is c ~ e d  by f ~ g n a  t ~ y  
mc t i~  to r ~ x ~ r  ~ Small amomts of r~deul~r ~ 
~lax~r to ~ r ~ ! ~  e rdos~  ~osio mitocalk~ osteolys~ 
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CHOLANGIOLITIS IN LIVER TRANSPLANTS IN PATIENTS 
PCR POSITIVE FOR CMV. 
M. Praet*, J. Van Aarden*, R. Forsyth*,L. Van Renterghem**, H. 
Van Vlierberghe*,B. de Hemptinne**, E. Robbereeht *~ 
University Hospital Ghent, Belgium. Departments of Pathology*, 
Virology**, Gastroenterology~ Livertransplantation ~ 
Aims: Cholestasis is very often the first sign of an eminent acute cellular 
rejection. However, the characteristic signs of infiltration by 
lymphocytes into the walls of the interlobular ducts and the vessel wall 
are lacking. These patients presented with temperature and raised ALT 
levels. A positive PCR reaction for CMV was recently detected in the 
serum. These liverbiopsies were examined for CMV infection. 
Methods : we investigated 15 PCR CMV positive patients from whom 
30 biopsies were taken. Light microscopy excluded acute cellular 
rejection. 
Immunnhistochemleal examination of the liver samples with application 
of the antibody IEA-CMV raised against the CMV induced protein in 
the immediate early phase was carried out. 
Results : the liver biopsies show merely aspeeifie alterations 
charaeterised by a slight infiltration of neutrophils and lymphocytes in 
the portal tracts without any affinity for the bile ducts or the vessels. 
Foci of neutrophils are present intralobulady in the livercell plates 
around the intercellular eanaliculi in the periportal, midzonal and 
centrolobular areas. The immunnhistochemlcal staining for CMV is 
negative. 
Conclusion : a discrepancy is found between the angioeholangitis in the 
liver, the negative immunohistoehemical staining for CMV and the PCR 
positive tests for CMV. 
One should be aware of this diagnosis in conditions of a rejection-like 
clinical picture without proper histological signs of rejection. Under 
these circumstances, evaluation of the serological CMV is necessary 
since the attitude in this clinical setting is completely different. 
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CHRONIC REJECTION IN LIVING RELATED LIVER 

TRANSPLANTATION 
Yamabe, H., Sakural, T., Minamiguchi, S., Okuno, T., Mine, M., Haga, 
H. 
Laboratory of Anatomic Pathology, Kyoto University Hospital, Kyoto, 
Japan. 
Aims: The incidence, dinicopathologic features and outcome of 
chronic rejection (CR), which consists of ductopenic (DP) and occlusive 
arteriopathic (OA) rejection histopathologicaily, were studied in living 
related liver transplantation (LRLT). 
Methods: Reviewed were liver allograi~ biopsies and explants at 
retransplentation or autopsy from 384 patients, mainly pediatric, who 
underwent orthotopie LRLT under Taerolimus immunosuppression at 
Kyoto University Hospital between June 1990 and August 1998. 

Results: CR developed in 10 patients (2.6%). In 4 of these with 
histology showing mainly OA features, CR started between 31 and 75 
(median: 49) days posttransplant (dpt) and grafts failed between 81 and 
157 (median: 132) dpt. In the remaining 6 with histology showing 
mainly DP features, CR started between 54 and 395 (median: 115) dpt 
and grafts failed between 89 and 455 (median: 269) dpt. The clinical 
course of the former patients was rapidly progressive. On the other 
hand, the clinical course of the latter was less aggressive, and, if CR 
was diagnosed early by biopsy, retransplaatation was ot~en successful. 
Conelusiens: The incidence of CR may be lower in LRLT than in 
cadavede liver transplantation. CR mainly with OA features develops 
earlier after LRLT and shows a worse clinical course than CR mainly 
with DP features. 
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Persistent centrilobular liver call damage and venular 
fibrosis in chronic liver aUograft rejection 

T.heuerkauf. I.*, Koverehenko, S.*, Wolff, M.**, Fischer, H.P.* 

Dpts. of Pathology* and Surgery**, University of Bonn, 
Germany 

Aims: Histopathologic analysis of chronic centdlobular liver 
allografl rejection and correlation with graft function and 
outcome. 
Methods: We investigated follow up biopsies of 10 allografls 
from 8 patients with chronic rejection. A morphometrie study of  
hepatic venules and an immunohistoehemical analysis (CD31, 
CD34, ct-aetin and collagen type IV) of the centrilobular 
parenchyma and mesenchyma was performed comparing 
chronic rejection (10 grafts) with acute rejection (I0 grafts) and 
normal liver tissue (5 cases). 
Results: A marked fibrous thickening of hepatic venules was 
observed in 3 grafts of 2 patients with severe chronic rejection. 
Venular fibrosis was combined with centrilobular peliosis-like 
sinus dilatation and persistent eentrilobular necrosis. In these 
cases, chronic rejection was leading to graft failure. 
Conclusions: Acellular concentric fibrous thickening of hepatic 
venules is a rare observation in chronic rejection and has not 
been described in detail. This feature is associated with a poor 
prognosis. It has to be distinguished from centfilobular fibrosis 
due to outflow obstruction and venooeelusive disease after 
azathioprin-therapy. 
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DONOR DERIVED EPSTEIN-BARR VIRUS (EBV) 
ASSOCIATED POST-TRANSPLANTATION 
LYMPHOPROLIFERATIVE DISORDER (PTLD) IN A 
SECOND RENAL ALLOGRAFT 

Andersen, C.B.*, Thomsen, O.F.*, Ladefoged, J.** 
Dept. of Pathology*, and Dept. ofNephrology**, Rigshospitalet, 
Copenhagen University Hospital, Denmark. 

Post-transplantation lymphoproliferative disorders are clinically, 
morphologically, and on the molecular level a heterogeneous 
group of lesions seriously complicating the outcome of 
transplantation. They usually originate from the recipient. We 
report on a case in which a 54-years old male with polycystic 
kidney disease receiving a second transplant from a female one 
year after transplantation developed a solid tumor in the renal 
graft. 
Histology showed a polymorphic lymphoproliferative disorder 
with a wide spectrum of lymphoid cells including Reed-Steinberg 
like cells. 
lmmunohistochemically the majority of neoplastic cells were B- 
lymphoeytes (CD20-positive) showing strong reaction for CD30. 
Latent EBV was found in the tumor cells by 
immunohistoehemistry (LMP) and in situ hybridization (EBER). 
The patient had a significantly elevated EBV-antibody titre at 
grafteetomy, but his status prior to transplantation was unknown. 
In situ hybridization with a Y-chromosome "specific" probe, 
furthermore, demonstrated the tumor cells to be of a female 
genotype. 
Conclusively this is a case of EBV-associated PTLD derived 
from the donor presumably dueto the heavy immunosuppression 
necessary to control rejection. 
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DONOR DERIVED EPSTEtN-BARR VIRUS (EBV) 
ASSOCIATED POST-TRANSPLANTATION 
LYMPHOPROLIFERATIVE DISORDER (PTLD) IN A 
SECOND RENAL ALLOGRAFT 

Andersen, C.B.*, Thomsen, O.F.*, Ladefoged, J.** 
Dept. of  Pathology*, and Dept, ofNephrology**, Rigshospitalet, 
Copenhagen University Hospital, Denmark. 

Post-transplantation lymphoproliferative disorders are clinically, 
morphologically, and on the molecular level a heterogeneous 
group of  lesions seriously complicating the outcome of 
transplantation. They usually originate from the recipient. We 
report on a case in which a 54-years old male with polycystic 
kidney disease receiving a second transplant from a female one 
year after transplantation developed a solid tumor in the renal 
gruff. 
Histology showed a polymorphic lymphoproliferative disorder 
with a wide spectrum oflymphold eetls including Reed-Sternberg 
like cells. 
Immunohistocbemically the majority of  neoplastic cells were B- 
lymphocytes (CD20-positive) showing strong reaction for CD30. 
Latent EBV was found in the tumor cells by 
immunohistochemistry (LMP) and in situ hybridization (EBER). 
The patient had a significantly elevated EBV-antibody titre at 
graflectomy, but his status prior to transplantation was unknown. 
In situ hybridization with a Y-chromosome "specific" probe, 
furthermore, demonstrated the tumor ceils to be of  a female 
genotype. 
Conclusively this is a case of  EBV-associated PTLD derived 
from the donor presumably due' to the heavy immunosuppression 
necessary to control rejection. 
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The Incidence of Prostatic Neoplasia in Dimbonri, Cameron. 
Angwafo III, FF*, Evans, B #, Azmi. FH #, Befidi-Menguc, R*, Wonkam, A, 
Powell @ I, Murphy G ~ and Aiman Zaher ~. 
*Ministry of Health, Younde, Cameron; #Department of Pathology, Medical 
College of Ohio, Toledo, OH, USA" @The Department ofUro ogy, Wayne 
State University of Medicine, Detroit, MI, USA; ~'fhe Pacific Northwest 
Foundation Hospital, Seattle, WA, USA. 
Introduction: Prostate cancer appears to be more aggressive and also occurs at 
an earlier age in men of African descent living in the USA. Despite the 
apparent aggressive behavior of this disease in men of African descent, only 
few smdiea of the prevalence of prostatic carcinoma have been done in 
indigenous Africans. Herein we report the results of a clinical screening 
program for the prevalence ofprostatlc neoplasia in Dibombari, a rural district 
of Cameron, Central Africa. 
Methods: Men 40 years or older were recruited in this study. Ten ml aliquot of 
blood was taken, a digital rectal examination (DRE) was performed. 
Individuals with an abnormal DRE and or elevated prostate specific antigen 
(PSA) were invited for prostate biopsy. 
Results: Digital rectal examination waS performed on a total of 141 men. 
62/141 men had enlarged but benign appearing glands. In 35/141 the glands 
were hard, irregular and nodular. Of the 119 men with PSA results, 12 had 
PSA levels of>4 ng/mL 47 men who had abnormal DRE or increased serum 
PSA levels were invited for biopsy. Only 24 of the 47 men participated in the 
study. The most common lesion was benign prostatic hyperplasia (8/24), 
followed by low-grade prostatic intra-epithelial neoplasia (6/24), cancer of 
prostate (5/24) and high-grade prostatic intra-epithelial neoplasia (2/24). 
Conclusions: Our study shows that carcinoma of the prostate is not an 
uncommon disease in Bantu as previously thought. The reasons for the 
reported low incidence of prostatic carcinoma in sub-Saharan Africa are many, 
including, lack of any previous population based epidemiologieal studies and a 
dearth of access to organized health care in the area. Further studies are 
required to understand the epidemiology of prostatic neopiasia in the sub- 
Saharan Africa. These studies may help us comprehend the genetic basis for 
the aggressive behavior of prostatic carcinoma in men of African descent. 
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MAST CELLS ARE AUGMENTED IN PERIPROSTATIC VEIN 
THROMBOSIS  AND DISPLAY A FIBRINOLYTIC PHENOTYPE 

Bankl, H.C,, Pikula, B., Bankl, H., Lechner K., Valent, P. 

Department of  Internal Medicine I, Division of  Hematology and 
ltemoslaseology, and Department of  Clinical Pathology, University of 
Vienna & Institute of  Clinical Pathology, Krankenhaus St.Poelten, 
Austria. 
Aims: A number of recent data suggest that mast cells (MC) and their 
products are involved in the pathophysiology of  thrombosis. In the 
present study, we have evaluated the number, distribution, and phenotype 
of  MC in patients with unilateral periprostatic vein thrombosis (PVT) 
(n=7). The contralateral non-thrombotic venous plexus served as control 
(CO). 
Methods:  MC were examined by Giemsa staining and by 
immunohistochemistry using antibodies against tryptase, chymase, c-kit, 
tissue-type plasminogen activator (tPA), urokinase (uPA), urokinase 
receptor (uPAR), and plasminogen activator inhibitors (PAI-I~ PAI-2). 
Results: We found an increase in the number of  tryptase-positive MC in 
PVT compared with CO (PVT: 14.5 +_ 2.4 versus CO: 5.2 +_. 0.7 
MC/mm 2, p<0.05). The majority of  these MC appeared to accumulate in 
the adventitia of the thrombosed veins. In both PVT and CO, MC reacted 
with mAb to c-kit, tryptase, and chymase. MC also stained positive for 
tPA and urokinase receptor, but did not express detectable uPA, PAI-1, 
or PAI-2. 
Conclusions:  Together, our results show that MC increase in number in 
PVT and express a profibrinolytic phenotype. We hypothesize that MC 
and mast cell-derived profibrinolytic molecules play a role in the 
pathophysiology of  PVT. 
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TESTICULAR PAPILLARY SEROUS CARCINOMA OF OVARIAN TYPE 

Becerra P*, Zuluaga A**, Martin A*, Dhakal liP*, Aguilar D% Nogales FF*. 
Departments of Pathology* and Urology**. University of Granada Medical 
SchooL- 18012 Granada, Spain. 
Aims: To report the 8th case in the literature and establish the differentia1 
diagnosis with papillary meaotheaioma of the tuatea va~.~l~ testis (PMT). 
Methods: Immuuohistochemieal differential study of a serous papillary carcinoma 
oft he testis (SPCT) using a panel of various antibodies characteristic of both SPCT 
and PMT. 
Results: A 50 year old male with hydrocole. Tin'hour was an incidental finding 
during surgery. Omhidectomy was performed. And the patient treated with 
chemotherapy, is alive and well aRer 14 months.The SPCT had a typical 
appearance of branching papillae associated with numerous psammonm bodies. The 
turnout invaded the underlying tuniea albuginea but did not involve the testis. No 
vascular invasion was seen. Immunohistochernieally, the neoplastic epithelium was 
positive for CAMS.2, CEA, BerEP4, ENLA, LeuMl, SI00, cytokemtin 7 and 
OC125 but was negative for Vimenfin, I.-IBME-I, tkrombomodulin, ealretinin and 
N and E..eadhcrins. Its main location in the tesficuloepididymal groove may reflect 
its origin from mtllMrinn remn~,ts (appendix testis). Female-type neoplasms of 
surface epithelium derivatives can. ocour in males. The majority of the epithelial 
turnouts of ovarian in the testis arc serous. The main clinicopathological interest of 
tl~s lesion lies in its differential diagnosis with PMT, which exhibits a far more 
aggressive behaviour. In the 7 reported serous carcinomas, folinw-up has been 
usually short, but in 2 cases recurred or metastasized, conversely, PMT invariably 
behaves aggressively. The differential features betw~n SPCTand malignant PNfI" 
are: I) older age of presentation in PMT (average of 54 years veras 3 I); 2) history 
of exposure to asbestos in PIvlT -absent here- ; 3) more frequent intitial symptom of 
hydrocele in P/vlT; 4) very ram parenchymal invasion in SPCT but frequent in 
PMT; S) microscopically, presence of psammoma bodies and absence of solid 
patterns in SPCT versus biphasic patterns (epithelial and saroomatous) in PMT; 6) 
immunohistochemieally, frequent positivity of "specific" PMT markers such as 
Vimentin, HMBEI, tkrombomodulin, calretinin and N-cadherin in PMT and 
positivity of'~ithelial" markers such as BerEP4, EM.A, LeuMI,SI00, cytokeratin 
7 and OC125 in SPCT. 

Conclusions. Immunohistuehemical phenotype together with typical morphology �9 
and location differentiates SPCT from PMT 
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IMMUNOHIST(X?HEMICAL CORR~I.E$ OF CHROMOGRANIN A, 
p53 NUCLEAR PROTEIN, bcl-2 EXPRESSION AND 
MIB1/KI67PROLIFERATION INDICES IN LOW AND HIGH 
GI.EASON HISTOLOGICAL SCORE OF PROSTATE CANCER 
Botticelli, A.R.*, Pitino, A.*, Bouieelli, L.***, Zaffe, D.** 
Departments of Human Pathology*, University of Pavia, 
Morphological Sciences and Forensic Medicine**, University of 
Modena and Hospital Pathology Service***, Carpi Me,  Italy. 
Aims: Are Chromogranin A, p53 nuclear protein, bel-2 apoptosis 
protein and MlBI/KI67 markers correlated to Gleason histological 
score (GHS) in localized prostate cancer (PCa) specimens of patients 
undergoing radical prostatectomy? 
Methods: Chromogranin A, p53, bel-2 and MIBI/KI67 were 
immunohistochemically detected (Avidin, Biotin Complex System) on 
tbrmalin fixed and paraffin embedded archival sections o f .  20 PCa 
(average age = 66.8 y): 10 cases with GHS<6 and 10 cases with 
GHS>7, 
Results: Positive detection of Chromogranin A, p53, bel-2 aad 
MIB1/K267 were higher in GHS>7 (16.6%, 66.7%, 83.3% arld 83,3%, 
respectively) than in GHS<6 (0%, 25*/0, 50*/0 end 12.5%, respectively) 
PCa cases. Cytological examination of the markers (xl000) also 
showed a higher expression in GHS>7 than GHS<6 cases: p53 (35.9 
out of 15.2%), bel-2 (92.5 out of 36.4%) and MIB1/KI67 (52.3 out of 
32.6%). Chromogranin A were found randomly expressed only in 
(l! IS>7 tumor cells. 
Conclusions: The results show a very good correlation between the 
detection of p53 nuclear, bel-2 apoptosis and MIB1/KI67 proliferating 
cell-cycle markers and the Gleason histological score. Therefore, the 
p53, bel-2 and MIBI/KI67 immtmohistoehemieal indices appear to be 
reliable predictive factors of disease progression in prostate carcinoma 
patients after radical prostatectomy. 
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HISTOLOGICAL PATTERNS IN TESTICULAR BIOPSIES 
FROM PATIENTS WITH TOTAL NON-OBSTRUCTIVE 
AZOOSPERMIA 
Calabuig-Crespo~ C.*, Martorell-Cebollada, M.*, Martinez-Lahuerta, C.* 
Dept. of Pathology, Hospital General Universitario, Valencia, Spain* 
AIMS: To establish the histological patterns on testieular biopsies 
obtained from azoospermie men in order to evaluate maturation of 
spermatids for fertilization techniques. 
METHODS: Biopsies from 108 azoospermic men, 46 patients underwent 
bilateral biopsies and 62 bilateral.. 
Number of  tubules, the degree of  maturation when existent, maturation 
arrest or absence of  germinal ceils in the Sertoli-celbortly syndrome were 
studied. Percentage of  tubules and average postmeiotir cells per tubule 
were also recorded in cases with tubules with complete maturation. 
FSH serum levels were known in 41 eases. 
RESULTS: The mean tubular count was 78 per tissue section in 
unilateral biopsies, 12% showed Sertoli-eell-only syndrome, 21% 
maturation arrest 2% tubular hyalinization and 650  complete maturation 
of spera~agds, 
In the bilateral biopsies the mean count was 91 tubules per section, 
Sertoli-oell-only syndrome was bilateral in 26% of  patients and 
unilateral in 2* .  Maturation arrest was bilateral in 15% of these patients 
and unilateral in 7%. Complete tubular hyalinization was diffuse in both 
testes in 9% of cases and in one testicle in 4% of cases. We found 
complete maturation in biopsies of  both testicles in 33% of  eases and in 
one in 4% of eases. 
The mean spermatie count was 12 spermatids per tubule; 44% of cases 
with complete maturation showed spermatids in more than 75% of 
tubules. 
CONCLUSIONS: We found spermatid maturation in 65% of  cases with 
unilateral testicular biopsies and in 37% of  eases with bilateral biopsies 
from azoospermie men randomly distributed. This fact makes these men 
susceptible to be included in fertility assisted methods such as spermatid 
microinjection. 
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TRANSFORMING GROWTH FACTOR-J31 AND SMADS IN HUMAN 
KIDNEY NEOPLASIA 

~ * ;  Lazzeresehi D**; Macri D***; Di Silverio F***, Colletta G** and 
Castagna G*. 
Depatamennt of Experimental Medicine and Pathology (Uropathology Servicel; 
***Department of Urology, University "In sapienza" of Rome; (Italy); 
**Department of Pathology; University of Chieti (Italy) 
Aims; To investigate the role of TGF-13 I, TGF-I3RI, TGF-I3RII, SMAD-2 and 
SMAD-4 proteins in human kidney neoplasia 
Methods:The expression of TGF~I, -RI, -R/I, SMAD-2 and SMAD-4 was 
examined by immunohistochemistry m peritumorsl normal and tumoral tissue of 
53 paint:in-embedded primary kidney tumors: I tubule-papillary adenoma, 2 
oncocyt~mas, 32 clear cells carcinomas, 5 collecting duct tumors and 13 
urothelial carcinoma of kidney pelvis. 
Results: TGF-I31, -R/, -R/I were more strongly expressed in neoplastic tissue 
than in normal peritumoral renal tissue (tubules and glomerules) adjacent to 
tumoral areas (06.22%, 70.25% and 75.41% vs 88.37%, 6976% and ~260%), 
whereas SMAD-2 and SMAD-4 were more strongly expressed in perineoplastic 
normal tissue than neoplastic tissue (23.25% and 3023% vs [5.00% and 
7.54%) Collecting duet carcinomas contained higher TGF-~3 l, -gl and -RII levels 
than renal clear cell and pelvic urotho|ial carcinoma. TGF-13 Rlt 
immunohigtochemical scores (H-scores) were si/~ificantly lower in clear cell and 
pelvic urothelial carcinoma than collecting duet earcinoma(P<O01) Clear cell 
and collecting duet carcinoma lacked SMAD-4 expression, whereas all 
histological subtype poorly expressed SMAD-2. TGF~I, -I3RI. -[3RI! and 
SMAD-4 histological scores correlated neither with histological grade of 
malignancy nor with TNM clinical stage; SMAD-2 protein levels were 
significantly lower in grade 3 than in grade 1 tumoars. In kidney neoplasia, TGF- 
I~RI correlated significantly with -13RII. but not with TGF-I31; SMAD-2 with 
SMAD4; and SMAD-2, but not SMAD-4 correlated with TGF-13RI and -13RII 
H-scores. In perineoplastic normal tissue SMAD-2 and SMAD-4 correlated with 
TGF-13RII, hut not with TGF-I~R! H-scores. 
Cortr These findings suggest an altered TOF-i3 / TGF-[3 rocoptors/SMAD 
signaling patway in kidney neoplasia. The low TGF-[3R/I immunoreactivity and 
the loss of SMAD-2 and SMAD-4 expression we noted in renal cell carcinoma 
could inactivate the TGF-[31 response, thus allowing unconstrained cell 
proliferation and progression of renal neoplasm 
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IMMUNOHISTOCHEMICAL EXPRESSION OF WAFI/P2! 
PROTEIN IN BLADDER CANCER. PROGNOSTIC 
SIGNIFICANCE AND RELATION TO 
CLINICOPATHOLOGICAL PARAMETERS. 
Korkolopoulou, P.*,  Christodoulou, P.**, Konstantinidou, A.*, 
Thomas -Tsagli, E**, Kapralos, P.***, Davaris, P.* 
Dpt of  Pathology*, University of  Athens, and Dpts of Pathology** and 
Urology ***, Asklepeion Hospital, Voula, Athens, Greece. 
Aims: To investigate the prognostic value and interrelations between 
p21 expression and various parameters in bladder cancer. 
Methods: ParmTm sections from t30 patients with transitional cell 
carcinomas (TCCs) [mean follow-up 36 months] were gained 
immunohistocbemically with antibodies to p2I (4D10), p53 0301), 
PCNA (PCI0) and Ki 67 (MIB I). 
Results: P21 positivity was displayed in 61% of cases and in one 
third of them was accompanied by p53 accumulation. P21 expression 
was statistically related to advanced T category. No association was 
shown between p2t ~ d  p53 or proliferation rate. The combined 
phenotype p21(+)/p53(-), representing the p53 -dependent pathway, 
predominated among superficial, slowly proliferating turnouts.P21 
labelling index emerged by multivariate analysis as the single 
independent indicator of shortened survival in superficial tumors~ 
Moreover, p21 posifivity constituted an adverse prognostic 
discriminator in the subgroup of p53-negative tumours, as pointed out 
by post-relapse survival analysis. The combined p21/p53 phenotype 
was also seen to be an independent prognostic factor, by univariate and 
multivariate analysis. 
Conclusions: Our results indicate that p21 activation occurs early in 
tumourigenesis, appears associated with invasiveness and is capable of  
celt cycle control in TCCs mostly through p53-depend~t pathw'ays. 
Finally, p21 expression may be a major player in determining clinical 
outcome in bladder cancer alone or in combination with p53, 
irrespective of other clinicopathological parameters. 
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SCLEROSING ADENOSIS OF PROSTATE. 
~ . ,  Algaba, F.*, Trias, I.**, BernadO, LI.*** 
Dpts. of Pathology of H. Clinic, Fundaci6 Puigvert* and Clinica 
Plat6**, Barcelona, and H. J. Trueta***, Girona, Spain. 
Aims: Description of  clinicopathotogieal and immunohistochemical 
features of sclerosing adenosis (SA) of prostate. 
Methods: Revision of 11 cases with diagnosis of SA from the files of 
F. Puigvert between 1993-98. Immunohistoehemieal antibodies used 
were CK-903, muscle-specific actin (MSA), S-100 protein and PSA. 
Results: 8 eases were obtained by transurethral resection and 3 by 
prostatic adenomectomy. Patients mean age was 74 years. Symptoms 
were obstructive (O) in 7, irritative (i) in 1 and O+I in Y Mean follow- 
up were 16.6 months (5-30 m). Presurgcry serum PSA was available in 
7 patients and levels ranged from 2.3 to 23.9 ng/mL. None of the 
patients had PIN; prostatic carcinoma coexisted only in one (PSA pre 
3.4). After surgery, all but one (PSA pre/affer 8.9/6.6) patients had 
normal values. 7 cases had one single focus of SA, ranging from 2 to 7 
ram; the restihad 2 to 5 feel (range 2-12 ram). In 3 eases the glandular 
component clearly overgrowth the stromal component. The former, had 
a predominantly mieroacinar pattern in 7 eases, being the rest tubular 
and/or cordonal. Six cases (54%) showed mild atipia and in 2 (18%) 
was moderate. Nuelenli were small in 4 (36%) and larger in 2 (18%). 
One case presented mild atipia and large nuclenli; ensinophilic 
crystalloids were seen in 3 (27%); mucin was seen in 2 (18%). 
Immunohistochemistry revealed presence of basal cells CK-903 
positive, and/or myoepithelial differentiation (MS& S-I00 protein, 
positive in basal cells and some stromal cells) in all the eases. PSA was 
positive within cuboidal cells of the glands. 
Conclusions: Recognition of SA is important to avoid confusion with 
adenocarcinoma. Presence of  basal ceils and/or myoepithdial 
differentiation excludes invasive carcinoma. There appears to be no 
direct relationship between SA and prostatic caneinoma. 
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EXPRESSION OF p53, p21 AND bel-2 IN CARCINOMA, PIN AND 
NORMAL PROSTATIC TISSUES 
X. Farrd. PL. Fern/mdez, Y. Arce, A. Martinez, N. PeirO, I. Nayach, A. 
Nadal, M1 Rey, A. Palacin, A. Cardesa 
Hospital Clinic i Provincial. University of Barcelona. Barcelona, Spain. 

Aims: To study the expression of p53, p21 and bcl-2 in normal, 
premalignant and malignant prostate tissue. 
Methods: 24 carcinomas, 15 high-grade PIN and 23 normal tissue cases 
were inmunohistochemically stained for p53, p21 and bcl-2. Cases were 
graded as positive or negative depending on the number of  nuclei stained 
(>20 % for p53, >10 % for p21) and the existence of cytoplasmic bcl-2. 
Results: Results are summarized in the following table: 

Total p53 + (%) p2l + (%) bcl-2 +(%) 
Normal 23 2 (9 %) 2 (9 %) * 
vm is 2 (Lt*/.) 3 (~o%) 9 (6o%) 
Carr 24 ]] (,46%) 8 (33Vo) 4 (.17%) 
�9 bcl-2 wss only positive in alrophic glands and basal cells 

p53 and p21 were more frequently positive in carcinoma than in PIN and 
normal tissue, whereas bcl-2 positivity was frequently observed in PIN and 
atrophic glands, p53 and p21 were coineidentally positive in 4 tumors 
(17",/o). 
Conclusions: We conclude that expression of p2l can be independent of 
that of p53 in prostate carcinoma and they are more frequent in the  
invasive stage of prostatic neoplasia. Contrarily, bel-2 expression is more 
frequently seen in preinvasive lesions and could have a role in the early 
stage of neoplastic transformation. 
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TOXOPLASMOSKS OF THE BLADDER: CASE REPORT OF THE 
A EXCEPTIONAL LOCATION IN AN ACQUIRED 
LMMUNODEFICIENCY SYNDROME PATIENT 

' -~,L~ip=Ig~it2.~; Cabello-Torres P; Ramos-C-uilldn C, Jimdnez-guiz 
J'M, Gareia-CrOmex, N. 
Hospital Universitario "Puerta del Mar". Cltdiz. Espafia. 
Aims: In the urogenital tract, toxoplasm is an exceptional finding, 
although they have been observed in the testicular and prostate 
parenchyma. By contrast, bladder involvement is rare, with only five cases 
reported. 
Methods:  An autopsy, only including thorax and abdomen, was carried 
out. The samples were processed in a routine way and they were included 
in paratrm The histologic sections were stained with H-E, PSA and $iemsa 
and they were immunolabded with antibodies anti-toxoplasma. 
Results: Gross examination revealed a bladder with diffuse wall 
thickening. The vesieal mueosa contained purplish-blue plaques. I-Iistologic 
examination revealed vesicel toxoplasmosis, No other organs were 
affected. The autopsy did not include CNS. Immunolabeling with 
antitoxoplasmie antibodies con_finned the presence of ~ophozoites of 
toxoplasma gondii that they had developed in a cyst and pseudo cysts. 
Conclusions: Toxoplasma gondii is a hatracellular parasite which is 
responsible for an asymptomatic or minimally symptomatic 
lymphadenopathy syndrome. Toxoplasmosis commonly affects the central 
nervous system. Genitourinary involvement is exce1~ional. In AIDS, 
vesieal involvement has been the subject of only rare histologic 
descriptions, and could be asymptomatic or masked by the presence of 
neurologie, respiratory, or gastrointestinal symptoms. Because of it, 
vesical lesions are certainly underestimated. 
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LYMPHOEPITHELtOMA OF BLADDER ARISING IN 
A DIVERTICL~UM. 

Garefa-Hirschfeld. J'M.*, Barranco, J.**, Ruble, J.***, 
Mhrquez, A.***, Martinez de Vitoria, JM.*, Vicioso, L.***, Blanes, 

Dpts. of Pathology Ciudad de JaLm Hospital*, San Agustin- 
Linares Hospital** and University of Mhlaga.*** 

Lymphoepithelioma, a term used to designated a typical 
rtasopharyngeal neoplasm, have also been reported in other locations 
(lung, stomach, salivary glands, cervix, bladder...), although in these 
organs the relationsldp of EBV has not been established. 

Case report:A 77-year-old man presented with gross 
hematuria in May 1998. Cystoscopy showed a 4x3 cm solid sessile 
tumor arising in a large diverticulum (5x4 era). The remainder of the 
bladder mucosa appeared normal. The tumor was reseeted by partial 
cystectomy, and pathological evaluation revealed invasive 
lymphoepithelioma, with two positive pelvic nodes. The patient did not 
recewe any chemotherapy. Our case has insufficient follow up (8.5 
months) to be able to evaluate the prognostic significance. However, a 
preliminary assesment showed no evidence of residual disease. 

Histological findings: Neuplasm was characterized by 
sheets of undifferentiated malj~mant cells arranged in syncitia, with 
round vesicular nuclei, frequent mitoses and large nuclenli, intermingled 
with a prominent lymphoid reaction. Tumor cells were strongly positive 
for cytokeratin (A.E1-AE3) but negative for leucocyte common antigen. 
The adjacent mucosa showed a dense chronic inflammation with no 
evidence of urothelial dysplasia. No signs of Izansitional neoplasm were 
found in any sections. 

Discussion: Lymphoepithelioma of the bladder is a rare 
histological type in its pure form, yet more arising in a vesieal 
diverticulum. Two importmats reasons torenognize tins variant are: 
tomake the distir~ctionfrom lymphoma, and think abou~ the apparent 
favorable outcome, based on the reported sensitivity to chemotherapy 
and, therefore, the possibility of  salvaging bladder function. 
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INTERSTITIAL CYSTITIS: NEW CONSIDERATIONS 
Gtluthner S, S~chez-Fermlndez de Sevilla MC, Cerd~l-Nieolas M, Moredl- 
Quadreny L, Llombart-Boseh A 
Servieios de Anatomia Patol6gica, Hospital de Requena y Hospital Cltaieo 
Universitado de Valencia (HCUV), Servicio de Urologia HCUV, Spain, 
Introduction: Interstitial cystitis was described by Hunner in 1915 as a "rare 
type of bladder ulcer". Almost a century later, it continues to be an infl'equent 
entity of unknown origin, with predominance of female patients (9:1), diagnosis 
requiringthe absence of urinary..pathogens, although its association to collagen 
disorders' and to bladdea- cuneet ~ point towards some type of altered immunity 
in these patients or to a auto-immune origin of the disease. 
Cases" 4 patients (2 male, 2 female) presenting chronic irritafive bladder 
symptoms resistaut to staadard treatmentS and with repeated negative urine 
cultures. One male patient had been treated on 7 occasions for superficial 
transitional cell carcinoma of the hladder and bad received intravesii~al BCG 
treatment. There was no conenmitant pathology. After 2 years free of disease he 
presented severe cystitis with reduced bladder capacity that needed cysto- 
prostateaomy. Histology: Chronic ulcerative and interstitial cystitis with 
marked parietal fibrosis; no neoplastic lesions. The second male patient showed 
the typical symptoms of the disease; history showed intolerance to acetyl- 
salicylic acid and henign prostatic hyperplasla (BPI-I). One female patient 
suffered ste~oid-trcnted rheumatoid arthritis, the second patient had penicillin 
allergy. In these 3 eases, histology was non ulcerative interstitial cystitis. 
Conclusions: 1) Histology in our 4 cases confirms the existence of 2 types of 
interstitial cystitis (ulcerative and non ulcerative) as observed by other authors t'~ 
but may also represent 2 stages in the evolution of the process. 2) There may be 
a higher incidence for males than previously thought. This higher incidence 
may be masked by lower urinary symptoms related to BPH. 3) The associatien 
to turnouts, BCG Ireatment, medicamentous allergy and auto-immune disease 
supports the hypothesis of a immune disorder in the origin of the interstiti~ 
cystitis. 

i ~ F, et el.: The association of t~anquiolilis obliterans arg~izing pneumonia, 
syW~aic lupus wymnatmus, and Hunaer's cystiC. Chest. 1993; 104 (2):642-4. 

H~mm t~ ~ el.: Chronic interstkial cystitis (Htmner) associated verrucous card~oma 
of the trinary bladder. Urologe A. 1997; 36(I):50-3. 
i~Koziol JA, ctal.: Di.~'iralnalion between, the uleerou.$ and the nonuleerous forms of 
int~.itial cystitis by n~-invasive findings. J Urel. 1996; t55(I):87-90. 
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SYNCHRONOUS OCCURENCE OF URINARY BLADDER 
CARSINOSARCOMA AND TESTICULAR SEMINOMA 
GiirhQz Y S*. Milezzino~lu B*. t~imen K**. Dillio~lugil 0"*. 
* Kocaeli University Medical School Department of Pathology, izmit, 
Kocaeli, TURKEY 
** Kocaeli University Medical School Department of Urology, Izmit, 
Kocaeli, TURKEY 
Careinesarcorna is a rare malignant neoplasm of urinary bladder. 
Coexistence of this tumor with a primary tumor of another organ is a rare 
phenomenon. We report a ease of earcinosarcoma with simultaneous 
testicolar seminoma. To best of our knowledge, there is only one case 
reported in the literature with the same tumor combination. 
Sixty-year-old male presented with painless gross hematurla and a left 
testieular mass of 5 years duration. A polypoid mass measuring 5x6 cm was 
detected in the left lateral vesical wall. After transurethral resection patient 
was treated by left inguinal orchiectomy, radical cystoprostateetomy and 
pelvic lymphadenectomy. 
Both biopsy and surgical resection of bladder revealed a tumor deeply 
infiltrating muscular tissue with histologic features of transitional, squamous 
and small cell carcinoma and spindle cell sarcoma. Epithelial component 
was present as small discrete foei within the sarcomatous areas. There was 
no a'ansition between two components. Areas of carcinoma in situ and 
papillary transitionsl cell carcinoma were not detected in the surrounding 
mucosa. 
Immunohistochemistry showed positivity with epithelial membrane antigen 
and cytokeratin for the carcinomatous component. Sarcomatous component 
revealed immunoreaetlvity only with vimentin. Epithelial markers, desmin, 
S-100, neuron specific enolase and ehromogranin were negative. 
Orehiectomy specimen showed a classical seminoma with vascular and 
tuniea albuginea invasion. Lymph nodes did not show metastasis. 
At 12 months follow up. patient is free of disease. 
Subsequent cccurence of bladder malignancy as a sequels of radiotheraphy 
given for testis tumor has previously been reported. However, in our case 
both tumors were diagnosed at the same time and there was no history of 
previous radiotheraphy for any reason. 
With this report we aimed to add another ease to the relevant literature on 
this rare matter. 
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Prostatic Adenocarcinoma: Prognostic value of Apoptotic, 
Proliferative and Hormonal Profile, in Prostatic Needle 
Biopsies. 
Herbert, M. * Zisman, A.** Hermann,G * Habler, L.* Sandbank,J. * 
�9 Dep. of  Pathology Assaf-Harofeh Mad. Ctr. Israel 
�9 *Dept. of  Urology Assaf-Harofeh Mad. Ctr. Israel 

The aim of our study was to investigate immunohistochemically 
the prognostic significance of the above parameter using 
Ki-67, P-53, Cerb-2, and Bcl-2 antibodies and Estrogen and 
Progesteron Receptors expression in a series of  30 patients 
with prostatic Ca. with correlation with additional pathologic 
parameters (percentage of involvement o f  each prostatic tissue 
core and the number of tissues cores involved by carcinoma) and 
PSA serum titers. 
Fifteen biopsies had a score (Gleason Sys tem)of  less than 
5, and 15 biopsies showed a score of  more than 5. 
Immunohistocbemistry studies were performed. 
The primary antibodies used were- Ki-67, P-53, C-erbB-2, 
Bcl-2, Estrogen and Progesteron receptors. 
The P-53 and Ki-67 were higher in the group with the 
Gleason score less than 5. Bcl-2 and Estrogen receptors 
were higher in the group with the Gleason score more than 5. 
C-erbB-2 was negative in all of  our cases. 
There was a positive correlation between serum PSA levels 
and BCL-2 expression in our study group. 
Our study appears to indicate that tumors which significantly 
overexpress BCL-2 and Estrogen receptors were of a 
moderately or poorly differentiated type, while well 
differentiated tumor tended to overexpress P-53 and Ki-67 
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THE TRANSITIONAL CELL CARCINOMAS OF THE BLADDER 
RELATED TO EXPOSURE OF PESTICIDES ARE LESS 
AGRESIVE. 
Hi.er. r~ !~*, Pel~iez, S.**, era,  S.**, Matiila, A. 
Dpto. de Anatomia Patol6gica, Facultad de Medicina. Universidad de 
MAlaga. *Hospital de Antequera. **Hospital Comareal de la Axarquia. 
M~ilaga. Spain. 
Aims: The transitional cell carcinoma (TCC) includes two basic groups: 
superficial and muscle-invasive tumors, each one with its own natural history 
and, probably as well, with different risk factors implicated in the origin. 
TCC are more frequent in industrial countries. Nevertheless, TCC has a 
g~at  prevalence in our area (Mailaga, south of  SpaJn) where tourism, service 
sector and agriculture are the main sources of  income. 
We have carried out an epidemiological study with the following objectives: 
1 ) Analysis to see if people exposed to pesticides (PE) have an increase risk 
o f  developing TCC in compar ison  to non-exposed (PNE). 2) 
Histopathological comparison (grade and microstage) of  TCC between PE 
and PNE groups. 
Methods: We made a case-control study, including 96 cases of TCC and a 
control group of 96 cases from the hospital patients. Histopathologieally, 
TCC was divided into low and high grade, and the U.I.C.C. scheme was 
used for microstage. The data was statistically analyzed by logistic 
regression method. 
Results: The PE population showed an increased risk for TCC, as much 
with low grade as the high grade, although more frequently for the low 
grade TCC (OR~2.6, IC=1.3-5,2). In relation to the stage, PE cases 
presented a major risk for superficial TCC (OR=2.3, IC~1.2-4.4). The 
density of  cellular inflammation associated to TCC was different in PE and 
PNE cases, higher in the fonuer (OR=4.5, IC= 1.8-11,1 ). 
Conclusions: The subjects exposed to pesticides have a greater risk of 
developing TCC of the bladder, with higher frequency oflow grade, lower 
level o f  wall invasion and more cellular inflammation than the TCC in 
unexposed patients. 
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METANEPI-IR1C ADENOMA OF THE KIDNEY 
Case Report with Immunohistochemical Analysis 

Hostaiet F.*, Ruiz JA.*, Hernfindez J.E.*, Huertas E.*, Hassan I.** 
Department of Pathology* and Department of Radiology**, *'Vega 
Baja" Hospital, Ofihuela, Spain. 

We ~ aa edditional ease of aa uncommon tulmlar-acinar and 
papillary neoplasm of the kidney. 
A right renal tumor was identified by abdominal computerized 
tomography in a 49 years-old Caucasian female with flank pain. 
Macroscopic examination of the rescued kidney revealed a well- 
circumscribed, gray-yellow, firm tumor, 3,5 cm in diameter, located 
in the lower pole. 
Microscopically, the tumor exhibited a predominant tubular-acinar 
pattern with very scanty stroma. Occasional branching elongated 
tubules, papillary and giomernloid formations were present but 
blastema was absent. Tumor cells were uniformly small and bland in 
appearance, showing immunoreactivity for Vimentin, Len 7 and 
Cytokeratin 18. 
Clinical follow up (74 months) has revealed no evidence of 
reCUlT~/lce. 
This tumor appears to be benign with no malignant potential, best 
classified as metanephrie adenoma, beem~se of its embryonic 
architectural, cytological appearance and immunohistochemical 
profile. That can be recognized by its very characteristic 
pathological features, and its main importance is related to 
differentiate it from epithelial W'dm's tumor or renal cell carcinoma. 
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EXPRESSION OF INDUCIBLE NITRIC OXIDE SYNTHASE IN 
PROSTATE ADENOCARCINOMA 
Lopes, t~; Silva. R.; Silva, C. Lisbon, S.; Carvalho, R.; Fonseca, D.; 
Arat~jo, L. 

Deps. of Pathology, Urology, Image and Clinical Pathology of 
Oporto Cancer Centre; [PAT[MUP - OPORTO PORTUGAL 

Aims: The aim of this study was to evaluate the imuno-expression of 
Inducible Nitric Oxide Synthase (iNOS) in prostate adenoearcinoma, 
in order to understand if it can help in the diagnosis and prognosis 
Methods: Sextant prostate biopsies from 50 eases of  prostate adeno- 
carcinoma and prostatic nodules of 25 cases of benign hyperplasia 
were studied. In addition to HE stain, immunoexprassion ofiNOS was 
done in paraffin embedded sections and evaluated in non-neoplastic 
epithelium; high grade PINI, adenoearcinoma and also in the the 
stromal tissue 

Results: Bigpsies with carcinoma: Immune-reactivity for iNOS was 
observed in all prostates with adenocarcinoma. The positivity was 
usually strong in the cytoplasm of malignant cells and basal cells. 
Immune-reactivity was also found in the cytoplasm of  a small number 
(25% of  cases) of non-malignant glandular cells, although much 
lighter than in the tumour. Positive cells were yet seen in the 
cytoplasm of spindle cells,and macropbages &the  stroma. 
Prostate nodules without carcinoma: No clear immune-reactivity was 
found in the glandular, basal or stroma cells of prostate with benign 
hyperplasia. Only a very light "back-ground like" reactivity was 
detected in a small number of cases in which doubts persist about if it 
was real or artefact. 
Conclusions: Prostate tissue with adenocarcinoma has a high iNOS 
content, which doesn't occur in benign tissue. So, ~2qOS expression 
can help in the diagnosis of adenocarcinoma, namely in the cases in 
which differentiation from small acinar benign aggregates is difficult. 
The biological significance of this event must be studied better 
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IMMUNOHISTOCHEMICAL STUDY OF DNA TOPOISOMERASE II-A 
AND KI-67 ANTIGEN IN TRANSITIONAL CELL BLADDER 
CARCINOMA. 
H. Kouvidou, M. K a m y i ~  G. Lia#, Th. Lampou and H. Karaiositidi. 
Technician: Hioti Violetta 
Departments of Pmhology and Urology, Thriasio Hospital, F.lefsina, Oreece. 

Topoisomerase ll..r conlrols the topology of DNA by denying one DNA strand, 
passing the other DNA strand through the transient gap and rejoining the two 
strands. Expression of~is enzyme has been demonstrated to increase rapidly at 
the end of the S to O2/M phase and decrease after the completion of mitosis. 
Aims: To investigate the immunohistech~nical expression of tope H-a in relation 
to Ki-67 expression; to correlate them with clinicopathologieal data. 
Methods: Formalin fixed pa ra~  r tissue from 55 cases of bladder 
car~notrm, that were retrieved from our ~es between Oct 1996 to Febr 1998, 
was stained by irnmunohisteehernistry for tope II<t and Ki-67. 
Results: Tope II-ct nuclear staining was observed in almost all the cases of bladder 
carcinomas. The mean value of labeling index for tope ll-a in grade I+H was 
16,46% and that of grade m was 49,28% (P<0,0002). The mean value of labeling 
index for tope ll-a in superficial ruinous was 17,43% and that of invasve was 
42,14% (P<0,01). The mean value of Ki67 (52,14%) in grade IN was higher in 
relation to the mean value of Ki67 (10,76%) in grade 1+II (P<0,00001). The 
moan value of Ki67 (51%) in invasive tomouns was higher in relation to the mean 
value of Ki67 (13,29%) in the superlidal tumours (P<0,00001). We found that 
the expression of the enzyme corrdatas well with Ki67, a known proliferation 
marker, with a correlation ene~cient of 0,365 (P<0,05) 
Conclusions: Higher levels oftopol][-ct expression vr162 strongly related tO higher 
turnout grade and stage. We suggest that those turnouts with high topo lI-a 
indices would most likely be the ones responsive to dmnotherapeufic protocols 
involving tope llct targeted drugs, and those mmours with low tope 1I indices 
would be rdalivdy _r~_'mmt. Cdv~theRnfaedmmb~&pafm'asartlthesbort 
duration of follow-up we could not show whether topo I1--a ~pression has a 
prognostic value in bladder earcinotra 
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P-105 ANTIGEN EXPRESSION AND DNA CONTENT BY MEANS 
OF FLOW CYTOMETRY IN RENAL CELL CARCINOMAS. 
C. Mallofrd. J.Muntand. A.Rodriguez*, A.Alearaz*. M.Castillo. 
C.Iglesias. R. Talbot*. A. Cardesa. 
Dpt. Pathology and Urology* IDIBAPS Hospital Clinic Medical School. 
Barcelona. 
Aims: Prediction of Renal Cell Carcinoma (RCC) is difficult besides 
stage and histopathological parameters.The utility of DNA ploidy and S- 
phase fraction determined by flow cytometry have been reported with 
contradictory results. The aim of our study was determine the 
relationship of DNA ploidy and S-phase fraction and the expression of 
the proliferative nuclear antigen p-105 by of flow cytometry in RCC. 
Methods: 106 paraffin embedded samples from patients with RCC were 
used. Nuclear suspensions were prepared using a modified Hedley's 
method. Nuclear sediment was rcsuspended with an antimouse p-105 
monor antibody and a goat antimouse immunoglobulin IgM-FITC. 
To study cell cycle Propidium iodide was used as fluorochrome. Level of 
fluoresecenoe was determined with an EPICS Profile II eytometer 
(Coulter). DNA cell cycle histograms were analyzed with Multicycle 
software (Phoenix),For statistical analysis were used the Chi-square test 
and the Kaplan-Meier method to calculate survival differences. 
Results:Ploidy correlated with stage (p--0.001), nuclear grade (l:~0,003) 
and tumoral size (p<0.000t) but did not correlate with survival . 
Proliferative index and S-phase correlated with tumoral size (I>=0.0001) 
and survival (p=0.002). The expression of the nuclear antigen p-105 had 
a median value of 69,61% but didn't correlate neither with classic 
prognostic factors nor with survival. 
Conclusions: S-phase fractions seems to be good a prognostic factor for 
RCC but not ploidy nor p-105 expression. 
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Poorly differentiated bladder carcinoma with choriocarcinomatous 
features in a patient with renal cell carcinoma 
Malmi~ R'., Taari, K". and Nyberg, M'. 
Depts of Pathology" and Urology'*, Helsinki City Hospital, Helsinki, Finland. 
Aims: A poorly differentiated urothelial carcinoma of  the bladder, with 
ehofioeardnomatous features, co-existing with a renal cell carcinoma in a 63- 
year old man is reported and the possible histogenesis discussed. 
Methods: The patient presented with lmematuria, elevated serum PSA (17 
p,g/ml), and atypical cells in the urine. A 3 cm atypical, easily bleeding 
bladder tumour was found and resented transureth.rally. A 6 cm renal tumour 
was also detected and nephrectomy performed. Biopsies of  the prostate were 
benign. Other organs, including the testes, appeared clinically and 
radiologieally normal. 
Results:. The bladder tumour was composed of pleomorphic malignant cells, 
growing mainly in a solid manner with focal necrosis and haemorrhage. In 
res~cted material depth of invasion could not be assessed. Some more 
uniform cells expressed cytokeratin 20. Scattered multinucleated giant cells 
showed intense reactivity for J3HCO. The renal turnout was a renal cell 
carcinoma, nuclear grade 2, showing no chodocarcinomatous elements. 
Conclusion: The findings suggest choriocarcinomatous metaplasia in 
urotheiial carcinoma. Evolution of chodocaroinoma from urothelial 
carcinoma has been described with rapid transformation into aggressive 
HCG-secreting tumour and progressive metastatic disease. The concept of 
"ehorioeareinoma mimicry" suggests the origin from a soraatie cell during 

the process of malignant transformation of the uroepithelium. According to 
the "germ cell rest" theory extrago~dal ehorioearcinoma may develop from 
germinal cell remnants in the urogenital ridge. In our patient no testicular 
neoplasm or teratomatous component of the bladder turnout was detected. 
Primary choriocareinoma of the bladder has been reported and a germ cell 
rest origin of bladder turnout in our patient should also be considered in view 
of  co-existing other abnormalities such as renal eureinoma. 
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THE EVALUATION OF THE NUCLEOLAR ORGANIZER REGION 
(AGNOR), Ki-67 AND PROLIFERATING CELL NUCLEAR ANTIGEN 
(PCNA) IN PRIMARY SQUAMOUS CELL BLADDER CARCINOMA 

B.Hnndun (~zdemir*, O.Giirhan ~)zdemir**, Ay~e Sertfelik* 
Departments of Pathology* and Urology**, Ankara University* and, 
Ankara Advanced Specialization Hospital**, Ankara, Turkey 

Aim: The purpose of this study was to determine comparatively the expression 
of Ki-67, PCNA and the number of NOR's in primary bladder squamous cell 
carcinomas and Io investigate how they correlate with the tumor grade, stage 
and local recurrence. 
Methods: Twenty tumorS from 15 men and 5 women with a mean age of 57.2 + 
19.9 (Range 20-90) years were examined. Tissue sections from these patients 
were stained with Ki-67, PCNA and AgNOR. Ki-67 and PCNA stained slides 
were assessed quantitatively .2000 cells were counted in the most stained areas 
in a blinded fashion using a 1500 magnification. For AgNOR 200 nuclei were 
assessed under 1500 magnification and the mean number of AgNORs per 
nucleus was calculated for each specimen. 
Results: A highly significant correlation between grade and clinical stage was 
observed (x~18.3 p<0.001). The average ofKi-67 PCNA and AgNOR index 
of all cases were 57.7 • 19, 67.2 4. 18.6 and 9.45 • 4. The statistical studies 
showed that proliferation indices of tumors are significantly related with grade 
(p<0.00l) and stage (p<0.001). The higher the stage and grade the higher the 
proliferation index was established in all cases. Tumors with local recurrence 
had shown high proliferation indices with three cell biological parameters than 
tumors without local recurrence (p<0.0Ol). 

Conclusion: These findings suggested proliferation indices measured by 
Ki-67, PCNA and AgNOR in primary bladder squamous cell carcinoma are 
correlated to the grade, stage and local recurrence. It was also shown that a 
good linear correlation exits between PCNA, Ki-67 and AgNOR count. In 
conclusion Ki-67 and PCNA and AgNOR gives the most accurate cell kinetic 
information for more immediate application as dlagnostie and prognostic tools 
and may also have an impact on the treatment of patients with squamous 
bladder carcinomas. 
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INTI~TUBULAR GERM C g I L  NEOPLASIA IN MALIGNAYT 
TUMORS OF TESTIS 
Munichar. ~ .* ,  Kerner, H.*, Hardak~ B.** 
Dpts, of  Pathology*, and Urology**, Rambam Medical Cernter, 
Israel. 
Aims: To study the histopathologieal and immunohistooh~tieal f~m-es  
of  the i n ~ b u l e r  germ cell tmoplasia (ITC,-CN) in the testicuiar tissue 
adj~mt to malignant testicular tumors. 
Methods: Out of  62 germ cell tumors, in 57 the edjacent te~ieular 
tissue was present and studied for ITC-CN. The ITG-CN was 
s u ~ e d  as (1) unclassified, (2) intratubular seminoma and (3) 
intratubulur ernbryonal carcinoma. PAS (Periodic-acid Schiff), PLAP 
(Placental-like Alkaline Phosphatase) and NSE (N~-on Specific 
Enolase) stains were used on the tumor and on the adjacent testicuiar 
tissue. The subtypes of  the ITGCN were correlated to the tumor by 
means of  the staining results. The stains were graded as 1 when 5-50%, 
as 2 when > 50% of  cells were positive. The thickness of  the basement 
membrane of  the tubnli was studied and graded as 1 when < 0.3ram and 
2 > 0.3mm. 
Results: The patients were divided into a group of  eddts (14 to 60 
years) and children (1 to 13 years). In the first group ITGCN was found 
in 51 (96.2%) out o f  53 patients. The PAS stain was positive in 98% of 
ITGCN and in 100% of  the tumor tissue; the PLAP stain was positive in 
80.4% of  ITGCN and in 88.2% of  the tumor tissue, and NSE stain was 
positive in 47.1% of  ITGCN and in 86.3% of  the tumor tissue. In all 
eases oflTGCN the basememt membrane was thickened (grade 1 in 47% 
and grade 2 in 53%). 
Conduaiom: The ITGC'N is a common feature in the adjacent testicular 
tissue and there was a high correlation in the PAS and PLAP stains 
between the main tumor and the ITGCN; the NSE stain was positive in 
only about a half of  cases of  ITGCN as compared to the main Runor. 
The findings of  ITGCN are important for diagnostic purposes in 
nontumorous cases when biopsies are performed in young patients for 
inferlflity and other causes oftesticular atrophy. 
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RELATION BETWEEN APOPTOS][S REGULATOR PROTEINS 
(BCL 2 AND P$3) AND GLEASON SCORE iN 
ADENOCARC|NOMA OF THE PROSTATE 

Paker Karabumn S* K:hpa~lan B*, ~iftfto~lu M.A *, Oztelan S* 
Sargm C.F*, Erdo~an 7"** Baykara M** 
Akdeniz University, School of Medicine, Pathology (*) and Urology 
(**) Departments / TURKEY 
Purpose: Cellular proliferation and programmed cell death (apoptosis) 

are associated with tumor growth in generaL, and prostate cancer growth 
in particular. 
The aim of  this study was to examine and regulate the expression of  the 
apoptosis regulating genes bcl 2 and p53 and Gleasun score in 
adenoeareinoma of the prostate. 
Methods: Using immunohistochemistry, we studied bol 2 and p53 
expression 4n 12 case of  low grade (Gleason score 2-5), 12 ease of  
intermediate grade (Gleason score 6-7) and 8 case of high grade 
(Gleason score 8-10) adenoeareinoma of  the prostate. In this study we 
evaluated only core needle biopsy specimens of  prostate cancer. 
Results: Overexpression ofbel  2 was noted in 3 of  32 patients (9.32 
%). One of  them was high grade; Others were intermediate. There was 
no staining with bcl 2 in low grade group. Expression of  p53 was noted 
in 3 of  patients (9.32 %). One of  them was low grade; others were high 
grade. There was no staining with p53 in intermediate grade. 
Statistically, there was no relation between elevated levels of  apoptosis 
regulator proteins (p53 and bcl 2) and Gleasen score. 
Condmion: The present data suggest that there is no significant 
relation between p53 and bcl 2 expressions and Glcason score in 
adenoeareinoma of  the prostate. 
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HUMAN CRIPTORCHIDISM: A NATURAL MODEL FOR THE STUDY OF 
ANDROGEN RECEPTOR AND TESTOSTERONE PARACRINE 
REGULATION IN THE TESTIS 
Regadera t 1.*, Gonzslez-Peramato, P.**, Martinez-Ga~cla, F.*, Serrano, 

�9 , Nistal, M. , Suarez-Quian C.A. 
DepL of Morphology, Univ. Autonoma of Madrid, Spain* ~ DepL of 
Pathology and Urology, Univ. Alcala-Hospital Guadalajara, Spain** 
DepL Cell Biology, Georgetown Univ. Med. Center, Washington, D.C. 
USA 
Aims. We have examined the androgen receptor (AR) immunoexpression in 
the cryptorchid human testis, an ideal model to investigate possible 
paracrine interactions occuring during spermatogenesis. In the same sample, 
d i s t inc t  h is totypic  pheno types  such as tubules expressing 
hypospermatogenesis (HYPO), tubules containing only SertoH cells 
exhibiting a pubertal morphology (SCO), and hypoplasfic tubules 
containIng immature and dysgenic Sertoli ceils (IMMA) may all be 
detected. 
Methods. Biotln-streptavidln immunopemxidase was employed to resolve 
the distribution of AR and testosterone (T) in 32 crypterchld testes from 
postpubertal patients ranging in ages between 17 to 29 years. All testes were 
locallsed either within the abdomen proper or in the inguinal canal. Rabbit 
antisera to T (Biogenex) and mouse monodonal  anti-AR (DAKO) were used 
at 1".200 and 1:400, respectively. 
Results. In HYPO tubules, the majority of Sertell cell nuclei exhibited a 
robust AR immunostainlnf,, but negative nudei were also presenL In SCO 
tubules, Serluli cell nudel were also AR positive, although the intensity of 
staining was dearly less. However, AR negallve nudei were infrequent (p 
< 0.005). In IMMA tubules, Sertoli cell nndear AR immtmostainLn 8 intensity 
was  less than in the other two types of tubules, and the number of AR 
negative Sertoli cell nuclei was greater {p < 0.01). In Leydig cells 
associated with both HYPO and SCO tubules T staining was present, but 
absent from those related to IMMA tubules. 
Conclusions. The present results leads us to suggest that positive AR 
staining in Settoli cell nuclei is irrespective of germ cell presence, but is 
related to the content of T in nearby Leydig cells. 
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TESTICULAK PLASMACYTOMA: A gflEPORT OF 3 CASES, 
INCLUDING ONE WITHOUT FURTHER M Y E L O ~  MULTIPLE 
DEVELOPMENT. 

Beaito A., Martinez-Gonzalez M.A_, Ballestin C., 
L6pez-Rios F., Serrano-Egea A., and Rivas E. 
Dpt. of Pathology , Hospital Universitario"12 de Octubre". Madrid. SPS~ 
Aims: Our purpose with this study is to evaluate the clinicopathological 
implications oftesticular involvement by plasma-cell neoplasms. 
Methods: Formalin fixed, paralFm embedded tissue were examined by 
histoehemical methods and immunohistochemically. Clinical information 
and follow-up were obtained from medical reports and the patients. 
Results: We report 3 cases of  testicular plasmacytoma. All o f  them had 
similar histological features, with immunohistochemical tumor cell 
expression of monotypic cytoplasmic immunoglobulin. 
A 53-year-old man with a multiple myeloma (MM) diagnosed in the 
course of an admission for an ulcerous process .suffered, one year later, 
involvement of the left testis despite proper treamaent. 
The other two reported cases were men aged 60 and 76 with testic~tlar 
enlargement. One was misdiagnosed as malignant lymphoma and submited 
to further classification to our consultants, who made the diagnosis of 
plasrnaeytoma. Six months latex he developed systemic disease. The last 
case was an incidental finding in a surgical specimen of  bilateral 
orehi~tomy for treatment of a prostatic carcinoma. Two years later the 
patient is alive and free of  disease. 
Condnsions: I. Plasma-cell infiltration of  the testis could either be 
primary or developed in the context ofa  MM 
2, Testieular involvement by plasma cells can be the first manifestation of 
aMM. 
3. One of our eases is the ninth reported in the literature that only affects 
the testis, without progression to MM after 24 months of  follow up. 
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GRANULAR CELL TUMOUR OF THE URINARY BLADDER. 
R E P O R T  O F  A CASE WITH H E T E R O G E N E O U S  
IMMUNOPHENOTYPE. 
HCiOSO L, Quiflonero A. *, ~ Hierro L **, Atvarez M., Matilla A. 
DI~. de AnatomiaPatat6~ca, FacultaddeMerMma, Uraver~dadde, M~)~ *Set, 
vicio de urolo~. Ho~a  Unive~an'o. **Hos~deArUmemM~. SPS~ 

Oranalar cell turnour (OCT) is a relative rare disease, ~at  may be found 
anywhere in the body; however, tt oeeu(.s rarely m the manary bladder. To 
our knowledge only 7 eases of this locataon has been reported, one of them 
with features of malignant. 
We present a ease era  54-year-old white woman with microhacmatuda~ At 
cystoscopy, a bladder turnout sessile and solid was observed behind the trig- 
one. Transurethral resection of  the lesion was done and no recurrence was 
evident one year after surgery. Removed material weighed 2,5 g. and con- 
sisted of  irregular, soft or elastic fragments of  tissue from 0.2 to 1.5 ern in 
diameters. Microscopic examination revealed a proliferating growth ofc~lls 
with relatively large cytoplasm containing fine, eosinophilic PAS positive 
granules, and interspersed with a fine stroma. Nuclei were round and regul.ar 
and no plcomorphism, nueleoli or frequent mitosis were evident Among me 
solid sheets of granular ceils there were some groups of cells with large v~u- 
elated cytoplasm and oval nucleus, that resembled histioeytes, very similar 
to proliferating cells at first sight. 
Immunohistochemical staining of proliferating cells was strongly reactive 
with S-100, vimentin (membrane staining), NSE, CD68 and all~lia-l-antit- 
rypsin, weakly positive to eathepsin D and neurofilament, and negative to 
EMA, keratins (AE1-AE3), muscle specific actin, desmin, myoglobin, lys- 
ozyme and CD31. The accompanying histyocite-like cells were also posi- 
tives to CD68, alpha-l-antitrjpsin and vimentin (weakly), but negatives to 
S-100, NSE and neurofilament. However, a strong to moderate reactivity 
with cathepsin D, CD31 and lysozyme was observed. 
Histogenesis of OCT is subject to controversy. Immunohistochemieai aria 
ultrastructurat evidence suppgrts a :Sctawarm cell origin Ior me majority o t  
OCT; however, some conventional OCT eypresshlstlocy~c, mesenehyrnal, 
endntelial, epithehat or m. yog~nc ...m~.ers m.dieating other pomoble histog~- 
esis. In our case the ewdener of  m~o~.~Ae " mar.zers (CD68 and alpha-l- 
anlitrypsin), as the presence ofgrg.ups o.fhi~oeytlc ~ll.s between the granu- 
lar proliferating ceils supports ~ l s  ongm., but posmwty to other markers 
suggest also schwann cellor mesenquimal origin. 
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IDENTIFICATION OF TWO ARCHITECTURAL PATTERNS (aNODULAR/SOLID" 
vcsus ~INFILTRATIVE') IN MUSCLE-INVASIVE TRANSITIONAL CELL 
CARCINOMAS OF THE URINARY BLADDER: PATHOBIOLOGIC AND 
PROGNOSTIC IMPLICATIONS. 
J Ruble ~, A Blanes t , S.I Dtaz-Cano 2, AJ M/s'quez E , I Rarnlrez t , JJ Shnche.z-Cerril[o t , A 
Manila l 
University Hospital ~, Malaga (Spain), mad Royal London l-Iospitai 2, London UK. 
Aims: Architectural p~erns most frequently identified in Im~sitional cell carcinomas O'CCs) 
of the urinary bladder ('~papilar" versus '~nodular/solid") are associated with different biologic 
potential and progno~c significance in superficial reacts, but not in invaalvc ones. This work 
describes two different architect~ patterns ("nodular/solid" versus "infiltrative") in rnascle- 
invasive TCCs of the ~ bladder, and stodies the pathobiologic and clinical implications of 
~es~ divisi~ 
Design: Seventy-two eases of musde-invasive TCCs of the urinary bladder, with a mean 
fallow-up of 32 months, were studied in order to evaluate the hi.logic grade (low versus 
high), DNA ploidy (messtrod by static cytome(ry), mitutic counting (MC) and MIB-I index. 
Moreover, assessing mainly the deep topographic comparlm~=, every tumor was classified, 
according to the predominant ml~itcctural pattern observed, as: a) "nodular/solid" 
(macronodules or diffuse sheets of neoplastic cells, with scarce ~oma between them, that 
effaced muscular fibre), or b) "intil~tive" (rows and mieronodules of neoplastic cells, setted 
in an 8bund~ stroms, leaving intact, at least partially, the normal histologic structures of the 
bladder wall). 
Rasul(s: Tumors classified as "nodular/solid" revealed significant higher proliferative activity 
(both measured by rnitolic cotmfing and MIB-1 imananohistochgrmeal expression) than those 
classified as "infillrative". Also, "nodular/s0lid"cstegery was significantly associated with 
aneupIoidy and high grade sta~s, while "infiltrative" category was so with diploid and low 
grade ones. FiraUy, "nodular/s0lid" tumors showed a mean survival of 37 months; and 
'~infillralive" ones. of 20 months. 
~ rehimmrd l 
11~mrn Av+/-SD Av+/-SD Grade (months) 
n0dnladJ01id 0.66 4-/- 0.38 20.65 +/- 4.94 anew10id I~a 37 
iat~l~ltve 0394-/- 0.24 14.944"/- 428 diploid low 20 
Condasiom: Identification of an infilmifive architmural pattern in muscle-invasive TCCs of 
the urinary bladder seem to be linked to a more uulf0nnly agressive clinical course. 
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IMUNOEXPRESSION OF MUC 1 IN PROSTATE 
ADENOCARCINOMA 
Lopes, C; ~ ;  Silva, C. Lisbon, S, 
Deps. of Pathology of Oporto Cancer Centre; IPATIMUP 
Oporto, PORTUGAL 

Aims: The aim of  this work was to study the imuno-expreasion of 
MUC I during the proeass of neoplastic transformation of prostate, 
trying to evaluate if it can help in the differential diagnosis with non 
neoplasti c small aeinar glands. 
Methods: Sextant prostate biopsies from 50 patients were studied. In 
addition to HE stain, immune-expression of  MUCI was done in 
paraffin embedded sections and evaluated in non-neoplastic 
epithelium; high grade PINI and adenocarcinoma. 
Results: In non-neovlastic glands a light immune-reactivity of MUC 1 
was found only in luminal membrane ofgiandular cells; the cytoplasm 
was negative. In the basal cells a light immune-reactivity was found 
also in the cytoplasm e r a  small number of cells 
In ~ h  _made PIN immune-reactivity for MUCI was found in luminal 
membrane and also in the cytoplasm of about an half of the epithelial 
cells. This cytoplasm positivity was light and homogeneous 
In the adenooareinoma, a strong immuno-reaetivity was found in the 
cytoplasm of most o f  the neoplastic cells (more than 80%). This 
positivity was granular and heterogeneous. Aggregates of small 
tubular glands expressed the same type of immuno-reactivity when 
malignant, but not when non-neoplastic. 
Conclusions: In the prostate, cytoplasm MUC I immuno-expression 
was found only in adenocaroinomas and can be looked as an 
additional method for the differential diagnosis with non-neoplastic 
small acinar aggregates. The biological meaning of this phenomena 
still persist unknown. 
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MIB-1 EVALUATION IN G2 BLADDER UTOTHELIAL CARCI- 
NOMAS. 
Boltito E., Leouardo E., Cappia S., Fontana D.*, Algaba F.** 
Dept. of Pathological Anatomy and Dept. of Urology* San Luigi 
Ommlga Hospital, Orbassato (Turin, Italy) and Section of Pathology 
Puigvert Fundation Barcelona (Spain) 
Aim: The recent WHO/ISUP (1998) urothelial lesiomclassifioatinn 
forces pathologists to formulate, a more rigorous differentiai 
diagnosis between high and low histological grade. 
Methods: 95 cases of Cn superficial bladder urothelial carcinoma 
(Ta-T 0 were morphologically and immunohistochemieaily evaluated 
by grading and MIB-I proliferation index. Moreover similar 
evaiuations were performed in 86 Ga and C~ cancers as positive 
controls. 5 years follow up was available in 93 out of 181 cases. 
Results: In Cn carcinomas we observed 2 distinct groups: the first 
with high proliferation index (mean 50.6 ~ .d .  12) with a biological 
clinical behaviour (more than 3 recurrencies in 5 years) similar to C~ 
patients (mean 55.7 * s.d. 15). The second group showed low 
proliferation index (mean 27.6 • s.d. 7) with a biological and 
clinical behaviour just a little worst 0ess than 3 reourrencies in 5 
years) than to G-a patients (mean 14.1 + s.d. 6). 
Conclusions: The use of MIB-1 proliferation index may be helpfull 
in grading urothelial bladder carcinomas reducing most of cases of  
doubtful cancer histological grade. 
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RIBOSOME-LAMELLA COMPLEX AND LARGE LUCENT 
LYSOSOMES IN THE NON-INVOLVED UROTHELIUM OF A 
PATIENT WITH TRANSITIONAL CELL CARCINOMA 
Natsis, K.*, Stravoravdi, P.**, Toliou. Th.**, Kirtsis, P.***, Barich, A.**, 
Crrekou, A.**, Gigis, P.*, Dimitriadis, K.** (Technician: Oustambasidis, P.) 
*Dept of Anatomy, University of Thessaloniki, **Theagenio Cancer 
Hospital of Thessaloniki, ***Geueral Hospital of Drama, Greece 

Aims: The detection of Ribosome-Lamella Complex (RLC) and Large 
Lucent Lysosomes (LLLs) are desc~ibea mr me first tlme in the 
urothelium surrounding the tumor in a male patient with transitional cell 
carcinoma (TCC) of the urinary bladder. The finding was incidental, 
during a study of the non-involved urothelium of TCC bearing patients. 
Methods: The tumor was resected transurethrically and it was grade II 
TCC. Specimens from the non-involved but surrounding the tumor 
urothelium were obtained and routinely processed for ultrastructural study. 
The patient did not have a history of previous neoplasia or lysosomal 
storage disease. 
Results: Oranulo-filamantous bodies presented with a hollow cylindrical 
structure composed of ribosome-studded spirals and concentric lamellae 
(RLC) were detected in few urothelial cells of the surface layer. 
Moreover, large lucent |ysosomes were also noted in adiaccat urothelial 
cells. Most of them were characterized by flocculent reticulated material 
lying in an electron lucent matrix. They also contained ribosomes, vesicles 
and granules. Some ILLs, however, were less organized, more lucent and 
did not contain granules. 
Conclusions: The significance of RLC and LLLs- which have mainly 
been detected in hairy cell leukemia and [ysosomal storage disease 
correspondingly - is obscure. We could speculate, however, that they might 
be preoeoplastic in nature or they might be considered as a result of the 
underlying disease, further strengthening the suggestion of the initiation of 
the urothellum as a whole. 
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LYMPHOEPITHELIOMA-LIKE CARCINOMA OF URETIlER 
Reig JM, Gim6nez A, Guerrero E, Sharhour G, Seler JL, h l ide  F'~, 
Am6r[~o J. 
CompleJo Hospitalario Torreclrdenas.  Almerla. 
Aims.- Lymphoepithelioma is a term used for calling a poorly 
differenciated nasopharyngeal carcinoma, with a distinctive inten~ 
lymphoid reaction. Occasionally, tumors with similar microscopical 
findings have been described in a variety of other sites, under the 
designation of Lymphoepithelioma-like carcinoma (LLC). A few cases of  
LLC have been reported in the bladder, but the occurrence of this 
neoplasm in urether is very rare. It is necessary the pathological 
recognition of these tumors --specially in sites other than the ussually 
described -as the present case- due to their therapeutic implications. 
Methods.- A 58 year old male presented with an episode of gauss 
hematuria. Cystoscopic examination revealed a normal bladder, but an 
intravenous pyelogram and a CT scan showed a 4,5 solid mass in the left 
pelvic urether. A radical nephroureterectomy was carded out. Multiple 
histological sections were seen and an additional immunohlstochemical 
study was made, using the ABC method and including the following 
monoclonal markers: pan-Cytokeratin (AEI & AE3), LCA, panT (CD 
43) & pan-Bee11 (MB 2),VIM, S-I00 and NSE. 
Resnlts.-Macroseopically an 4,5 era. ulcerative-infiltrating mass in the 
IeR pelvic urether was detected, penetrating through the entire wall.The 
tumor cells showed a syncitial growth pattern of undifferentiated cells, 
with pleomorphic nuclei and numerous mitoses, associated with a dense 
lymphoid infiltrate. Neoplastic cells were highly immunoreaetive for AE3 
and the accompanying lymphocytes were positive for CD43 and MB2. 
Conclusions.- Although very rarely, the urether must be keep in mind as 
a site where the LLC can be placed. It is imperative the recognizing of 
this tumor, for making the distintion, chiefly with lymphoma, poorly 
differentiated transitional cell carcinoma and chronic cystitis because of 
their different pmgnostical and therapeuthical approachment. 
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CORRELATION BETWEEN cYTOKERATIN 19 (CK19), p-53, 
AND GLEASON SCORE IN PROSTATIC CANCER. 

E. Mufloz*, J. Silva*, A. Bullon* and M. J Merino 

*Dept. Pathology, University Hospital. Salarnanna and Laboratory of 
Pathology, National Cancer Institute. Bethesda: 
Aims: Immunohistechemical studies have shown that egpression of 
CKI9 in human prostate is heterogeneous, staining basal and luminal 
cells in normal and bertign hyperplastie tissues and predominantly 
luminal cells in prostatic ~ncer. We correlated the expression of 
CKI9, p-53, Glcason's score and outcome, in prostatic .biopsies of 
patients diagnosed with cancer and receiving hormonal treatment. 
Methods: Forty cases of prostate cancer (20 needle biopsies and 20 
transurethral resections) were histologically reviewed for Oleason 
score, and stained by immunohistochemistry with CKI 9 and 
p-53. 
Results: Thirty one cases (77.5%) showed positive stain with CK19 
in the luminal ceils. There was a significant correlation befween CK19 
and Oleason grade with strong staining in carcinomas Gleason grade 1 
to 3 and deeresse staining in grades 4 to 6. Nine cases were negative 
Thirty nine eases (97.5 %) were negative for p-53 encog~e 
expression The only case that stained positive for p-53 expression 
had already metastasized to the urinary bladder. 
Conclusions:  We conclude that expression of CK19 may be an 
indicator of good prognosis since it correlates well with low Oleason 
scores. P-53 may not play an important role in the development of 
prostate cancer, but it might be a good marker for aggressive behavior. 
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CONFERENCE ON HISTORY OF MEDICINE. 

AUTHENTICITY OF DISSECTION IN ARABO-ISLAMIC 
MEDICINE 

BEN REJEB A. 

Department of Pathology, Military Hospital, Mont Fleury, 1008 Tunis, 
Tunisia. 

Aims:  Our aim was to look for anatomic studies and practice of 
dissection h.' .,'u :kc-l"!a:nic Medicine. 

Methods : We studied original books of Arabo-lslamic physicians and 
we compared anatomic data to previous medicine in previous 
civilisations and to aetual's. We elaborated two thesis of  medicine 
respectively on the anatomy of the upper lira and of the brain in Ibn Sina 
(Avicenna) medicine. 

Results : Severals anatomic details showed that Arabo-lslamic 
physicians practised anatomy and dissection. Aboul Abbas AI Majoussi 
and [bn Sina (Avicenna) knew fetopathology. Ibn Sina was the first to 
describe sesamoid bones in phalyngeai joints. Abdellatif AL Baghdadi 
described the mandible as only one bone in disagreement with Galenus 
and Avicenna. 

lbn Naris discovered the Cardio-pulmonary blood circulation in the 
thirteenth centry, four centuries before Miguel Seritus and William 
Harvey. 

Conclusion: Our studies showed that Arabo-lslamic physicians 
practised anatomy and dissection and added their own anatomic criteria 
and even their discoveries to the Human medical knowledge. 
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MORTALITY DUE TO BENIGN AND MALIGNANT TUMOURS IN 
RHEUMATOID ARTHRITIS 

M B~Iv, ./~gues Apathy 
National Institute of Rhetunstology and Physiotherapy Budapest, Hungary 

Aim: Malignant lymphomas may be associated with rleurnatoid arthritis (RA) and may 
be linked to ilmntutsuppressive treatment of RA. Mortality due to benign (b'l'u) and 
malignant turnouts (mTu) were studied in a randomized autopsy population of 234 
hospitalized patieats wifll RA (according to the criteria of ACR) to determine the 
prevalence of neoplaslns, the tYtx~ of tmnours (the risk of lymphopreliferative 
disorders), the mortality due to benign and nmlignant tumours, and the IX~ible link of 
immunosuppressive treatment to neoplasia. Paraneoplasttc syndromes with rheumatoid 
complaints could he excluded by the onset and duration of RA and tmnours. 
Methods: The tissue specimens were fixed in 8% fonnaldehydc solution at pH 7.6 and 
embedded in paraffin. The tamoors were diagnosed histologir and identilied by 
streptavidin-biotin-r pemxidase immunokisto-chemical reactions. 
Results: Six benign (2.6%), and twenty-six malignant tumunrs (I 1.1%) were found in 
32 (13.7%) of 234 cases, One benign (0.4%) and twelve malignant (5.1%) turnouts led 
to death in 13 (40.6 I"r of 32 eases. Only two cases of malignant lymphopreliferative 
disorder (one malignant Hodgkin's lymplioma, and one multiple myelmna) were 
conlinned ltistologicadly. Neoplasms were recognized clinically in 11 of 13 case, s (84.6 
rel%). None of them patients re~ived itmntmOSuppressivo treatment. The patients 
received steroids and non-steroidal anti-inflammatory drugs. 
B~ir disease Complication(s) Cause of death Assoeiatod 
Ependymoma Vertebral fracture - (AA) Pulmonary embolism IRA 
Ca. of thyroid gland Arrosion of laryngeal artery Massive hnemorrhage RA 
Ca. of gallbladder Metastases Cachexia RA 
Gastric Ca. Metastases Caehexia RA 
Bmnehoalveolar Ca. Cerebral metastasis Caohexla RA 
Bronchial Ca. Metastases Caohexia RA 
Bronchial Ca. Metastases Cachexia RA 
Ca. of breast Meta~ Cachexia RA 
Ca. of prostate M e t a s t a s e s  Bmnchopnemnonia RA 
Renal cell Ca. Metastases Uracmia RA 
Malignant synovioma Metastases CachexJa, Sepsis RA 
Hedgldn's disease Melestascs Cachexla RA 
Multiple myeloma Metastases Cachexia RA 
Conclusion: Our data do not support the assumption of  a high risk of  malignant 
~mphomas associated ~ RA treated with immunosuppre.ssive therapy, 
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ENHANCING THE EDUCATIONAL VALUE OF THE 
AUTOPSY IN HISTOPATHOLOGY TRAINING 
NA, Bermin~ham. D,S. O'Briain, E.F. Gaffney. 
St. James's Hospital and Trinity College, Dublin, Ireland 
Aim,: The aim of  this undertaking was to maximise the 
educational value of  autopsy gross specimen review, and to 
develop maerophotographic skills. 
Methods: A weekly autopsy conference for all resident and staff 
pathologists was re-established in September 1997. Selected 
organs are retained fresh or fixed by the resident and staff 
pathologist rotating on autopsy that week. All significant gross 
lesions are photographed by prosectors or by pathology 
technicians using an SLR or digital camera. Material is presented 
with a summary o f  the clinical details. Contributions and 
questions are encouraged. 
Re~ults: From September 1997 to March 1999, each resident 
performed an average of  35 autopsies (mean: 8- 49). A total of  
243 cases were discussed at weekly autopsy conferences, an 
increase in exposure to autopsy pathology of  400%-500%. The 
main benefits of  selected organ review relate to i) gross diagnostic 
skills, applicable to autopsy and surgical specimens, ii) case 
presentation, iii) elinicopathological correlation, particularly in 
cardiac, pulmonary and gastrointestinal pathology, iv) formulation 
of  autopsy reports, and v) an awareness of  specific procedural 
complications, and of  disease trends in the community.  
Alternative dissecting techniques are suggested and carried out. 
Controversial or puzzling gross lesions are clarified in 
microscopic sections reviewed at a weekly microscopic 
conference. Finally, photographic skills are acquired and digital 
images are made available for many different purposes. 
Conclusions: Our experience re-emphasises the incalculable 
educational value of  the autopsy in histopathology training, 
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CLINICAL AUTOPSY. AN ASSESSMENT OF THE ACCURACY 
OF CLINICAL DIAGNOSES. 
Authors: R Beront*, F Riu*, C C.nmlla~*, M Vadillo**, R Pujol**, M 
Gorriz***. Pathology* Internal Medicine**, and Intensive Care Unit***. Ciutat 

i U n i v ~  de Bellvitge. Barcelona. Unive~ity of Rovira i Virgili. 
Spain. Aim a~_~e study, To ~ wkich factors i n f l u ~  the pcrfomaance 
of autopsies and the discrepancy betwer clinical aud autopsic diagnoses ,~i,~ 
the autopsy as "gold standard". M~od#.  A 3-year, lraasversal study was 
con,~,cte, d in a ttrlim7 lmspital of Barcelona (Services of Internal Medicine, 
Intensive Care Unit mad Emergency), analyzing 209 ~ v e  clinical 
autopsies WhO had pr~violis ~ on their elilli~tt dia onOSes. Clinic3.1 
diagnosis were daily collected in a consensus meeting of all staff members 
before the ~ performance. Subsequently, when autopsy was performed, 
elixtieal aad am~psic ,~i~osis were compared. All discrepancies were discussed 
and analyzed by clinicians and p,~hologism. Autopsy re.tits were used as a 
reference or "gold standard". According the degree of discrepancy between 
clinical and autopsy dia~oses, this was classified in: Minor D/sa-epancy when 
the diagnostic deficiency should not rmsonably have been expected to impact on 
survival; and Major D@crepancy when misdingnosis hindered optimal clinical 
m . ~ c , ~  and, consequently, had an adverse impact on the prognosis of the 
lm~ent. Possible fa~3rs influencing peffonmmce of ant~psies and discrepancy 
were analyr~. Results Clinical autopsy was performed in 217 (11,6%) out of 
1864 l~i~ts .  By Services antopsy raze was: 4% in Emergency, 15,1% in 
Internal Medicine and 23% in Intensive Care. The autopsy rate was lower m 
elderly patients (OR: 0.97;95%(]I:0.97-0.98) and in those dying in the 

Room (OR:0.19; 95~ Of the 217 amopsied p~tiems 8 
were em:iuded, and 209 were fiflly ~m~lied. In 47~ of cases the autopsy gave 
non-snspec~ clinical d~,,~-ses. In the main al,tz-~is, the overall discrepancy 
m~ between clinical and autopsic di~t~,oses was found in 17.7% of cases, major 
discrepancy in 11.5~ Independent factors *asociated with an into'ease of this 

were to die in tl~ Inlemal Medicine service (OR:2.95;95%CI:1.33- 
6.48) mad old age (OR:I.04, 95%C1:I.01-L07). Conel.usions. The results 

in this study suggest that nowadays autopsy checks the accuracy of 
dinical diagnosis and, as a comequence, offers valuable informa~on to 
cliaicians for the improvement of their practice. Conmmcalion between 
clinicians and pathologists is essential to optimize autopsy results. 
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INTRAOCULAR BIOCOMPAT1BILITY OF A FERROFLUID USING 
SILICONE AND PHYSIOLOGIC SERUN LIKE CARRIER MEDIUM. 
Casado,I*. Picazo,A*. Corcuera,MT*. G6mez,F*. Tejada,P** 
Sarmiento,B**. Alonso,MJ*. 
* Service Pathology, Carlos III Hospital, Madrid.(Spain). 
** Service Ophthalmology, 12 de Octubre Hospital. Madrid(Spain). 
INTRODUCTION: the use of ferrofluids in the medical area is very 
extensive because of the possibility to be positioned in specific zones by 
using a magnetic field. Our aim is to value the biocompatibili~ of a 
ferrofluid in an intraocular aplication comparing two different carrier media: 
silicone and physiologic serum, and evaluate, at a histologic level the 
inflamatory response produced when is inyected in the anterior ocular 
chamber of rabbits, 
METHODS: 24 ocular globes obtained from 12 albino rabbits were studied 
both by optic and electron microscopy. Left eyes were used as control 
i njectivy in 6 of  them only physiology, serum and in the other 6 silicone. 
Right eyes were injected wath retrofired; in 6 of them were used silicone like 
carrier medium and, in the other 6 physiology serum. At 3,7 and 30 days 
after, rabbits were sacrificed and ocular globes were enucleated inmediately. 
RESULTS: On ocular globes control it was not observed significant 
histologic alterations both by optic and electron microscopy. In anterior 
segment of  the ocular globes mjected with ferrofluid it was observed 
mportant and generalizated inflamatory changes in the corneal epithelium 

�9 and ondothelial vacuolization; light endothelitis and focal endothelitis with 
presence ofsiderophages and in some cases comeat farrofluid extravasation 
Also inflamatory lesions were obsemed and presence of sideropha:~,:s ~ 
esclerocorneal level. At posterior segment of silicone injected eyes app.~ar 
abundant inlra ~ d  extra macrophagic binded iron with an acute infiv,:a~,ry 
response in ciliars process' escleral'impregnation by ferrofluid; inflamatory 
a~d macrophagic cells wi~,h ferric pigment in vitreou. All the restdts were 
confirmed by the ultrastructural study. For all the cases, the ioO.~'~'~W 
reaction is more important in enucleated eyes after 3 days decreasing ~ 7 
and 30 days, however the presence of siderophages is higher at 30 days after 
enucleation and smaleer at 7 and 3 days. 
CONCLUSION: The inflamatory changes found by usin~ intraocular 
ferrofluids are associated with the ferric panicles deposit ano in this may 
they are observed nitially in the wear point to tht are inyection hole and 
adjacent zones. The inflamatory response is higher when we used silicone 
like solvent medium. 
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MALIGNANT MESOTHELIOMA OF THE PLEURA IN AN AREA AT HIGH 
RISK, NORTHEASTERN ITALY 
Bianchi, C.*, Brollo, A.*, Ramani, L.*, Zuch, C.*, Grandi, 
G, ~ 

Lab. of Pathological Anatomy, Hospital of Monfalcone *, 
Monfalcone and Inst i tute of Pathological Anatomy, Universi- 
ty of Trieste**, Trieste, I ta ly .  
Aims: To delineate the principal features of malignant 
pleural mesothelioma in the Trieste-Monfalcone area, 
northeastern I ta ly ,  a narrow coastal str ip (total popula- 
tion about 300,000) with large shipyards. 
Methods: A series of 485 cases diagnosed during the period 
1968-98 were reviewed. Necropsy findings were available in 
417 cases. Occupational histories were obtained from the 
patients or from their  relatives by personal interviews. 
Routine lung sections were examined for asbestos bodies in 
412 cases. In I08 cases isolation and quantitation of 
asbestos bodies were performed after chemical digestion of 
lung tissue. 
Results: The series included 431 men and 54 women, aged 
between 32 and 93 years. A majority of the patients (66%) 
had worked in shipbuilding. In the remaining cases, 
maritime trades and various nonshipbuilding industries were 
the most frequent occupations.The time intervals elapsed 
between f i r s t  exposure to asbestos and death, ranged from 
14 to 75 years (mean 48.6; median 51.0). Asbestos bodies 
were observed on routine histological sections in 67.5% of 
the cases. After isolat ion, asbestos bodies ranged between 
20 and about ]0 mil l ions/g dried tissue. 
Conclusions: Severe exposure to asbestos occurred in the 
Trieste-Monfalcone area unti l  the 1980s. The long latency 
periods observed in our study suggest that in this area 
mesothelioma incidence wi l l  remain high in the next 
decades. 
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DIAGNOSTIC ERRORS TIPE I AND TIPE H DISCOVERED AT 
AUTOPSY IN THE ICU 

" dez-S " M. Rodri~uez-Justo, J.A. Aramburu, A_ Martin- 
Hita, F. Gordo*, 1. Alia*, E. Mon*, A. Estebau*. 
Pathology and *Critical Care Services. Hospital Universitario de Getafe. 
Getafe-Madrid Spain 
Aims: To know and classify the diagnostic errors through an objective 
standard referenoe as it is the autopsy. Design: Prospective and observational 
study. Patients: 400 consecutive patients who died at the ICU in whom 
autopsy was performed. 

Method: Clinical and post-mortem diagnoses were classified in accordance 
to the WHO definitions of fundamental diaseases and cause of denth. Clnical 
diagnoses were made by the attending physioians previously to the 
performance of the autopsy and pathologists involved in the autopsy 
procedure were not aware of  those clinical diagnoses. Physicians and 
pathologists confronted tehir diagnoses, established the diagnostic 
discrepancies and elassitied them into an-ors "type I or type II according to the 
WHO definitions. 

Results: The percentage of  autopsies performed each year in patients who 
died at the ICU over the study period varied from 28% to 42%. The diseases 
that motivated type 1 errors varied among the four consecutive groups of 100 
autopsies each one. The autopsy yielded a diagnosis of  the fundamental 
disease in 100% of the patients, and a diagnosis of the cause of death in 96- 
98% of the patients. 

t Aut~176176  EorE or  Po"p" ,,oo17  1 101200 I 20 -300,50 3~176176 i l  o 
Conclusions: Newer diagnostic techniques do not avoid the diagnostic 
errors. Autopsy is efficient in obtaining diagnosis and useful to determine the 
diagnostic errors.. 
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TELEPATHOLOGY-MODERN ADVANCE OR LUXUS? 
Knolls, J.*, Hinze, P.*, Meissner, G.**, Loitseh, W.**, Binder, B.***, 
L6bus, P.* 
Dpt. of  Pathology, District Hospital Bemburg*, Cfinie of  Surgery, District 
Hospital K0then**, University of Stuttgart***, Crermany. 
Aims: We analyze ar~au'acy and viewing times using a dynamic-robotic 
telepathology system to render diagnoses on a test set of  47 consecutive 
routine surgical pathological eases and a proceeded lerning phase with 30 
cases. 
Methods: We used a so called , jnas t~ '  system with a robotic microscope 
ofa  telepathological system (,,H/STCOM") and a high speed 
communication link (ISDN) with dynamic images. Glass slides were 
placed on the stage of the robotic microscope in the operating room. Real 
time control of  the motorized microscope was then transferred to a 
pathologist, who viewed images on a video monitor. Diagnostic 
concordance oftelepathological frozen section diagnosis and diagnosis 
aRer paraffin embedding was analyzed. 
Results: Aemuaey of  video diagnoses was categorized as I (correct), II 
(fight dignity), [ ]  (deferred), IV (false negative) and V (false positive).In 
the lerning phase 18 cases were captured in set I, 5 in set II, 4 in set III, 3 
in set IV and no case in set 5. In the test phase there were 34 eases in set I, 
3 eases in set 1I, 9 eases in set Ill, 1 ease in set IV and no ease in set V. 
That means an elevated share of the deferral rate and an elevation of  the 
aneuracy in the test phase versus lem-ning phase. 
Conclusions: An accurate pathological diagnose was possible on the base 
of  telepathological examination. Advantages: l.Repeated fro2en sections 
from one patient are possible. 2.Reduction of  anesthesia interval for the 
patient and reduction of operation costs. Disadvantages: 1.High costs for 
the telepathological system. 2.Longer examination time for the receiving 
pathologist~ 3.Lack of  maeroscopy and sampling of material by the 
pathologist. That's why a doctor who is thoroughly familiar with the 
technology has to be at the reffering end. This is necessary from the 
juridical point of view, too. 
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EPITHELIAL LESION OF THE BULBAR CONJUNCTI 
VA WITH IRRITATED SEBORRH IC KERATOSIS 
PATTERN. 
ManzanQ Saaz. C.*, Ravina Cabrera, M.D.*, Abraldes, 
M.L**, Mdndez Medina, It.*, Ma-~n Corriente, MC.*, 
Abreu Reyes, J.A.**, Martin Herrera, A.I.* 
Pathology* and Ot~almology** Services, Hospital Universi- 
tario de Canarias, Tenerife, Spain 
Aims: The seborrheic keratosis is an benign epidermic lesion 
that can occur in any place of  the skirt, with the exception of 
palms and soles: In ORalmology, it preferentially appears m 
eyelid, affecting mostly the palpebral edge. The revised lite- 
rature did not reveal any case involving the eonjunctiva. 
Methods: A 71-year-old woman who, seven years ago, had 
undergone surgical removal of  a pterigium in the conjuctiva 
of the right eye. Two years later, she presented an excrecent 
lesion in the right eye bulbar conjunctiva, close to the escle- 
roccrneal limb of the temporal region. This lesion was also 
removed and sent to the Pathology laboratory. At this time, 
the patient has not relapsed. 
Results: The microscopic study revealed conjunctival mu- 
cous covered with squamous epithelium showing superficial 
parakeratosis and prominent acanthosis due to the prolifera- 
tion of  basaloid cells, some of them with melanic pigment_ 
There are numeous whorls composed of  eosinophilic flatte- 
ned squamous ceils arranged in an onion-peel fashion 
C squamous eddies"). 
Conclusions: In the revised literature, there are not previous 
references about a conjunctival lesion with irritated sebo- 
rrheic keratosis pattern. Possibly, this lesion has its origen in 
a squamous metaplastic transformation, related with the pre- 
vious surgical removal of the pterigium. 
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USE OF ELECTRON MICROSCOPY IN DIAGNOSTIC 
PATHOLOGY RESEARCH REPORTS: A RETROSPECTIVE 
APPRAISAL, 
Lloreta J, Ferrer L, Ribalta T*, Pavesi M, Serranc S. Hospital del Mar 
~ i t a l  Clinic*, Barcelona, Spain 
Background: Electron microscopy (EM) is a valuable tool in basic 
research and teaching. However, EM is not as popular as it used tc be 
among general pathologists. This can be attributed to strategic and/or 
economic reasons. De,teased awareness of  potential applications of EM 
can result in its being neglected as art ancillary, conttol or gold standard 
method to comp~c~iem, ~avport, or ~;uxt_f'utrr r ~ a c h  results m ,kln~o~c 
pathology (RDP). The purpose of the present work is to evaluate the use 
of  EM m RDP, as evidenced in reports from three top-ranking pathology 
journals mostly devoted to the communication of relevant dmgnosUc, 
prognostic, and therapeutic information. + 
Material and methods: Data were obtained by anaiyzingall articles 
(n=2531) in three top indexed journals (Am J Surg Pathol, Hum Pathol, 
Mod Pathol), from the last 60 months (July" 1993- June 1998). They were 
classified by subject and divided into t/tree categories: case reports, 
descriptive articles, and articles on new diagnostic strategies. Only 
articles in which use of EM would be pe1~inent (according to standard 
textbooks in surgical pathology) were selected. Both the actual and the 
l)otential EM content cf  each article were scored as follows: 0, none; 1, 
illustrative; 2, supportive; 3, confirmative (gold standard); 4, independent 
EM information; and 5, mostly EM content. 
Results: A total of 448 articles (out of  2531) were selected. From these, 
345 (13.6%) contained relevant ultrastruetural information and the 
remaining 103 (4%) did not contain any in spite of being potentially 
indicated. The percentage of EM-containing artacles in each of the three 
journals was 21%, 10.6%, and 9.6%. The pereentsge of articles not 
including potentially asefal EM was respectively 8.7%, 2%, and 2%. 
Considering the total number of articles Where EM was indicated, 77% 
of them made use of it (71%, 83,6%, and 85%). EM support was lacking 
most often for articles on serosal neoplasms ann on new diagnostic 
strategies (p<0,00005). There was not a definite trend towards increase 
or decrease L~ the use of EM during the last 5 ye~s.  
Conclusion: Electron microscopy is generally included in most reports 
on diagnostic pathology, when t't is indicated. However, a small but not 
negtigl]ale, percentage of articles could benefit from including EM as an 
ancillary, control, or gold standard method to complement, support, cr 
con.firm their research results, 
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PATHOLOGY IN THE NEW MEDICAL CURRICULUM. 
Nash~ J.R.G. 
Dept of  Pathology, University of  Liverpool, L69 3GA, United Kingdom. 
Introductlon:In line with the requirements of  the UK General Medical 
Council, the undergraduate curriculum has changed from a didactic, 
]ecture~based course to one using problem-based learning, the new 
curriculum taking its first student intake in ] 996. An important change 
has been the di~ppearance of sepaxa~e subject teaching, and integration 
of  cLinical and preclinieal studies, coupled with a reduction in the factuai 
content of approximately 30 %. 
Aims: To develop an appropriate method of  providing the pathology 
knowledge required by the students. 
Methods: We have adopted the following: 
1. Ensuring pathology is included in the core of all the module case 
scenarios, which requires a pathologist member on each module 
planning committee, the content loosely based on the previous syllabus. 
2. Providing special study modules per year, of one month duration or 
longer and part-time, attached to the Pathology Department, during 
which students observe surgical and autopsy pathology and write a 
dissertation. 
3. Clinicopathologieal correlation teaching meetings with clinicians and 
pathologists discussing ease examples, and extensive student 
involvement. 
4. Ensuring pathology questions are provided and used in the student 
assessments. In keeping with the integrated curriculum, these questions 
are integrated with other subjects, as far as possible. 
5. An extensive Pathology website for student use. 
Results: The first cohort are scheduled to qualify in 2001. In-course 
assessments to date are encouraging, and student response to the 
pathology resources offered has been very positive. 
Conclusions: Despite the disappearance of  traditional didactic methods 
of teaching, pathology can maintain its vital place as a field of  study in 
the undergraduate curriculum, thus ensuring that students will have the 
sound foundation which they will require. 
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T h e  los t  p a t h o l o g y  s p e c i m e n ,  
a l i t t l e - s t u d i e d  e n t i t y  

D_S O'Brialn, St James's Hospital and Trinity College Medical 
School, Dublin, Ireland. 

Aims: Millions of pathology specimens are successfully handled 
each year but small numbers get delayed, damaged or lost. 
Although loss of a specimen such as a suspicious breast lump or a 
pigmented skin fusion may have serious therapeut ic .  
psychological and legal consequences there has been little 
analysis of the frequency and circumstances of specimen loss. 
Methods:. An episode in which lost specimens were recovered is 
described. 30 further reports of specimen loss were collected 
from colleagues and from the literature and were eategorised. 
Results: After two biopsy specimens had been lost, a subsequent  
lost specimen was traced to a specimen transpor! elevator and all 
three were found when the elevator shaft was searched. The 
types of specimen loss reported may be categorised as 1) observed 
loss due to mishaps in transport or processing, 2) apparent loss 
due to specimen delay or mix-up, 3) unexplained (mysterious)  
disappearance, 4) unrecognised loss (recovery of a specimen not 
reporled Iosl). 
Conclusion: New technology fbr bar-code tracking and test- 
ordering by compulur should reduce the incidence of delayed and 
lost specimens but for prevention it remains important that  
clinicians and pathologists be aware of the range of occur rences  
which may lead to specimen loss. 
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HOBNAIL HEMANGIOMA: CLINICOPATHOLOGICAL 
REVIEW OF FIVE CASES. 
Penfn RM, Femfindez-Figueras MT, Motinero JL, Garela Mur~ MP*, 
Ariza A. 
Depts. o f  Pathology, Hospital Universitari Germans Tries i Pujol, 
Badalona, and Dermatology*, Clinica Quir6n, Barcelona, Spain 
Hobnail hemanginma is an acquired vascular lesion with a distinct 
histopathological appearance. It may be confused with well-differentiated 
angiosarooma and patch-stage Kaposi's sarcoma. 
We report five eases of  hobnail hemangioma presenting in three males and 
two females whose ages ranged from 13 to 56 years, In four cases there 
was a previous history of inflammation and relapses. The most constant 
microscopic feature was the presence of  capillary vessels lined by 
prominent hobnail endothelial cells. Another steady funding was dissection 
of  dermal collagen with frequent appearance of  the promontory sign, 
considered to be characteristic of  Kaposi's sarcoma. Endothelial cells were 
epithelioid in two lesions and very vacuolated in another two. Red blood 
cell extravasation and/or hernosiderin deposition was found in four eases, in 
two of  which the presence of  a distinct eechymotic ring justified the 
descriptive term targetoid hemosiderotic hemangioma. Papillary projections 
of  endothelial cells (Dabska's tumor-like) were observed only ha one ea~. 
A scanty lymphoid inflammatory in_filtrate was present in all instances. 
Additionally, a granulation tissue nodule overlled the 13-year-old boy 
hemangioma and one ca~ contained a few epithelioid granulomas. The 
proliferation index of  intralesional endothelial cells was evaluated by Ki67 
immunohistochemiatry and was found to range from 1.0 to 16.5%, 
probably reflecting fluctuations in activity. 
Trauma has been proposed as the cause of  capillary hemangiomas. In favor 
of  this hypothesis are the chronic infla.rmr~ion, granulornas, and increased 
Ki67 index found in our series. Also supportive of  this connection is the 
fact that angiolymphoid hyperplasia with eosinophilia, considered to be 
another reactive vascular process, shares some microscopic features with 
hobnail herramgiorna. 
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CORNEAL OPACITIES IN TWO SISTERS DUE THE PARTIAL 
DEFICIENCY OF REVERSE CHOLESTEROL TRANSPORT 
ENZYME M J Pad]es, N Vidal, F Garcia, M Carrera, R Bernat 
Ciutat Sanitbria de Belivitge L' Hospitalet BarcelonaSpain 
Aims: LCAT ( Lecithin cholesterol acyltransferase) is a key enzyme in 
reverse cholesterol transport, the process by wich cholesterol is mobilized 
from peripheral tissue to the liver. 
Mutations of  LCAT are associated with certain abnormalities in plasma 

lipid profiles, such as hypoalphalipoproteinemia and an increased ratio of 
free to r cholesterol. There are two kinds of  LCAT activity: 
alpha-activity, related to apoprotein A-I, wich promotes HDL 
esterification, and beta-activity ,related to apoprotein C - I ,  wioh 
promotes VLDL and LDL esterifieationClinically, these mutations are 
expressed as FDL (familial LCAT deficiency ) and FED (fish eye 
disease)An FLD, there is a complete deficiency of both, alpha and beta 
activity, it is characterized by nephropaty, anemia, and corneal opacities.in 
FED there is absence of  only alpha-LCAT activity, corneal opacities are 
the only clinical manifestation.Both are very rare disorders. 
Methods: We present two histological studies of the queratectomy 
specimens of  a 63-year-old woman and her 70-year-old sister with 
decreased vision due to corneal opacities. 
Results :In corneal light microscopy the epitelium and Bowman's layer, 
r and Deseemet's membrane appear normal in the H&E 
sections.Tbe whole stroma presents cytoplasmic micro-vacuoles, difficult 
to differentiate from artifacts,.negative for Alcian Blue, Congo Red and 
PAS.Electron microscopy shows spaces.some containing a lipidic 
membrane-like material, widespead throghout the entire stroma. They are 
extracollular. 
Conclusion: Electron microscopy is a most useful tool for the diagnosis 
of  those patients.LCAT can be underdiagnosed clinically because a partial 
deficiency of the LCAT enzyme related in our ease, can not diminish the 
whole amount of  alpha and beta cholesterol in the plasma. 
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NUCLEOLAR ORGANIZER REGIONS PROGNOSTIC VALUE 
IN THE MALIGNANT MELANOMA OF THE UVEAL TRACT 
Raduleseu D.*, Cijevsehi I.**, Stoinicu S,***, Amalinei C.*, Cijevsehi 
D.**, Dobrescu G.* 
Dpts. o f  Morphology* and Ophthalmology**, University of  Medicine 
and Pharmacy, Iasi, and Dpt. of  Morphopathology, University of  
Medicine and Plmrmaey, Targu-Mures***, Romania 
The aim o f  this study was to establish the eon~bution o f  the Nuclear 
Organizer Regions (As NORs) to modified Callender histopathologicat 
types for the prognosis of  the malignant melanoma of  the uveal tract 
(MMU~. 
Materials and Methods: We investigated 36 patients diagnosed with 
uveal malignant melanomas (19 males, 17 females). 29 tumors were 
located in the posterior pole and 7 were located at the equator. 
Fragments obtained after enucleatinn were preluerated by parafirm - 
embedding, followed by usual stainings and by argyrophilie method for 
Ag NORs. 
Results: In order to obtain more informations conceaming the 
prognosis o f  MMUT, we added the aspects provided by Ploton 
technique to dates offered by the modified Callender classification 
(cellular types, mitoses, vaseutar pattern, invasion into the selera), Ag 
NOl~counting revealed an increased mean number beginning with the 
spindle shaped cellular type A and B to mixed cellular type, with the 
maximum value in the epithelioid cellular type. 
Conclusions: The Ag NORs investigation represents an useful tool for 
assesing the prognosis in MMUT. The lower values found in A and B 
spindle shaped forms correspond to the favorable prognosis in 
comparison with the epithelioid and mixed forms with higher Ag NORs 
values and poor prognosis. 
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POSTMORTEM DIAGNOSIS OF DAD AND ITS CORRELATION 
WITH CLINICAL DIAGNOSIS OF ARDS. 
P. Fern/mdez-Segoviano, M. Rodria'uez-Justo, J.A, Arambum, A. Martin- 
Hita, F. Gordo*, I. Alia*, E. Men*, A. Esteban*. 
Pathology and *Critical Care Services. Hospital Universltario de Getafe. 
Cmtafe-Madrid. Spain 
Aims: a) To determine the correlation among histologic criteria of diffuse 
alveolar danmge (DAD) and clinical criteria of  ARDS, b) To assess the cause 
of death in ARDS. Design: Prospective study. Patients: a) Consecutive 
patients meeting criteria of  ARDS in whom autopsy was performed (n-~54); 
e) Patients with post-mortem diagnosis of  DAD and without clinical 
diagnosis of  ARDS 
Method: Diagnosis & D A D  (hyaline membranes, interstitial and alveolar 
edema, alveolar lir~g cell hyperplasia, fibrine trombus) was made by 
pathologists who were not aware of  the clinical diagnosis previously 
established by the pshyeians according to the consensus conference criteria. 
The cause of death was defined as follows: a) Refractary hipoxemia (SaO2 
<85% and systolic arterial pressure >100 mmHg for at least 6 hours before 
death); b) Hypotension (SAG2 >85% and SAP <90 mmHg) and e) Myxed 
(a+b) 
Results: Autopsy was performed in 38% of the patients adnfitted to the ICU 
over the period of the study. Clinical-histologic concordance was observed 
in 44 (71%) patients of the 54 patients with clinical diagnosis of ARDS. 
Forty-four had DAD, I0 showed pneumonia, and 1 presented alveolar 
hemorrhage. Eight patients with DAD had clinical diagnosis of penumonia 
(4) and pulmonary edema (4). Post-mortem study showed areas of 
pneumonia in 62% ofpatiems with DAD. Ten percent &the 56 patients with 
DAD died because of refractary hipoxemia, 80% because hypotension and 
10% because hipoxernia and hypotension. 

Conclusions: In two thirds of patients meeting criteria of ARDS, post- 
mor~em study shows DAD. Reffactary hipoxemia is not a frequent cause of 
death in ARDS patients. A high percentage of patients with DAD also have 
pneumonia. 

SINGLE CELLS SEPARATED BY THE 
LASER MICROBEAM TECHNIQUE 
SchtRze K.*, Lahr G.* and Burgemeister R.** 
*Laser Laboratory and Molecular Biology, 1. Med. Dep., 
Academic Hospital Itarlaching, Sanatoriumsplatz 2, 81545 M0nchen 
**Pr'd.natat-Medizin Mtinehen, Frauen~zte und Genetik, Lachnerstr~c 20, 
80639 Mfinchen 
Aims: Molecular biological methods have been introduced into the area of 
medicine to analyze genetic defects. Due to the extremely high sensitivity 
of molecular techniques sample separation without contamination is 
extremely important. We combined Laser MicroBeam mierodissection 
(LMM) with Laser pressure catapulting (LPC) to separate single cells from 
various sources. PCR-based DNA amplification or RT-PCR was used to 
examine single or a few separated cells for genetic analyses. 
Methods: A pulsed 337nm laser is interfaced with a research microscope 
and focused to yield a laser spot size of less than 1 gm in diameter. The 
cells of interest are isolated from their surroundings by circumscission with 
the focused laser beam (LMM). Cells were isolated from tumour 
preparations, peripheral blood and female transcervix samples. With single 
laser shots the isolated cells are ejected from substrate and catapulted 
directly into the cap of a PCR tube. 
Results: PCR and RT-PCR methods were used on single or few cells for 
tumour cell determination, fetal sexing, RhD genotyping and individual 
genotyping by small tandem repeats (STRs). 
Results: Most &the Laser separated cells show a specific PCR signal. 
DNA and mRNA information of the selected specimen as well as of the 
remaining sample are well preserved. 
Conclusions: The Laser MicroBeam microdissection (LMM) and Laser 
pressure catapulting (LPC) technique allows is the state of the art 
technology to isolate single cells free of contamination. The procurement 
of single cells from different sources for subsequent genetic analyses 
increasingly gains importance in a wide field of cell biology and molecular 
medicine. 
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DEVELOPMENT OF AN IMAGE BASED DOCUMENTATION 
PROGRAM TO ASSIST QUALITY CONTROL IN SURGICAL 
PATHOLOGY LABORATORY 
D. Cruz ~.3, C. Valentf ~, M. Seixas 1.2, F. Schmitt 1 
1. Institute of Molecular Pathology and Immunology of the University 

of Porto, Portugal (IPATIMUP) 
2. Medical Faculty of the University of Porto, Portugal 
3. Higher Education Institute of Main, Portugal 
Aims: To evaluate the possibility of perform quality control by 
reviewing digital images from surgical pathology randomly selected 
cases acquired during the microscopic analysis. Problems such as the 
amount of space needed (file size, number of images, resolution and 
compression) and the chromatic quality of the images to properly 
document a case are also analyzed. 
Methods: An acquisition program was developed to acquire images 

directly from a digital microscope camera with a TWAIN driver. The 
program allows acquiring up to 12 images by case. All the images of a 
case were stored in a multipage standard TIFF file and automatically 
tagged with the identification. JPEG compression functionality was 
implemented to allow the users to optionally compress the images during 
the acquisition with several degrees of compression (quality vs. 
compression). The program allows storing the opinion of different 
specialists about the diagnosis and about the quality and interest of each 
image for the documentation of the case. 
Results: A total of 315 cases were documented with 748 images. The 
images of all routine cases of our laboratory were acqUired. We selected 
to review the cases monthly chosen for quality control. The redundancy 
of information was evaluated in all cases. The amount of information 
(images) to proper document a case was also evaluated. 
Conclusions: The diagnosis based on images was possible in all 
reviewed cases. Information redundancy was detected in 13% of the 
cases. In 10% of the cases the diagnosis was not possible due the lack of 
essential information and in 6% due the use of inappropriate 
magnification. 

TUBERCULOSIS AT AUTOPSY: THE HIDDEN PART OF AN 
ICEBERG? 
Bussani, R,  Stanta, G., Pavletic, N., and Silvestri. F. 
Institute of Pathological Anatomy, University of  Trieste, Italy. 
AIM and METHODS: In many western European countries and in 
USA an inereasing proportion of tuberculosis [TB] notifications is 
reported, but very few studies are based on autopsy material In 
Trieste, where the autopsy rate is presently almost 80% of all hospital 
deaths, we have a very large volume of reports of autopsies. We are 
therefore able to study retrospectively changes in some of the main 
human pathological conditions between 1901 till today. 
RESULTS: In 1901, tubereulosis was the cause of  death of 22.4% of  
subjects and 41.6% of people who died before the age of 40. The 
introduction of  chest X-ray examinations, the improved living 
conditions and the introduction of  streptomycin and isoniazid resulted 
in a dramatie reduction of  death rates from TB: in 1993 the autopsy 
rate of TB was 0.66%. In the last five years a significant, progressive 
increase in autopsy frequency of  active TB has been evidenced. In 
1998, 22 out of 1740 autopsies of  adult patients (1.26%) were found to 
have a pulmonary or a systemic TB (mostly miliaries or tubercular 
bronehopneumonia) and in almost 80% of these cases the lesion was 
the underlying cause of death. In these patients clinical signs and 
symptoms often weren't very clear and didn't reach the "minimum 
standard" necessary to request the microbiologle isolation of the 
Mwobacterium 7itberculosis or the tuberculin skin test. In no one of 
these subjects there was a clinical diagnosis or a clinical suspect. The 
mean age ofautopsied subjects with TB at present is 78 years, but the 
autopsy frequency of  the lesion increased for all the age groups and 
particularly in females (the autopsy rate in the two sexes is presently 
0.73% for males and 1 66% for females). 
CONCLUSIONS: Of the all patients found to have TB in Trieste, 
over 60% were diagnosed by autopsy. These data emphasise the need 
for improved surveillance of  TB in Trieste as in other parts of the 
developed world. 
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MICROSCOPIC FOREIGN MATERIAL IN SURGICAL AND 
FORENSIC PATHOLOGY. 
Esteban_J, Ramirez. J, Palacin. A, Ferret. B, Castillo. M, Cardesa A. 
Dept. of  Anatomical Pathology. Hospital Clinic. Medical School. 
University of Barcelona. Spain. 
Aims: Foreign or exogenous materials are a common finding in the 
histopathological study of  biopsy or necropsy tissues. Usually, 
diagnosis is limited to stablish its general nature (inorganic, vegetal, 
iatrogenetic or alimentary). However, a more accurate identification 
allows to assess the source of  this kind of  material, as well as its 
possible involvement in the pathogenetic process of the patient. 
Methods: Two series of  176 hospitalary autopsies and 48 forensic 
autopsies performed over 3 years, were analyzed microscopically, 
using routinary stains and birefringency. 
Resolts: Overall findings of  foreign material are comparable to 
previous data (21%). Vegetal materials were most often demostrated 
(72%), followed by inorganic materials (16%), commonly in the lung 
tissues and upper respiratory tract. The localization, amount, and 
morpbological characteristics of  the different materials were evaluated 
in forensic and surgical tissues, showing a group of  28 foreign 
materials (seeds, algae, peels, medicaments, etc.), some of  which have 
not been described to date. 
Conr The routinary identification of foreign material by 
histological study is often incomplete or obscure. An accurate 
diagnosis of  the speoific type of  material may provide important clinic 
and forensic clues. 
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SCLEROTIC FIBROMA. CLINICOPATHOLOGICAL AND 
IMMUNOHISTOCHEMICAL STUDY OF 4 CASES. 
Guerrero. E., Roig. J., Velasco, FJ., Vldal, C., Mnflo'z, MD., Am~rigo, 
J. 
Complejo Hospitalario Torrer Aimerla. Spain 
Alms.- The Sclerotic Fibroma {SF}(also called Storiform Collagcnoma) 
clinically appears in adult as a small pigmented nodule, distributed in a 
wide range of anatomic sites, with an invariably benign biological 
behaviour. Their histopathological findings are very distinctive. The SF 
can oecttrre as a solitary lesion or as multiple papulc~ or nodules in 
patients with Cowden disease. 
Methods.-Four patients presented with a solitary pigmented nodule, in 
varying locations, less than 1 cm. in diameter. In any ease a clinical 
dignosis of SF was made. A conventional pathological study was 
performed. Immunohistochemical stains were carried out, using the ABC 
method, including the following monoclonal antibodies: VIM, DES, 
Collagen IV, AI-AT, A1-AQT, F-XIIIa, CD 34, NSE, and S-100. 
Results.- All cases schowed similar histopathological findings.consisting 
in a dermal nodule, compose of  interwoven fascicles 5f collagen bundles, 
arranged in a storiform pattern, with many eleRs due to an artefact 
retraction between them The proliferating cells were positive for VIM, 
Collagen IV and F-XIIIa. 
Conclusions.- The SF is a peculiar lesion that can be easily identified by 
their characteristic microscopical pictures, although, occasionally, a 
differential diagnosis must be made with others bening tumors, such as 
regressing dermatofibroma, tendon sheath fihroma, fibrolameUar nerve 
sheath tumor, and solitary myofibroblastoma. It has been pointed out that 
multiple SF is a cutaneous marker of  Cowden disease The four cases of  
this report appeared as a solitary lesion. 
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EXPERIMENTAL CRONIC RENAL DISEASE SLOWED BY 
CARVEDtLOL TREATMENT IN SPRAGUE-D RATS. 
.1.L Cabrera ,* J.C. Rodfiguez**, J.L. Afonso,* A. Anabitane** 
Garcia P.,* C Medina* and B.Hernhndez* Pathology DpP 
ULPGC and Hospital Insular* and Nephrology Res.U. El Pine 
Hospital.** Las Palmas. Canary Island. Spain. 
Hypertensive mechanisms are postulated to play a role in the 
progressive glomerutosclerosis after renal mass reduction. Previous 
studies have demonstrated differences in the progression to 
glomemloselerosis with the use of anthypenensive drugs. We 
analyzed wether the use of  Carvedilol (CVD), a new beta 
adrenoceptor antagonist and vasodilator slows de evolution of 
experimental glomerulosclerosis. 
Fifty-four adult Sprague-Dawley rats were distributed among five 
groups: Sham, 5/6 Nephrec, 5/6 Nx 5rag CVD, 5/6 Nxl0mg CVD, 
5/6 Nx 20 mg CVD/day. Tail-cuff blood pressure, serum cratinine 
and urine protein were measured with an optical and morphometric 
study of glomeruloselerosi s evolution 
Rats treated with 10 ant 20 mg/day/CVD showed controlled 
systemic blood pressure. The prevalence of giomerular lesions was 
closely associated with the degree of proteinuria. Vehicle-treated 
rats presented more than 75% of glomerular injury in 30% of 
glomeruli by contrast those treated with 20 mg/day/CVD showed it 
in the 10% ofglomemli. Renal injury was better prevented in those 
groups treated with 10 and 20 mg/day/CVD Tuff enlargement was 
more prominent in vehicle-treated group, 1.5 times higher than 
group treated with 20mg/day/CVD 
Although, these data demonstrated the importance of systemic 
blood pressure controt in the renal protective efficacy of  
Carvedilol, other less known mechanisms participate in the clinical 
and morphological evolution of this process and must be 
investigated. 
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P53 GENE MUTATIONS AND P53 PROTEIN OVEREXPRESSION. 
THE MARKERS OF POOR PROGNOSIS 1N BREAST CARCINOMAS 
Rye, }., Sdmeid~r-Stock, R.,* Kruezak, Laekowska, B., A., Slelntlch, A., 
Sokolowski, A., Markiewiez, D., Ro~sner, A.,* Niczabitowski, A. 
Cracow Center of Oncology, Poland, 
Institute of Pathology, University of Magdebur& Germany* 
Alms: Alteration in the P53 tumor suppressor genr are the most frequent genetic 
changes fou~l in breast cancer with an incidence in a rang~ of 15% - 52% .The 
huge variations concerning the percentage of breast cancer cases with P53 
:.~n~es 2~ dnc !o ."!inie.'d etflgT~ .r ~.!~c'~ ~.:,,.,̂ .~A~,_ ,.. r , . .. 
carcinomaS, and different techniques used for detection. TiU now, mere has b~n 
no saRsfacto~y explanation of discrepancy b~n the accumulation of P53 
protein and P53 gon~ changes. Additionally, them is a disagreemr concerning 
the prognostic significance of P53 gene mutations as well as P53 protein 
expression, 
Materials and methods: The analysis is based on 75 unselected breast cancer 
patients. The immuno-histochemica] reactions were performed on formalin-fixed, 
pam.~n..cmbedded material using two different monoclonal antibodies: Pablg01 
and BP53-12. Simultaneously, fresh malarial from the same turnouts was 
investigated for the prc~ence of P53 mutations basing on analysis of exans 4-8 by 
PCR-SSCP technique. The results of these studies were correlated to other elinico- 
morphological parameters like histological grading, MIB-I index, ploidy, ER and 
PgR Status, expr',~sion of c..erbB-2 protein and survival of patients. 
Results: 
1. A significant proportion (app. 50%) of human breast carcinomas shows 
overexpression of p53 protein. The P53 gene mutations were observed in 15% of 
cases studied. 
2. Th~ deletion within the splice accepter site or the mntation in the immediat~ 
vicinity of the splice a(x~ptor site leads to break in the protein production. 
3. The abberant accumulation of p53 protein cannot be exclusively explained by 
I)53 gene mutation or by ovcrexpression of mdm2. Some additional factors must 
play a rule in the stabilization of p53 protein during nnmama.,7 carcinogenesis. 
4, PaRents with p53 overexpression have a significantly poorer disease-free- and 
overall survivals. The analysis of p53 protein expression together with the 
estimation of ploidy and c-~rbB-2 ovemxpression allows to discriminate the group 
of patients in stage I and II with a higher risk of rccttrrence after surgical 
treatment. 
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EXPRESSION AND LOCALIZATION OF 
METALLOPROTEINASES IN COLORECTAL 

CANCER PROGRESSION 

E._ Vrettou*, F. Iordanidis*, V. Penopoulos**, D. 
Papapavlou**, P. Delikaris**, C. Papadimitriou* 

* Pathology Dept., Medical School. Aristotle Univ. of 
Thessaloniki 

** B" Surgical Dept. G. Hospital <r Papaniko/aow~ 

Degradation of the extracellular matrix is one of the initial 
steps in invasion of malignant tumor cells. One group of 
proteases that have been particularly implicated in this 
process are the matrix metalloproteinases (MMPs). 
The aim of this study was to investigate whether the 
expression of MMPs can be predictive of tumor invasion 
and metastasis (tumor stage). 
We have studied the immunohistochemical localization of 
MMP-1, MMP-2, MMP-3 and MMP-9 in paraffin embedded 
sections from 70 colonic adenocarcinomas (Duke's stage A: 
n=10; stage B: n=29; stage C: n=27 and stage D: n=4), 
[mmunohistochemicaI stains were performed with the ABC 
method. 
We found that the presence of MMP-1 and MMP-2 in cancer 
cells was associated with grade of differentiation, and not 
with Duke's stage. The intensity and distribution of MMP-3 
in carcinoma cells and MMP-9 in inflammatory cells, 
surrounding carcinoma correlated with cell differentiation, 
irrespective of tumor stage. The immunoreactivity in 
macrophages was weak or negative, and independent of 
tumor differentiation and stage. 
These findings indicate that MMPs may play multiple roles in 
tumor progression. 
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ANALYSIS OF THE EXPRESSION AND THE STRUCTURAL 
ALTERATIONS IN THE 5"NON- CODING REGION OF THE BCL-6 
PROTO-ONCOGENE IN T CELL NON-HODGKIN'S LYMPHOMAS 

K.Kerl*~ R.Vonlanthen*, F.Cmdat, N. Hurwitz, B. Borisch*, R.G.Nador* 
Depts,of Pathology, H6pitau.x Universitairss de Gen6ve*, Universitiitsspital Basel, 

Switzerland 

Introductiotu BCL-6 proto-oncogane is a transcription faCtOr with reprmsor function 
regulating B-cell development and differentiation ~ well as T eell dependant antibody 
tcelmnse and the Th2 inflammatory re*porme. The prOtein is exclusivly expressed in germinal 
ceatt~ ~ lymphocytes and ~n z s'..tbpcpu!~don of .',c-'m[r2! cc~te.,- e~ ~erif#u.~,dar 'r 
ly~ocytes. Rtmm~gemants and/or mutations of the 5"nonsoding region of the BCL-6 gea~ 
have b~a demonsla'ated in virttudly an diffuse large B call lymphomas (DLCL). Some bm 
not ell of these genetic alterations lnsd to ovarexptession of the protein, however it can also 
occur indepeadtmtly with the regard to the presanc~ of a stractural altaration~ Lymphonms 
Otha* than DI.,CL with germinal cent~ c*ll origin and nodular, lymphocyte predominant 
Hodkin's dise.ue also exhibit BCL-6 overexpression. RecerRly, anapla~tie large ceal 
lymphomas (ALCL) with T and null phenotype have been repotted to show immunoreactivity 
with the BCI..-6 antibody. 
Me~tods: We collect~ a total of 36 T-NI-~ and subjected them to SSCP and Southern-Blot 
analyses to investigate the organization of the BCL-ganc. Furthe~aore, 
immtmohistochamist~ w~s performed to detect the expression of the protein. The 
molecularganetle and irnmunohistochemical analysas we~ rhea oarrelsteA. 
Reanltm Wild type BCL-6 gens first exorvintron boundary region structure was detected ia 
all but 3/13 (23%) pedphez~d T cell lymphomas (PTCL) by SSCP. [mmunokistochamistry 
demonstrated the expression of the BCL-6 prOtein in 3/8 (37.5%) of T-lymphoblt~tir 4111 
(36~) aa~Iestlc large cell, 4/13 (31%) im'iphersl T cell and 1/2 (50%) angioimmtmobiastic 
lyraph~enopathy with dysp~teinera~-likc T cell lymphomss. The BCL-6 pnsi~ve 
mttLignant ~ ax~ibitod various CD4+, CDS+ or CD4*/C'D~I- phtmotyp~. One case of 
I~CL harbouring mutations exhibited BCL-6 protein oveaexprmsion 
Canehmlon: BCL,-6 protain axpression can be detex.ted in T-NHL's othar than ALCLs. BCL,- 
6 positivity is not r~trlct~ to the CD4+/CD30+ ceil population in all of the case& Similarly 
to B-N'HLs. the BCL45 overe, xpression can be domonsuatod independently of gonBtic 
altam6m~s of the coding Sane.This further suggests that rnal~lar rneahanim~s other tha~ 
marrang~'nants and/or mutations of the Sane can result in the ovea~xpreaalon of the prOtein. 
Finally. sm~cttttai alte~tfior,.s of the BCL-6 geae are rate in T-NHLa but mutations do Occur 
in the 5"non coding region and se~n to cluster in the PTCL category. 
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T H Y M I C  BASAIA3ID C A R C I N O M A  ARISEN FROM 
LA TEROCERVICAL THYMIC CYST. 
DOES IT REALLY EXIST.'? 
Soda, G., Bosco, D., Nardoni, S:, Melts, M 
Dept. of  Experimental Medicine and Pathology, University "La 
Sapieima', Rome, italy. 
We report a ease concerning a 35 year old female patient who showed 
a right laterocervical mass. Clinically, this lesion was not painful and 
it rapidly had b ~ n  going on rising a few months. Macroscopically it 
was mainly cystic, containing a milky fluid and it measured 3 cm 
wide as a maximum. Microscopically, the lesion mainly presented 
t w o  types of  cellular population: the first was composed by 
lymphocytes which resulted positive from immunostaining with CD- 
l a monoelonal antibody, and the latter by neoplastic, basaloid 
epithelial cells, resulted positive from immunostaining with PanCK 
and EMA monoclonal antibodies. Moreover, the epithelial cells were 
morphologically and histologically structured to form a manifest 
careinoma~ surrounding a probable pre-existent thymic cyst. Our 
diagnosis arises from an ENT examination, many "blind" biopsies (in 
absence of  any suspicious areas) and a follow-up throughout 1 year, 
which all have presented results negative of occulted carcinomas. We 
know that some cases of laterocervical cystic metastasis of 
carcinomas exist, mainly arisen from upper acre-digestive tract 
(nasopharynx, retromolar trigone and posterior tonsillar pillar), but 
nowadays, wc don't have any tangible evidence of our excluding the 
possibility that our diagnosis might be exact, except for just statistical 
information, even if, in literature, some cases had been described 
some cases concerning iaterocervical cystic metastasis of carcinotrms 

arisen from upper acre-digestive tract, with a follow-up throughout l'l 

years. 
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PALISADED MYOFIBROBLASTOMA OF THE LYMPH NODE - 
REPORT OF TWO CASES 

Staniceanu F.* **, Ardeleanu C.* ***, Zurac S.**, Mardad L *  **, 
Costinean S.* **, Andronescu P.* ** 
University of  Medicine and Pharmacy "Carol Davita" *, "N. C-ix Lupu" 
Hospital **, "Victor Babes" Institute ***, Bucharest, Romania 

Palisaded myofibroblastoma (intranodal hemorrhagic spindle cell tumor 
with arnianthoid fibres) is a very rare benign tumor of  the lymph node. 
We report two cases occurring in two adult women which were biopsed 
for lymph nodes enlargements in their fight inguinal re#on. The tumoral 
masses were 3/2/2 era, respectively 4/3.5/3 cm, well circumscribed, gray- 
whitish with hemorrhagic areas. The microscopic appearance was that of  
a tumor with blind-looking spindle cells arranged in intersecting fascicles 
with scattered areas of  rosette-like collections of  modified collagen fibres 
(amianthoid fibres). The spindle cells were positive for actin and vimentin 
and negative for desmin, S-100 protdn and factor VIII-related antigen, 
features suggestive for a myofibroblastic origin of  this tumor. 
Due to the rarity of  spindk~r tumors in the lymph nodes (most of  them 
are malignant, especially metastases from malignant melanomas, 
sarcomas or cardnosarcomas or, in HIV patients, primary Kaposi 's 
sarcoma) the positive diagnosis o f  this entity is very important in order to 
avoid a useless and aggressive treatment. 
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pA'ffK)LOG~ OF IK)b-T-CHERNOBYL "IHYROIDCARCINOMA IN CI-IE23Rt~ 
FRDMTHE I~.YANSK OBIA, ST OF ~ 
~ *  ~ AYu*, TmshmVP.**, PtmkG.A.***, 
WNm~s D.****,'Ihltr~ G.****, Dmis S.*****, ~ K.I.***** 
M.~T r~aoo~lR~e~d,Cn~r P.AMS, OUch, Russia*; ~ dr~edow, 
Ea3,m&,lh~a**;/vk~eo~v ~ Resmmh h ~  ~ iVloscow, I~I~A***, 
S l n t ~ m a y s R c n : ~ d , ~ y ,  C s m l : d d g e ~ , L K * * * * , F l e d ~  Cmc~ 

,~,~r o f ~  di~-~m We cnaixl ~t ~ d~no~s veffx~am ~ 
~ 1  sludy c~ TC m ~ ~um ~ k  C)~1~ ((:~ of 1t~ ~'em of Rus~ 

g ~ :  V,.,m,, bl0d~ n x t t l m b ~ l  s~ans ~rn rnlms ~xi  0-19 ,~ ~ ~ne o f ~  

from difn~ ,~,~" ~ at ln~t ~a~ ~ r ~ s  faxn Rusm ~r~ ~e UK 

R ~  Om l ~ d ~  ~ty-~o~m cn~ ~f d-&hxxt ~ay~id osdnctr~ tm~ been om~y  
m~_~la'~d m'~e B~'y'~mk Obl~t f~m 1990 ~ 1998. ~ 1  :~a'n 105 e~es vr ~ for 
c~nostie mC~v. A ~  ~tr/mid c a ~ c t m v ~  ~ k~76 c ~ e s . M ~  ~ e  
~ 29 ~ was ~ ~ a di~gn~ Offl-e 76 o.~u,ed ~es, 5 v~e 
f~ia~- flaymkl e~:~ma (gIL), 1 was meddh7 ~rmid ~ t ~ t m  (MIL3, 66 wre 

I v~ at39bi~ o~II type ofT~ B~m-y P/U ~m ~ ~a 60 ~e 66 PTC c~ wd 

27 wkh da~ ~'n~y ~imt (~ 31 ~h sdid-fo~ku~'wm'~ (SFV~ ~rd two ~ 
as p ~ a q / ~ ~  Pdr t~  FIC ia yx~g~r!a~rls a t ~  lime of~g~y (8-14) was 
~,~m~d ~ SFV nx:t~ edm (40%) ltc~ta (I~'V (12%). PTC ~. pa l i ~  over age 15 ~t sutgny 
w~ ffegnosedm (TVmae ot~(33%) ffen SFV (1TA) 
C_m~PTCha~been~.~edin86~/~FIC-h6~/~CNOSh3~*/~OXyla~ 
ce~ type cs - in 1.W~ MIC -in 1.3% SFV ofPTCis rncte f~ lu~  ~a~iens m~r age 
15; (PV cs ismae fn~lU~apai~o~r age 15 ~t strg~. 
The ~ y ~  ~vaedby~e~tnreamd ~ R e s m c h o n ~ e  H ~ h E f f ~  of 
~ u s ~  
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QUANTITATIVE ANALYSIS OF NUCLEOLAR ORGANIZER 
REGIONS IN BREAST TUMORS 
Arrmlinei C.* Radulescu D.*, Badescu A.*, Balan R,*, Cotutiu C.*, 
Pavaleanu M.** 
Dpt. of  Morphology, University of  Medicine and Pharmacy*, and III rd 
Obstetrics and Gynecology Clinic**, lasi, Romania 
The aim of  this study was the evaluation o f morphometric 
measurements of  the proliferation index - Ag NOI~ in breast tumors. 
Materials and Methods: 69 surgically removed breast tumors were 
studied. Paraffin-embedded specimens were stained with usual 
stainings and with argyrophilic Ploton method for Ag NOR,. 
Morphometrieal analysis was performed with a computer assisted 
image analyser- KS 400 program. 
Results: The investigated specimens were classified as following: 9 
cases of  atypical ductal hyperplasias (ADH), 6 cases ofductal 
carcinomas in situ (DCIS), 27 cases of  invasive ductal carcinomas, 5 
cases o f medullary carcinomas, 8 cases of  lobular carcinomas in situ 
(LCIS), and 14 cases ofinvasive lobular carcinomas. Ag NOR~ 
variables: number per nucleus, mean Ag NOR~ area, coefficient o f  
variation crAg NOR, area and number, presented increasing values 
according to the increased degree of dysplasia and of  invasion. 
Differences between histologie types, grades, and lymph node 
metastases ( No/Nt.3 ) were recorded. 
Conclusion: Ag NORa morphometric variables represent significant 
valuable factors in differentiation dysplasias from carcinomas and in 
evaluating the degree of  invasion of  carcinomas, creating the premises 
of  their application on materials obtained by fine needle aspiration 
cytology (FNAC), as a screening examination or in order to guide the 
surgical treatment. 
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ADAPTATIVE INTIMA FIBROSIS OF TUMOR VESSELS AFTER 
PREOPERATIVE CHEMOTHERAPY OF CERVICAL CARCINOMA 
Reich, O, Tamussino K, Lahousen M, Winter, R 
Department of Obstetrics and Gynecology, University of Graz, Austria 
Introduction: After effective chemotherapy tumor parenchyma of cervical 
carcinoma is replaced by a fibrous connective tissue. Chemotherapy first 
eliminates fast proliferating tumor cells. Later, the small blood vessels 
regress. Larger arterioles and arteries are not easily destroyed. Due to the 
tumor regression and reduced need for blood, this blood vessels of  a larger 
caliber would lead to increased tortuousness and narrowing of  the lumens. 
The narrowing of  the vessel lumens results from fibrosis of the intimal 
layer, which is called adaptative intima fibrosis (AIF). We describe AIF in 
three patients with cervical cancer atter a complete or partial response to 
preoperative cytotoxic chemotherapy. 
Case reports: Pt. 1: A 44-year-old woman had FIGO stage IIIB squamous 
cell carcinoma of the cervix. The tumor volume was 100 ecru. After 6 
ceurses of cytotoxic chemotherapy the tumor had regressed clinically and 
radical hysterectomy was performed. Histology of  the cervix showed 
severe AIF and no residual tumor. Pt.2: A 37-year-old woman presented 
with FIGO stage IIIB adenosquamous carcinoma of the cervix. The tumor 
volume was 720 com. After 6 courses ofcytotoxic chemotherapy radical 
hysterectomy was performed. Histology of the cervix showed moderate 
AIF and a residual tumor of 2x 4x3 cm PL3: A 47-year-old woman had 
FIGO stage IVB squamous cell carcinoma of the cervix. The tumor 
volume was 250 com. After 4 courses of cytotoxic chemotherapy radical 
hysterectomy was performed. Histology oftbe cervix showed severe AIF 
and no residual tumor. 
Conclusions: Our findings suggest that AIF, which has not been described 
in cervical carcinoma, is a morphologic correlate of tumor regression after 
chemotherapy. It may also be a prognostic factor. In cases with clinical 
and histologic complete response to preoperative cytotoxic chemotherapy 
(patients 1 and 3), the AIF constitutes a simple recogniable and predictable 
histological finding, referring to the therapy success. If residual disease 
will be found (patient 2), it is possible to define the reduction grade of 
tumor parenchyma according to the AIF. 
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DEMONSTRATION OF LAMININ, COLLAGEN IV AND 
a - S M A  IN I N T R A D U C T A L  S P R E A D  OF  B R E A S T  
C A R C I N O M A  
Xuefeng Jing*, Kennichi Kakudo*, Kazushige Sakaguchi**, Takeo 
Sakumi***, Genyin Zhou**** 
2nd Dept. of Pathology*, Dept. of Molecular Biology** and Dept. of 
Surgery***, Wakayama Medical College, Wakayama, Japan 
Dept. of Pathology, Shandong Medical University, Jinan, China**** 
Aims: Studies on the histological characteristic and biological behavior 
of intraductal spread are critically important in that they may lead to the 
identification of a unique spread pattern rather than a noninvasive lesion 
in breast carcinoma. 
Methods :  Three groups of primary breast carcinoma, that arc 
noninvasive ductal carcinoma, invasive ductal carcinoma with a 
predominant intraductal component (PIC) and invasive ductal carcinoma 
with intraductal spread (IS) were demonstrated. Laminin, collagen IV, a- 
SMA, MIB-t and e-erbB-2 were assessed in 51 paraffin embedded 
specimens by using immunohistochemistry. Chi-square with Fisher 
exact tests was applied to evaluate significant differences by the 
Macintosh for Expert StatView 4.0 system. 
Resul ts :  The basement membrane (BM) around intraduetal lesion 
showed two patterns. One appeared as a thick membrane (lace pattern) 
composed of periductal angiogenesis. Another one appeared as a thin 
smooth membrane (linear pattern). Noninvasive ductal carcinoma as an 
early cancer, was well surrounded by BM, predominantly linear pattern. 
But PIC or IS showed fragmented or absent BM (both lace and linear) in 
some area or in most area of intraductal component in some eases, which 
indicates that some IS may in reality be invasive but mimic intraductal 
growth. A higher MIB-1 index and c-erbB-2 overexpression were also 
found in PIC or IS of invasive ductal carcinoma than in noninvasive 
carcinoma (p<O.05). Therefore, IS may be not only extended from 
noninvasive ductal carcinoma but also from invasive carcinoma. 
Conc lus ions :  IS may progress with higher potential of invasion and 
metastasis than noninvasive ductal carcinoma, because lack of BM or ~- 
SMA in part of IS as well as higher c-erbB-2 expression in IS was 
recognized. Further investigations are needed to explain the different 
types (lace and linear patterns) of basement membrane around the 
carcinoma cells. 
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THE ESTIMAT/ON OF R E U S E -  AND DEATH- RISKS AMONG 
PATIENTS WITH BREAST CAKCINOMAS BASING ON 
HISTOLOGICAL AND IMMUNOHISTOCHEMICAL PARAMETERS 
K_mczak. A., ~ 1"., Lackowska, B., gtelnmeh, A., Sokol, owfld, A., Markiewiez, 
D., Niezabitowski, A. 
Cracow Center of Oneoloss', Foland, 

Aims:It is now widely a ~  that tradilional factors Of tumoar size and lymph 
node stage can be used to predict biological behaviour in the form of oven-all 
sb~i~al and lo~a] r,~urrcn~ Lq wom,~ 'a',.'~ p.r;_max~, breast carcinoma The vab~e 
of the other factors is sliU controv~'sial. 
Matedab and methmb: A total Of 178 unselected consecutive b~L~t cancer 
patients treated sorgically at tl~ Center of Oncology in Cracow, were evaluamd. 

para.fl~ slides from primal7 tamoRrs ~ stained ixnmunobis'toehemieally 
and assessed for the presence of ER and PgR rec~tors, p53 protein, c-crbB-2, 
vimenan, as well as the expression ofKi67 (MiB-I) amigen. 
Results: 

1. Independent prognostic factors for x~apsc-fl~e survivat 
independent factors re l ive risk p-vahm 

Number of involved lymph nodes 35.12 0,00000 
"ramottr growth pattr 14r80 0,00012 
Ki67 (MAB-1) index (r 15%) 8,18 0,0042 
Oestro~en receptor 9~79 0~0018 
P53 proteha score 5r46 0,019 
DNA index 4,57 0,033 

2. Independent prosno~c factors for overall survival 
indep .~t..dent factor relative 
Number of involved l ~ h  nodes 27,63 
TBlnoar di~metl~ 8,54 
Oes'Iro~lm Rece~or 5~92 
P53 prote.in score 5,27 

p.vatae 
0,00000 
0t0035 
0~015 
0,022 

3. BAglns on t/~ alx~e-memioncd ]~-ameters it is possible to plot the curves 
presenting the risk of relap~ aud ~ for an individual pat/ent who u n ~  
surgery for pdma~ breast carcinoma 
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CARCINOMA ARISING IN FIBROADENOMA 
Musta6,F_~.*, Dordevi6,G.*, Zamolo,G.*, Melato,M.**, Dobrila,F.***, 
Crn~evi6, ~.*** 
Department of Pathology, Medical Faculty Rijeka, Department of 
Surgery, Clinical Hospital Rijeka ***, Croatia and Department of  
Biomedical Sciences, Medical Faculty of Trieste**, Italy 
Aims: The aim was to present five cases of carcinoma arising in 
fibroadenoma. 
Methods: In all cases the clinical records, the pathologic protocols, the 
original slides and the paraffin blocks wore available, in addition to 
examination of the original slides, selected blocks were recut and 
stained with hematoxylin and eosin. Every slide fi'om each was 
screened by one of the thee pathologist for any evidence for ductal or 
lobular hyperplasia, atypia, carcinoma in situ or infiltrating. 
Infiltrating duetal carcinoma were typed according to Elston mad Ellis 
in primary tumor site. 
Results: The five patients were women whose ages ranged from 37 to 
70 years (average 53,5 years). The size of the fibroadenomas varied 
(greatest dimension 1,1 - 5,8 cm, average 3,45 cm). All of  them 
displayed the usual gross features of  ordinary fibroadenomas, cut 
surface being gray-white, slightly firm, and fibrous. The histological 
appearance: lobular carcinoma in situ with infiltrating Iobular 
carcinoma (four cases), infiltrating ductal carcinoma (one case), and 
two cases with eontralateral infiltrating ductal carcinoma. 
Conclusions: The prevalence of carcinoma within fibroadenomas in a 
screened population was reported as 0,02% by Deschenes and 
associates. Buzanowski-Konakry and associates identified five cases in 
review of 4,000 fibroadenomas examined over a 43-year period. The 
behaviour of these tumours is not well established, given that only a 
small number of cases with meaningful follow-rip data have been 
reported. 
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THE EXPRESSION OF INTERCELLULAR ADHESION 
MOLECULE-1 IN BREAST CARCINOMA 
Lucin, K., Valkovic, T., Jonjic, N. 
Department of  Pathology, Medical Faculty ofRijeka, Rijeka, Croatia. 
Aims: The aim was to analyse the expression of intercellular adhesion 
molecule-1 (ICAM-1, CD54) in normal breast tissue and breast 
carcinoma cells, and to investigate the prognostic sitmificance of this 
muleeule. 
Methods:  The expression of  ICAM-1 was analysed by 
immunohlstochanlistl'y and flow cytometry. Immunohistological 
analysis was perforn~ted on frozen sections of  81 breast carcinomas, 
among which 67 were of  duetal NOS type and 14 were of  special types 
(5 medullar, 5 lobular and 4 mncinons carcinomas). Flow cytometry 
was performed on 45 primary carcinoma samples and 20 carcinomas 
from lymph node metastasis. The results were compared to well-known 
prognostic parameters such are tumor size, lymph node status, mitotic 
index mad tumor gradus as well as to the extent of  lymphocyte 
infiltration. 
Results" In normal breast tissue, endothelial cells, stromal fibroblasts 
and lymphocytes expressed ICAM-1, while ductal and acinar epithelial 
cells were negative. The breast carcinomas were heterogenom regarding 
ICAM-1 expression. The results of  ICAM-1 expression, obtained by 
immunohi~ochemist~ On the 67 duetal NOS carcinomas, indicate the 
correlation between the level of  ICAM-1 expression and the extent of 
lymphocyte infiltration. By flow eytometry we found higher ICAM-1 
expression in rumors with high mitotic activity, tumors with diameter 
over 2 cm and less differentiated tumors. In addition, medullary 
carcinoma cells expressed a higher level of  ICAM-1 compared to the 
ductal NOS type. No difference in ICAM-1 expression between the 
primary carcinoma celts sad cells from lymph node metastasis was 
observed. 
Conclusions: The results suggest that ICAM-1 is upregulated in breast 
carcinoma and may inflmmce the tumor progression. 
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QUANTIFICATION AND PROGNOSTIC VALUE OF BREAST 
TUMOR ANGIOGENESIS ASSESSED USING THE PHOTOSHOP- 
BASED IMAGE ANALYSIS. 
Santeusanio G.. lafrate E., MaurielIo A., Liberati F.(*), Carbone A.(**), 
Colantoni A., Spagnoli L.G. 
Anatomia Patologica, Universit~ di Roma "Tor Vergata", (*)Ospedale 
di Rieti, (**)Universit~ Cartolica del Sacro Cuore, Roma, Italy 
Aims: We performed a retrospective immtmohistochemical evaluation 
of the tumor angiogenesis in 60 patients with breast carcinomas (40 
with progression and 20 patients with stabilization of  the disease). 
Methods: Paraffin sections were immanostalned using antibodies to 
FVtlI-RA and the standard ABC/hpr method with DAB/NiC12 
ehromogen, without nuclear counterstaining. Using a PC-based image 
analysis system equipped with Adobe Photoshop 5.0 graphics software, 
microvessel density (MVD = no.vessels/mm2) and the endothelial area 
(EA ffi no.pixels/mm2) were evaluated in 20x adjacent fields (equivalent 
to 0,86 mmz) in the tumor area of great vessel density. Results were 
analyzed using statistical method (SPSS program). 
Results: Using the statistical method, the best cut off value which 
separated patients with progression of  the disease from those with 
stabilization was 78,84 vessels/ram2 for MVD and 19759 pixels/mm2 
for EA. A statistical significant correlation was observed between 
values of MVD and EA under the cut offend histological grading (G I), 
tumor size (pTl), lymph node status (pN0), stage of  disease (1 and lla) 
and disease free survival (DFS). In particular: (1) among the pN0 breast 
tumors, all cases with MVD and EA values lower than the cut off had 
stabilization of  the disease (no local or distant recurrence, and alive), 
while all eases with MVD and EA values greater than the cut off had 
progression of  the disease (recurrence or death for disease); (2) all 
tumors with MVD and EA values under the cut offhad a longer DFS. 
Conelusious: Both MVD and EA at the cut of  values of  78,84 
vessels/ram2 and 19759 pixels/mm: are prognostic indicators for disease 
progression in lymph node negative breast carcinomas and for DFS. 
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ANGIOSARCOMA OF TH E BREAST ASSOCIATED WITH 
PREGNANCY 
Stolnicu.~S.*, Jung, J.*, Radulescu, D.*', Podoleanu, C***, Horvath, E*, 
Pavai, Z ~ 
Dept. of Pathology, University of Medicine and Pharmacy Targu- 
Mures* 
Dept. of Pathology, University of Medicine and Pharmacy lasi ~176 
3 ~d Medical Clinic, University of Medicine and Pharmacy Targu- 
Mutes*", Romania 
Aims: to present the case of a 23 years old woman with a breast tumor 
dignosed post-partum 
Materials and methods: After mastectomy and axillary lymph nodes 
exeresis, the tissue was fixed in formalin and embedded in paraffin. We 
performed HE, staining tbr the breast tissue and for the lymph nodes and 
immunohistochemical method for the endothelial cells ( CD 34, 
vimentin, cytokeratin ), tumor hormonal receptors, and tumor 
proliferating factors. 
Results: The tumor mass was multicentdc, friable, hemorrhagic with 
necrosis and occupied the entire breast tissue. We found 6 axillary 
lymph nodes Microscopically the tumor exhibits irregular vascular 
spaces with prominent endothelial tufting and papillary tbrmations that 
contain cytologically atypical endothelial cells, solid atypical 
endothelial cell areas, areas of hemorrhage and necrosis. The tumor 
cells exhibit a high number of mitosis. The peripheral vascular 
component has neoplastic vascular channels that are structurally 
indistinguishable from the normal capillaries. Immunohistochemieally, 
the tumor ceils exhibit CD 34 and vimentin positivity, cytokeratin 
negativity. The lymph nodes were negative for metastasis. 
Conclusions: The pattern of this tumor associated with pregnancy, the 
hormonal profile and tumor proliferating factors, strongly suggested a 
high grade angiosareoma of the breast. 
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THE EXTENT OF APOPTOSIS AND PROLIFERATION IN BENIGN, 
PREMALIGNANT AND MALIGNANT EPITHELIAL BREAST 
LESIONS DETECTED BY TdT MEDIATED dUTP-DIGOXIGENIN 
NICK END LABELLING (TUNEL) AND KI-67 ANTIBODY. 
Bai, M., Za~orianakou. P., Demou, A., Kamina, S.,Katsaraki, A., 
Agnantis, N.J. 
Depart. of Pathology, Medical School, University of Ioannina, Greece. 
Aims: Disruption of tissue homeostasis may be a major factor in the 
multistep process of tumorigenesis. In this study we examined the extent 
of apoptosis and cell proliferation in benign, premalignant and malignant 
epithelial breast lesions in order to investigate the in vivo role of cellular 
turnover in the pathogenesis of breast cancer. 
Methods: A total of 106 areas of breast lesions were studied from 40 
cases. Apoptosis was quantified in tissue sections using the TUNEL 
assay, and cell proliferation using immunostaining with the Ki-67 
antibody. Apoptotic index (AI) and proliferative index (PI) were 
expressed as the percentage of TUNEL and Ki-67 positive/100 cells. 
Results: The AI range from 0.00 to 3.69.The extent of apoptosis was 
lower in apparently normal epithelium and low hyperplasia than in severe 
and/or atypical hyperplasia (p=0.000). The AI was higher in-situ 
carcinomas than in severe and/or atypical hyperplasia and in invasive than 
in in-situ, carcinomas (p=0.001 and p=0.002 respectively),The extent of 
proliferation was higher than apoptosis and the PI ranged from 0.00 to 
33.2. The PI presented correlations similar to AI . A strong positive 
correlation between AI and PI was found (p-"0.000). It was obvious from 
the mean values that PI increases much more than AI with the progression 
of epithelial lesions. 
Conclusions: Our results showed that there is a gradual increase in the 
extent of apoptosis and cell proliferation from benign to premalignant and 
malignant lesions and a positive correlation between apoptosis and cell 
proliferation. These findings support the view that in the multistep 
process of breast carcinogenesis there is a deregulation of cell 
proliferation and induction of apoptosis. 
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Medullary Carcinomas of the Breast Display Unique 
Characteristics with Respect to Proliferation and the Frequency 
of Apoptosis 
Varga.Z, Ricci R, CaduffR 
Institute of Clinical Pathology, Department of Pathology, University 
Hospital Zurich, Zurich, Switzerland 
Aims: Medullary carcinomas of the breast are encountered in less 
than 5% of mammary tumors in most series. Despite their poorly 
differentiation, these tumors exhibit a favorable clinical outcome and 
tend to have a lower overall frequency of axillary lymph node 
metastasis. 
Methods: We determined the proliferation rate and apoptotic activity 
of medullary carcinomas of the breast as opposed to non-medullary 
tumors by means of MIB-I immunohistoehemistry and in situ 
detection of oligonucleosomal fragments (TUNEL reaction). The 
retrospective biopsy series included 11 medullary carcinomas as well 
as 15 randomly selected cases of invasive ductal carcinoma. Two 
patients in the medullary group and seven patients in the control 
cohort developed lymph node metastasis. 
Results: The MIB-1 labeling index of medullary earelnomns 
averaged 83%, while that of the controls was of 30.03%. Apoptotic 
nuclei were present in a mean of 7.05% of  medullary carcinoma 
cells. The control tumors exhibited an average apoptotic frequeney of 
5.85%. Tumor size, hormone receptor status and presence or absence 
of lymph node involvement were found not to e6rrelate with either 
proliferation or apoptosis. 
Conclusion: We conclude that medullary breast carcinomas are 
characterized by a peculiar "high proliferation-high apoptosis" 
situation. The more indolent clinical behavior of these neoplasms 
may possibly be accounted for by an effective apoptotic elimination 
of otherwise highly proliferating tumor ceils. 
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HISTOLOGIC CHARACTERISTIC OF A TELANGIECTATIC 
OSTEOGENIC SARCOMA 
Bemhenko G.N. 
Dpts. of Pathology, Central Institute of Traumatology and Orthopedics, 
Moscow, Russia. 
Aims: to study histologic particulars oft.he telangiectatic osteogenic sar- 
coma in different age groups patients. 
Methods: histologic sections of the bioptie and surgical materials of 20 
patients (in ages ranged from 3 to 45 years) with diagnosis of the telangi- 
ectatic osteogenic sarcoma have been studied. 
Results: histologic analysis reveals one or numerous cysts containing 
blood and (in thin septum separating cysts or in solid tissue areas) 
anaplastie mono- and multinuclear cellular elements intermittent with 
multinueleated giant cells of ostcoclast-like type. In tumour cells with 
signs of anisocytosis and anisokaryosis them are noted the hyperehro- 
rustic nuclei with large single or numerous nucleoli, as well as significant 
increase of nuclco-cytoplasmic ratio and relatively numerous mitoses, 
including the abnormal ones. The numerous in some cases osteoclast-like 
cells sometimes have abnormal form. It is typical for them to be located 
at cysts edges and tumors cavities. In childhood age the telangiectatic 
osteogenic sarcoma are often characterised by: i) not numerous anaplas- 
tie cells lining mainly the lumens of cysts and tumors cavities; 2) high 
degree of malignant cells differentiation; 3) osteoid unconsiderable for- 
marion; 4) presence of typical fields of aneurysmal cyst of bone. 
Conclusions: histologic diagnosis of telangiectatic osteogenic sarcoma 
may be relatively uncomplicated (in presence of high degree of mononu- 
clear cellular elements anaplasia). However in some cases, especially in 
children and adolescents (due to insignificant content of malignant cells 
and tumour osteoid and presence of tissue locations having structure of 
aneurysmal cyst of bone) diagnosis of telangiectatic osteogenic sarcoma 
is in great measure problematic and fi'aught with'difficulties. 
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Alveolar Soft Par t  Sarcoma (ASPS) : an immunohistuchemical study 
E.S.G. d'Amore *, R. Alaggio *, A~ Parafioriti **, V. Ninfo * 
Servizi di Anatomia Patologica, Azienda Ospedaliera / Universit6 di 
Padova, Padua, Italy * and Istituto Ortopedieo G. Pini, Milano, Italy ** 
Study partially supported by Riceroa finalizzata Reg. Veneto rL 660/01/96 
Aims: ASPS have been considered of skeletal muscle origin because of 
the reported expression of desmin and rayeD1 protein (Tallini et al. Am J 
Pathol 1994, 144: 693-701). To verify this histogenetic hypothesis we 
have performed an extensive immunohistoehemieal study with a panel 
including 3 recently produced anti myogenic regulatory proteins 
antibodies on 6 typical eases of ASPS. 
Material: Representative paraffin-embedded neoplastic sections were 
stained with the anti MyoDl/myf3 antibodies 5.8A and 3Al l  and with 
the anti-myogenin/Myf 4 antibody L026 using an unmasking method 
previously described (d'Amore et el. Pathologiea 90, 700-701, 1998.). 
The expression of sarcomeric actin and desmin was also studied in all the 
turners, whereas muscle specific aetin (HHF35) and smooth muscle antin 
in selected cases. Finally the nuclear staining with the Mibl antibody was 
measured with a Zeiss-Contron cytometer and the software "histology". 
Results: The anti-MyoD1 antibody 5.8A resulted in a granular 
cytoplasmic stain of 5/6 ASPS; however no nuclear stain, typical of  
Skeletal muscle differentiation, was observed. Completely negative 
results were seen with the antibody 3Al l  and L026. Desmin and 
sarcoraedc actin were focally deteO.ed in 1/6 ASPS (same tumor). Focal 
positivity was detected for smooth mnsele aetin (2/3) and HI-IF35 (1/2). 
Nuclear Mibl staining was always low (range: 1-20% of the cells). 
Conclusions: ASPS may express muscular antigens such as desmin and 
various aetins, although in a minority of  the eases; however in our series 
none of the myogenic regulatory proteins of  the rayed family can be 
detected with a sensitive immtmohistocbemieal method and these results 
casts doubts on the presumed skeletal muscle line of differentiation of  
ASPS. In addition their proliferative activity i s  always low despite the 
fact th~  ASPS behave usually as high grade tumors. 
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SUCCESSFULL ORTHOTOPIC HEART TRANSPLANTATION 
FOR ACUTE MYOCARDIAL INFARCTION COMPLICATING 
CORONARY ARTERY ANEURYSM IN STAGE IV KAWASAKI 
DISEASE. 
Bonacina E,Muresian H, Camozzi M., and Gambacorta M. 
Dept.ofPathology, Ospadale Niguarda Ca' Granda,Milan, Italy. 
Aims: We describe the pathologic features of multiple coronary artery 
aueurysms (CAA.) in a case of orthotopic heart transplantation (FIT) 
performed in a young female for acute myocardial infarction (A.MI), 
complicating undiagnosed stage IV Kawasaki disease (KD). 
Methods: A 30 year old female was admitted to our Hospital for AM1. 
Emergency coronary angiograms showed occlusion of the.major 
subepicardial coronary arteries .After PTCA and saphenous vein graft 
coronary artery by-pass critical haemodinamic parameters persisted. 
Emergency HT was successfully performed because of a compatible 
donor graft could be obtained. 
Results: The heart was dissected and multiple CAAs were 
demonstrated, affecting the proximal branches of major subepicardial 
coronary arteries . CAAs were occluded by stratified thrombi .No 
lesion could be identified in the remaining coronary artery branches. 
The left ventricle was affected by taansmural AMI involving 80% of 
the ventticular mass.I-Iistological examination of the CAAs wall 
showed evidence of coronary artery vasculitis in the healing 
phase, consistent with stage IV KD. Pathologic diagnosis was 
eventually confirmed by accurate rewiew of the clinical history that 
showed 2 previous admittance to our institution 25 and 19 years 
respectively for fever, mucocutaneous rush, and lymphoadenopathy. 
Conclusions:KD is a rare cause of ischemic heart disease and sudden 
death.We describe the pathologic findings in a case of previously 
undiagnosed stage IV KD successfully transplanted for AMI 
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PAPILLARY FIBROELASTOMA: CLINICOPATHOLOGIC 
ANALYSIS IN FIVE CASES. 
Bauer. V.*. Illyes, Cry.*, Lengyel, M**, Kadar, A.*. 
2nd Department of Pathology, Semmelweis University of Medicine*, 
National Institute of Cardiology**, Budapest, Hungary. 
Aims: Cardiac papillary fibroelastoma ranks third among the primary 
benign heart tumors. It has long been considered an incidental autopsy 
finding. Recently these tumors can be detected in vivo by echocardio- 
graphy thus enabling surgical removal. 
Methods: Between 1992 and 1998 five eases of papillary fibroelastoma were 
observed at our Institute. Clinical diagnosis was achieved in four of the tumors 
by 2D-mmsthoracic and wansesophageal echoeardiography and were 
removed by surgery, one tumor was incidentally found during autopsy. 
Tumor-related symptomatology, echocardiographic features as well as 
histopathology of these tumors were reviewed. Immunohmtoehermcal 
investigation included factor VIH-related antigen, CD-34, CD-68, S-100 
protein, a-smooth-muscle aetin, collagen IV and HLA-Dr antibody. Scanning 
and transmission electron microscopy (EM) were performed. 
Results: There were no symptoms associated to the tumors in 3 eases, 1 had 
a transient isehemic attack and 1 had pulmonary embolism. Echocardingraphy 
revealed 11-19 mm sessile masses attached to the Uicuspid leaflet, papillary 
muscle, mired chordae and left ventricular outflow endoeardium. Surgical 
specimens had similar appearance. In one case an 8 mm mass was found at 
autopsy on the tricuspid valve. Scanning EM revealed microvilli covered by 
plump endothelial cells. AeeUular collagen accumulations and fiagmented 
elastm fibrills, maerophages and fibroblasts were seen on transmission EM 
Immunohistochemislry evidentiated ~ l a r  intimal markers. 
Conclusion: The in vivo diagnosis of papillary fibroelastoma can be 
obtained by echocardiography. Pathologically these tumors were defined 
as endocardial hamartomas. Definitive recovery was achieved with 
surgical removal. 
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HISTOLOGICAL CHANGES IN THE HEART WITH 
IMPLANTED ARTIFICIAL HEART VALVES (AHV) 
Duganovska S., Petrusevska G,, Tolovska M., Bogoeva B,  Nikolovski 

M., llievski B., Jovanovski M. 
Institute of Pathology, Faculty of  Medicine, Skopje, Macedonia 
Aim: Fifteen cases with implanted AHV were analysed from autopsies 

performed in the Pathological Institute at the Faculty of Medicine in 
Skopje. 
Methods: In this analysis the standard autopsy tehnique, autopsy proto- 

cols, gross heart specimens, histological sections as well as clinical data of 
each case, were used. Seven cases had AHV of Bjork-Shilley type, 6 Starr 
-Edwards, 2 Medronic, and in one ease a bioprothesis was used. Isolated 
mitral AHV was seen most frequently (9), double aortal and mitral valve 
was found in three cases, and the mitral AHV with tricuspid correction 
by aunuloplastc or commissorotomy were found in 4 cases. 
According to the clinical data, the most frequem disease was mitral 

tenosis caused by rheumatic endocarditls. 
Results: The group represented patients of the age from 22 to 58 years. 

The postsurgical period was up to 30 days in 3 eases and up to 36 months 
in 12 cases. Thrombosis of the valves in 8 cases, malfunction in 2 cases 
and haemorrhage in I case were the eomplications associated with the 
artificial heart valves. 
Histological analysis on the junctional area of the prothesis and the ring 

presented granulomas in 3 cases, degenerative calcifications in 4 cases and 
endocarditis in 2 cases. Hypertrophy on the myocytes in 9 cases and fibro- 
sis of interstitial, perivascular and subendocardial type in 9 cases were also 
found. In some areas myoeytes were damaged: band necrosis and 
myoeytolysis were seen, as well as changes suggesting acute myocarditis 2 
cases. 
Conclusion: Our analysis leads us to the conclusion that the previous 

condition in the heart, valvular disease and the congestive heart failure are 
influence on the effect of the reconstructive valvular surgery. 
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The Pathogenesis of Graft Vessel Disease after Heart Transplantation: 
lmmunohistochemical ~ of Early Endothelial injury 
Hien'~a~ N.E.*, Meyer, IL*, Wellnhofer, E.**, Musd, M.*, and Hetmr, R.* 
Depes'a'nmt ofC~dioll'~e~% SMB~y*, ~ of Cardiology**, 
~ H e r , m ~ n  Bed~ Ge~nmy 
A ~ .  C, ralt Vessel Dise~ (GVD) alter heart tm',splarmlion (HTx) is ~ by 
diffuse proliferation of vascular smooth muscle cells (SMCO in the large and small vessels, 
but the ~ ' ~  of this ~ slill ~vain unknowr~ The aim of this study was to 
ascertain ~ investigations of right venlricular ~ biopsies ~ )  sust~ 
the ~ thin endo~lial injury ls ~s~tx:i~ed with a prolifemlion of SMCs wifftin lbe 
t~rar~ ~sa~r syst~o, ~ wr~-er ~ tst~ possS"~ o f q t ~  ~e ~ in 
lhe ntraber ofaffecled bleed vesseds in the sax~kd populatior~ 
M~'n~. qhe populalion ~ of 41 pe~ras who ~ HTx due to tcmlinal hc~ 
tbiltne: 15 pati~ats (four womm, 11 rmn; ~ stavival time 57 monroe) with angiogra~ 
evidmce of GVD and 26 i:~mls (free -,mrr~ 21 n'ma; rrean stn'viv'd time 59 ~ )  
with no angiographic sig~s of GVD. The pataffitrembedded rigN vemicuhr EMBs 
(r~72) we~ irrmmohls~ologic~y aained with ~ (SMCs), f~tor (F) VIII (250 000 
kl~  yon Willcbtmd iSctcr in ~ cetls (F_~ indicator for ~ injtry) m-d H 
& F, Tbe observ~on lirne included the fust 14 months otter HTx. All results weae a m l ~  

Re~u/~ 1. 'lhete v~'e no sigmific~t d i f f e r ~  b~we~ the t'em groups willa regal to ll-eir 
dcmogr4Naic ~ 2. The mgiogtaphic evidence of GVD was assodaled significantly 
an increased ntanNr o f e n : i c ~  woc~- md F Vlll-posilive blood ~ (p<0.0I). 
3. The ixolif~afion ofvascuN- SMCs shoaed a time depmde~ k, xaease while lba manber 
ofF VIg-p~silive blood vessels did not change, 4. Dt~ng ~e obsm, ation lime ~ was a 
significant positive correlalion (p~.05) ~ a, eclin- and F Vlll-posifive xan~el~ 
Conduskm~. 1. q~ese mdts rmmit the ~ that the ~ o n  of EC and SMCs 
phy a crueial role in the devdOl:me~ of GVD after HTx. 2. In this comext, F Vm-positive 
rnmah-ane injury seems to inili~e/gormte the proliferation of ~ SMC~ 3. An 
increased ntrnber of a-aelin- ard F Vl~-posifive blood ~ seen t~ have a t ~  
value for Ibe devcloprncra ofOVI:) alkr HTx m'd ~plclcs the present diagn~ic t~ols. 
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ORGINISATION OF POLYCOMPONENT VASCULAR 
PROTHESIS IN EXPERIMENT 
Lebedev G.V*., Smimov A.D**.,Lebedev L.V**.,Gusinsky 
A.V**.,Grozov R.V*.,Mikhailov I.V**. 
Dept. of Pathology*,Dept.Vasc.Surgery** l.P.Pavlov medical 
University of St.Petersburg, RUSSIA 
The aim of  the present investigation was to study the organization 
dynamic of polymtrafluorine-ethylene (PTFE) porous vascular 
prosthesis. 
Material and Methuds: In 56 dogs (15-20 kg) the implantation into 
the abdominal aorta, femoral arteria of vascular prosthesis 5-9sm long 
and 6-10ram in diameter was performed. The prosthesis consist of two 
membranes - internal fenestrated PTFE and external PTFE without 
pores. The duration of the prosthesis functioning was 1-300 days. The 
specimens of vascular-prosthesis anastomosis were obtained in the 
different time of experiment. The paraffin-embedded sections were 
stained by haemotoxylin -eosin and by picrofuxin. 
Results:The The formation of eormective tissue adventicla between 
the layers could be seen in 3-4 weeks without connecting the prosthesis 
to surrounding tissues and inflammation. It can improve the biological 
inertness of the material. At the same time the internal membrane was 
covered with hin fibrin layer. After 8 weeks the internal layer was 
covered with young connective tissue containing fibmblasts and 
collagen fibers, growing through the pores. ARer 8 month period the of 
connective tissue was firmly connected with the internal layer of the 
prosthesis and covered with the endothelittm from the inner part. The 
external layer stayed not connected to the formed inner part. 
inflammation was not detected in all periods. 
Conclusion The present results can proof the organization of this type 
prosthesis by mean of connective tissue growth through the pores of 
the inner membrane. Also the PTFE prosthesis seems to be 
biologically inert. 
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Computer-lmml Analy~ of the Termiml V~mlar System - Novd Approach in 
Diagnosis of Graft Vessd l~mse affer Heart Transplantsfion ? 
Meyer, IL*, I ~mann, N.E.*, Wellnhofcr, E.**, Musd, M.*, and Hetna', R.* 
l ~ l ~ c r ~  of C,~lioffzr,~5c Story*, Depm~mt of Cardiology**, 
Detm~s Hcrzasaun ~ ~ y  
A/#m "[1~ p~a~on d'disease d~m'xtq on its d~nos~ which should be eady, easy to 
n~<e amt fe,~ble. D i ~  of Gralt Vessd ~ (GVD), the main limiling l~tor to the 
long-term stnvival after ~ l r , ~ o n  (I-fix), lacks of all these, qhe aim of ot~ 
was ~o in~@~e ~e m ~ a o l o ~  ~ of~e ~ m a l  ~ a _ ~  ~ r n  in order to cm~ 
a new method of ~ for ~ vessel disease in e r d o m ~  biol~es of right 
vm~cles. 
Me&ods: We s~dicd ~ p~ti~ts (fix worrm~ 22 men; mean age at HTx 47 yems) who tr,- 
~ t  HTx due to ~ninal heart failure, ql~ey ~ fight he~t adaet~naion in post- 
r~ ,p lm rmna~rmt abe ~ b c d ~  rejection c m ~  samples (n=162) wne im- 
mt~x)histobgically investigated with tz-aclin (smooth muscle cells, SMCs), CD 105 (tram- 
forming ~owth f~ctor-~ ~ ) ,  CD 31 ( g l y ~  in ~ l i a l  cells (EC)) ard t~c~r 
(I" 3 VIII (hxtic~ for ~ . e  injtt3, of EC). The obse~s~n lime was 14 ~ 
H'lk. Cx,,ngx~-k~ qtxmlilalive ~ w~s dine at x200. All dala ~ e  analya~t 
t t ~  ~ - ~  ~a-whi~ey es~. 
Resu/a~ 1. Thee was an ~ i n  a-acfin, CD 31 andCD 105-positive blood vessds in all 
t~Jcnt~ wbere~s the ntmber ofllae F VI~-posifive vessels did not change. 2. In all seem pa- 
timts with ar~ogr~c evidcme of GVD ~hne was a higher m~oura of a~ir~, CD 3 l-, 
CD 105- and F Vl~-positive cells than in paticr~s without l~ge vessel disease. 3. Atkx laying 
down a fixed limit ofposlive vessels in all fotr s~ainings in Ibe f~t mct~ al~ HTx, patia~ 
were r ea r r ,~  intv~ new groups: ore with and one without evktmm of m-ell vessel di- 
sease. 4. 'lhe gro~ with evidence of s-nell vemel disease showed sigaaiticantly ~ ct-aefin-, 
CD 31-,CD 105- and F Vlll-!msStive v~sels within ~e lust thrce monlhs aikr HTx (F~).05). 
5. All rUients wi~a GVD on co~-~ry angiogr4~y ~ e  also freest in this 
n~#xic~dly scored GVD gaxx~. 
oma'm/ons: 1. Comtx~-based motplxxnc~ could be tmfotmed in all fight v~rieul~ 
rejc~dt~ c o ~ l  s~nples alter ~ 2. Omlbired with k n m v n o h i s ~  it is m easy, 
fast and femible ~ tbr q u ~  c ~  within the tnrninal vasc~dar system 3. Com- 
ptner4~exl rnorpbemelry completes the txesmt reels used in diego,s ofGVD aikr HT)c 4. 
It may offer the possibility of ptediclion of GVD irdepcrdardy frown coroma 3, angiogtaphy. 
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IMMUNE INFLAMMATION OF ARTERY WALL DURING 
ATHEROGENESIS. 
Na~omev. V. A.*, Rabinoviclx V.S., Maltseva, S. V., lakovleva O. J~ 
Lab. of  Atherosclerosis, Institute of  Expetimental Medicine, Russian 
Academy of  Medical Science, 12 Parley Str., St, Petersburg 197376, 
Russia. 
Aims:Investigation of eelluler and molecular aspects of atherogenesis 
Methods: The material of 26 urgent autopsies (within 1.5 - 3 h) aRer 
death from acute cardiovascular insufficiency, together with IHD of  
patients aged 45-65, was mainly used in the study, Scanning and 
transmission deetron microscopy was applied. We used mono- and 
polyelonal antibodies against CIM, CDg, CD68, CD40, CD40L, 
IL-I~, TNF-ct. 
Results: Immunoregulatory signaling molecules (CIM0-CIMOL) are 
shown to play important, and probably key role in the initiation of  
atherosclerotic lesions of arteries. Adhesion and migration of 
monoeytas and T-lymphoeytes (Thl) occur on endothelium, 
producing CD40L and IL-113. Monocytes, not transformedinto foam 
ceils, T-lymphoeytes (CD4 +) and smooth muscle cells express CD40 
CD40L and produc TNF-a. It is likely that a pathological response 
similar to the delayed-type hypersensitivity reactions is brought forth 
via salf-regulatinn mechanisms, Maerophages and T-lymphoeytes 
producing pro-inflammatory cytokines and flee radicals provoke a 
peroxide modification of  ape B-containing lipoproteins. 
Condnsious: Focal devdopment of  immune inflammation is 
considered as the important condition in initiation and progress of  
athexosclerotic damage of arteries. 
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ISCHEM1C AND REPERFUSIONAL ULTRASTRUCTURAL CHANGES 
OF MYOCARDIAL CAPILLARIES AND CARDIOMYOCYTES DURING 
OPEN HEART SURGERY 
Stef~novic E., Boskovic S. D. Vasiljevic ,i.. D., Boric M. 
Ctirdiovascular Research Center. Dedinje Cardiovascular Institute and 
Belgrade University School of Medicine, Belgrade, Yugoslavia 
Aim: To assess ultrastructural changes of myocardial capillaries and 
cardiomyocytes due to ischemia and reperfusion during open heart surgery. 
Methods: We evaluated 61 consecutive patients (pts) who underwent open 
heart surgery. 215 bvot3tical samoles were taken from right ventricle 
anterior wall~ and trom the apical region. They were taken during ischemic 
period (5, 10, 20, 30 nain starting cardyoplegia (CPL), and at the end of 
CPL) and during reperfusion period ( 5-30 rain after beginning of this 
period). All samples were analyzed by electron microscope using 
quantitative stereological analysis_ Volume fraction of the pinocite vesicles 
(PV), mitochondria (M), and endoplasmatic reticulum (EPR) were 
calculated. All pts were derided into 2 groups based on duration ofCPL - 
ischemia; group 1( CPL < 65 rain, 19 pts), and group 2 ( CPL>65 rain, 42 
pts). 
Results: Damages of the endothelial cells in all samples occurred 5 minutes 
after introduction of CPL and progressively increased during ischemic 
phase. The worse damage was found after 65 rain of CPL usage: capillaries 
obstruction due to microclasmatosis, edel"~a of the endothelial cells, 
widening of the cell junctions, degenerative changes of the cardiomyocytes. 
Stereological analysis confirmed that the larger damages were found during 
reperfuslon in group 2 (Table). 

Wtie Cl~,l ~ 2  

PV(Vv) 0(~tO(IR (10~C01 <005 0 . ( I ~ l  (I(I~O0] <(201 
NftC(V~) Ct(l~s Ct(RS~001 N~ (~(IL~(301 0017"~Ct001 <001 
EFR(~) 0(3~6~001 (~(]~(IG01 N~ 0(R5+O(301 Q(E350(1)I <O01 

Conclusion: Our study has shown that endothelial cells and 
cardiomyocytes are very sensitive to hypothermia, hypoxia and reperfusion 
during open heart surgery. Ultrastructural changes depend on the length of 
CPL, and are particularly induced by reperfusion. 
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LESIONS OF SINOATRIAL NODE IN CORONARY HEART 
DISEASE 
Vatamanu V. 

Dpt. of Morphopathology and Histology, International Independent 
University, Chisinau, Moldova. 

Aim: To study the morphological lesions of sinoatrial node (SAN) 
in coronary heart disease (CHD). 
Methods: The SAN and adjacent myoeardium in 36 necropsy cases 
of CHD were examined by complex of histological, histochemica[ 
and fluorescent microscopic methods. 
Results: In chronic myocardial ischemia the volumetric correlation 
"muscular parenchyma/stroma" in nodal tissue is modified, 
prevailing the fibroconnective component. A similar tendency was 
observed in microcirculatory system, the density of capillaries being 
3-4 times lower than in the control group of the same age. Significant 
distrophic lesions have been revealed in the central artery of SAN, 
particularly in its elastic membrane. These lesions cause the 
thickening of arterial wall, the reductiQn of its elasticity and the 
increase of rigidity, that impairs the pulsation of sinusal artery. 
Considering that the structural elements of SAN tightly interwoven 
with the external membrane of the sinusal artery, are really "an 
enormous adventitia" of this vessel, the mentioned lesions may 
perturb the function of SAN. In cases of myocardial infarction acute 
heterogenous distrophic and haemodynamie disturbances manifested 
by inomogenity of enzymatic activity and intensity of specific 
cardiomyoeites fluorescence, focal destruction of endothelium, the 
dissociation and plasmatic infiltration of vascular wall, the 
punctiform haemorrhagies have been observed in SAN. 
Conclusions: The morphological lesions of SAN in CHD may cause 
acute disturbances in the process of cardiac rhythm generation. 
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THE ROLE OF ENDOMYOCARDIAL BIOPSY IN PATIENTS 
WITH HYPERTROPHIC CARDIOMYOPATHY 
Vasiljevi~ ,I.D., Tucakovi6 G., Miri~ M., Seferovi~ 1~., Popovi6 Z, 
Yidenovid A., Otasevi6 P., Neskovi6 A. N. lnsitute of Pathology, Belgrade 
University Medical School, Belgrade, Yugoslavia. 

The aim of this study was to determine the role of 
pathohistologieal (PH) findings in endomyocardial biopsy (EMB) 
samples obtained from pts with cliniealy suspected hypertrophic 
cardiomyopathy (HCM). 
Methods: During a 15 year period (1984-1998) we have analysed over 
1050 eases of EMB. In 42 pts. (28 males and 14 females, aged from 16 to 
66 years, mean 55.3) cliniealy suspected diagnosis of HCM was 
established. The samples were taken from the left vanlricle, with an 
average of 3.1 sample per pts., routineliy processed and stained with 
H&E and EIvG, Masson, PAS. In l0 cases eleetron-mierospcopy analysis 
was performed. HCM was diagnosed by using the semiquantitative 
index. Points from 0 to 3, for each of the 5 following changes were 
evaluated: disarray, "short runs" of myocardial fibers, degree of 
hypertrophy, perinuclear haloes, and amount of fibrosis. The maximum 
that could be obtained was 15, and results over 50% of the score, confirm 
a diagnosis of HCM. Results from 30% to 50% of the score were 
suggestive of HCM, and findings below 30% means no PH confirmation 
of HCM. 
Results: EMB of 24 pts showed histological findings characteristic for 
HCM (57.1%); in additional 12 pts (28.6%) clinical diagnosis was 
changed, and nonspecific findings were present in 6 pts (14.3%). In 5 pts 
findings of early stage of dilated eardiomyopathy was found (transition 
process in advanead cases); in 3 pts diagnosis was changed to 
myoearditis (2 focal and 1 border-line), and in remaining 4 pts, amyloid 
heart disease (2 pts), glycogenosis and small vessel disease was 
diagnosed. 
Conclusion: Our results show that EMB is usefull in determining 
diagnosis of HCM, especially when changing suspected clinical 
diagnosis. No PH feature alone is pathognomonlc, and only combination 
of findings allow confident as~sment of HCM. 
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SUDDEN DEATH IN CASES OF HYPOPLASIA OF THE LEFT 
CORONARY ARTERY IN YOUNG PEOPLE DURING PHYSICAL 
ACTIVITY 
Velimirovic,D,*, Kanjuh,V.*, Knezevic,M.**, Knezevic,J.** 
Institutes of Pathology, University Medical School*, Belgrade, and 
University Medical School**, K.ragujevac, Yugoslavia 
Aims: Detection of the implications of hypoplasia of the left 
coronary artery on the myoeardium funetiun. 
Methods:Anatomical dissection of coronary arteries, seriatim, in 
order to detect their distribution. 
Results: During 1966-1998 period, extreme hypoplasia of the 
whole left coronary artery (LSD) was diagnosed in 25 cases. 
In 12 cases (10 men and 2 women; between 16-28 years old, at the 
moment of death), extreme hypoplasia of LCA was isolated as 
anomaly.Its origin was in the stenotic and thick-wailed main trunk, 
with stenotic lumen, 3.5 mm long. Both main branches were also 
very thick-walled and also had stenotic lumen. Left circumflex 
coronary artery (LCxA) ended in the medial half of the left anterior 
atrio-ventricular sulcus, and anterior descending coronary artery- 
LAD dominated and ended as posterior descending coronary artery. 
In 7 cases, the cause of death was masive transmural infarction of 
myoeardium of left ventricle which occurred suddenly without 
previous clinical symptoms. 
In 13 cases ( 9 male and 4 female, aged between 45 minutes and 4 
years, average age at the time of death 6.5 momths), extreme 
hypoplasia of SCA was accompanied with other congenital heart 
diseases (CHD): complete transposition of great arteries-4, atresia 
of aorta-3, hypoplasia of the left heart-2, aortal and mitral atresia- 
1,double outlet of right ventricle-I, mitral atresia- 1, and anomalous 
connection of all pulmonary vein in left vein antonym-1. In 1 case, 
the cause of death was ischemia of myocardium of the left ventricle. 
Conclusions: Sudden death in ease of hypoplasia of LCA has 
specific significance in young, healthy people, where it was not 
previously diagnosed, in case of higher physical strain. 
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CYTOLOGY OF CLEAR-CELL CARCINOMA OF THE GENITAL 
TRACT 

Atahan ~., Aksu O., Turhan N., Erdol?,an N., Ekinci C. 
Department of Clinical Cytology, Medical School of Ankara 
University, Ankara, Turkey. 
Aims: To define the cytomorphologic features of clear-cell carcinoma 
ofthe genital tract. 
Methods: The study consisted of 4 clear-cell carcinoma of the genital 
tract with clinical and histological confirmation performed. Cytologic 
findings were obtained from May-Gmnwald-Giemsa (MGG) stain of 3 
fine needle aspiration materials and a peritoneal fluid cytology. All of 
the fine needle aspiration materials were obtained from supraclavicular 
lymph nodes with metastasis. 
Results: Primary tumors of the patients in which the supraclavioular 
lymph node aspiration material had been examined were in ovary in 
two patients and one in vagina. The peritoneal fluid cytology was 
obtained from the patient with uterine cervical tumor. Cytologic 
findings were similar in all preparations. The cells had abundant, pale, 
finely vacuolated cytoplasm with indistinct cytoplasmic membrane, the 
nuclei were round to oval, with fine ohromatin and small, round 
nucleoli. The characteristic feature of clear-cell carcinoma of the 
genital tract was basement membrane-like substance. This hyaline 
extracellular material was stained pinkish to purple red in MCrG 
preparations, and frequently observed within the cancer cell clusters. In 
ascites fluid psammoma bodies were also observed. 
Conclusions: The cytomorphologic characteristics of clear-cell 
carcinomas of the genital trant are distinctive, and the entity may easily 
be diagnosed even on the metastatic locations. 

P-606 

THE ACTUAL ACTIN POLYMERIZATION DEGREE AND 
REACTIVITY IN CLINICAL DIAGNOSTIC, DEMONSTRATED 
IN WHOLE BLOOD WITH A NEW METHOD 
Burda, A.*, Egger, G.*, Glasner, A.** 
Institute of General and Experimental Pathology*, Department of 
Obst~ries and Gynecology**, both KarI-Franzcos University, Cruz, 
Austria. 
Alma: Reorganization of  polymerized filamentous (F)-antin in 
polymorphonuclear leukocytes (PMN) occurs within seconds. For 
diagnostic p u ~  it is necessary to conserve the actual, native 
polymerization state. We have dcvelolx)d a sim#e method which makes 
it possible to fix whole-blood leukoeytes within fractions of seconds and 
preserves F-actin in it's native state. The basal and chemoattracmnt- 
activated PMN F-actin content in healthy test persons and patients with 
severe trauma and sepsis was investigated. 
Methods: F-actin polymerization was stimulated by adding FMLP to 
fresh whole blood before fixation; controls mmair~d unstimulated. 
100pl whole blood were shock-cooled to the freezing point by mixing it 
with lml of a formaldehyde-glycerol-mixture precooled to -8~ After 
fixation the red blood cells v~rr osmotically lysed. F-actin was stainded 
with FlTC-phalloidin and quantifi~, by flow cytomotry. 
Re=ultl: PMNs of control persons showed a uniform F-antin content 
while stimulated ceils showed less uniformity and i n ~  F-actin 
content. Unstimulated PMNs of patients with severe trauma showed 
marked intcnndividual variabilities in F-act/n polymerization. FMLP 
stimulation resulted in a hcterogenous F-actin pattern, characterized by 
the formation of two PMN populations with different F-actin content. 
During racovery the F-aotin conformation nommJized. 
Conr Shock-cooling and low temimmtum fixation conserves F- 
actin in or near the native state and can be used to define an organism's 
inflammatory state. The simplicity of the method enables a broad 
applicability for the clinical routine. Mmsummem of F-actin contents in 
PMNs may be a gscful tool to for diagnosis and tlmmpy monitoring of  
inflammatory d~amses. 

P-607 

CAVITY LYMPHOMA AND KAPOSI'S SARCOMA IN A VIH 
SEROPOSITIVE PATIENT 
Matheu Catm G. Alvarez Garcia A, Prada Puentes C, Iglesias Diaz P, 
Vazquez Martul E. 
Dpt Pathology, Hospital Juan Canalejo, A Corufia, Spain 
Aims: this type of lymphoma involves pleural, pericardial and 
peritoneal cavities without mass lesion; usually the diagnosis is 
cytological and biopsies are negative. 
Methods: a 31 year's old male, homosexual, VIH seropositive and 
with a diagnosis of Kaposi's sarcoma with nodal involvemem Two 
months later, the patient developed a pleural effusion. A biopsy and 
cytology were performed; apart from routine diagnostic methods, 
immunocytochemical (CD20, CD79a, CD3, UCHLI, CD45, CD30, 
ALK and EMA), heavy-chain rearrangemem, Epstein-Barr virus 
(EBV) and herpesvirus 8 (HHV8) by PCR were done. 
Results: pleural biopsies were negative; the cytology showed 
lymphoid cells with irregular and lobulated nuclei with conspicuous 
nuclooli and often with two nucleoli, cytoplasm was amphqfihts and 
abundant with occasional vacuoles and permuclear halo. 
Immunocytochemical profile of these cells was: CD45, CD30 and 
EMA positive. Heavy-chain rearrangement, EBV and HHV8 virus 
wore demonstrated by PCR. CHOP chemotherapy produced a partial 
remission, but nowadays (4 months after diagnosis) the pleural 
effusion still persists. 
Conclusions: clinical, morphological, immunological and molecular 
findings are unique in this entity. As in our case, the diagnosis is made 
cytologically with persistent negative biopsies of pleura, pericardium 
or peritoneum. This type of lymphoma is always associated with 
HHVg, the same virus related to Kaposi's sarcoma. The most part, are 
diagnosed in VIH patients. EBV association is only present in VIH 
patients, so pathogenic implication of this virus is not probably. 
Prognosis is poor with median survival of 2-4 months; local 
chemotherapy is discussed as an alternative to classical therapy 
because this is an entity without dissemination. 

P-608 

CORRELATION BETWEEN CYTOLOGICAL 
AND HISTOLOGICAL DIAGNOSES OF 
INTRAOCULAR TUMOURS 

Y. Chon. N. Eido, L. Walaas. D. Schcic, K. Elgjo, K.Bciskc, F.Sandboe og B. I.,lagmar 
Eye Dept. and Pathology Dept. The Nalkmal Hospital, Norway. 
A correct diagnosis is esmntial when selecting therapy for intraocular 
turnouts. In the period 1991-1998, we pefforrr~ 95 Fine Needle 
Aspiration Biopsies (FNAB) together with the E2,r Dept., The National 
Hospital, Norway. Ofthe~,  31 also had a histological diagnosis. 
Material and methods: All 31 patients were examined with FNAB which 
was peffonmd through transscleral,translimbal or transvitral route by 
cooperation between ophthalmologLst and cytologist. These eyes were later 
also examined histologically base, d on biopi/excision/enucleation. The 
material was prepared for standard staining and for immunohisto-, cyto- 
chemistry staining. 
Results: There were only 2 cases with discrepant results melanoma 
vs.metastasis (Fig. 1). 

24 

Number 2 !1  m Cytology of " Histology 
Patients 

1 1 2 2  2 2  
0!  , ~  ~ mk"m. 

Malignard Metastasis Retino-' Leukemic' Benign lesion 
melanoma blastoma infiltration 

Conclusions: There is good correlation between the cytological and the 
histological diagnoses. FNAB is simple, gives quick preoperative 
information which is of great importance for the determination of future 
treatment. Cooperation between experienced ophthalmologists, cytologists 
and pathologists is important. 
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ANALYSIS OF CD43 POSITIVE CELLS INFILTRATIONS IN 
THYROID ASSOCIATED WITH FOCAL AND MIXED 
HASHIMOTO'S THYROIDITIS 
7,wirska=Korozala K., NoZyfiski J.K.* 
Department of Pathophysiology, Silesian Medical University, 
Foudation for Carciac Surgery Development *, Zabrze, Poland 

Hashimoto's thyroiditis is by far the most common of  thyroid 
disorder, usually with no clinical manifestations. CIM3 molecule is 
sialoglycoprotein which provides anti-adhesive barrier on cell 
surfaces, impending the function of several types of receptors. 
The aim of the study was to analyse quamitatively of CD 43 positive 
cells in 40 eases (20 mixed and 20 focal thyroiditis). Measurements 
were performed in fixed paraffin-embedded and immunostalned 
representative sections of thyroid tissue. 
The CD43 values for mixed [Mr] and focal thyroiditis [FT] were, 
respectively: 338+/- 109 cells/era2 and 102+/-39cells/era2 in 
intraepithelial compartrnvnt, 7670+/-1810cells/cm2 and 1074+/- 
249cells/cm2 in stroma compartment, 9689+/- 2732calls/ore2 and 
459+/-I 14coils/era2 in fibrosing stroma ( scattered c, dls). In stromal 
infiltrates CIM3 fomed 20% of all cells in MT and FT. Characteristic 
CIM3 cords were observed around atrophic thyroid follicles. 
It is concluded that, owing to the abundance of CD43 positive cells 
only in mixed form of Hashimoto's thyroiditis, measurement of the 
cells has a diagnostic value, and CD43 should therefore be included in 
the cytological antibody panel. 

P-610 

THE PECULIARITIES OF METABOLISM IN ADENOHYPOPHISIS 
AND ADRENAL CORTEX CELLS IN ACUTEPERITONITIS 
Bazhenov E.L*,Glumov V.Ya.*, Bashmakov A.B.**,Terekhov V. S.* 
Patology Anatomy Department, Medical Academy*, l.zhevsk, and Asta 
Medicaf*,Mosr Russia 
The aim of  the investigation: the study of enzyme activity in the calls of 
�9 ~en0hypophisis (AH) and cortical adrenal zone (CAZ) taking part in 
tmrmone synthesis and secretion in acute experimental peritonitis. 
Methods: ft~cal peritonitis (FP) was simulated on white ra~ acid 
phesphata~. (~oid p'tcme), a~kaline phospbalmse (~lk p'tsse)v NAD, 
NADP, succianate - denydrogenaso (SDI-I) and key enzyme of 
~eroidogenesis- 3-b-el steroiddehydrog~nuse (3-b-ol-SDH) were 
revealed on cry ostat sections, in AH and CAZ cells of intact and 
experimental animals. A quantitative evaluation of histochemical 
reactions was done by scanning method using radiation 
microspectrophotometer apparalus. ACTT~ and corticosterone were 

determined by rndioimmnnologic method mad molectdes of mama mass 
- by speclrophotometer. The information authenticity was evaluated by 
student. 
Results: endotoxicosis results in increasing progressive dyseireniatory 
impwtments in microvessels and deslructive changes in the cells of 
endocrine glands.ln addition to it antherntic decrease of SHI) is noted 
there, in ack-enal glartds NAD and N.~")P levels rivet'ease, but 3-b-ot- 
SHD level doesn't change. On the contrary acid p'tase and alk p'tase 
activity increases. Fluctuations of  enzyme activity do not prevent from 
~nthesis and secretion of  ALT'H mad corticosterone. Their 
concentration in blood increases for by e~rtain 24 hom-v. By the third 
day of  the experiment enzyme activity iu AH and CAZ ceils approaches 
to the initial levol. This is followed by concentralion decrease of 
adaptive hormones. 
Conclusions: in spite of the decrease of oxide/ice phosphorylation in 
adenocytes and corticocytes in toxonfia AH and CAZ cells can 
participate, in the reactions of organism non - specific resistance when 
abdominal cavity is intbcted. 
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MORPHOLOGICAL CHARACTERISTICS OF SKIN DIABETIC 
MICROANGIOPATHY IN CORRELATION WITH 

RETINOPATHY 

Boaoeva B*:  Bogow M.** 

Institute of Pathology *,Clinic of Endocrinology ** Fanulti of Medicine, 
Skopje-Republir of Macedonia 

Aims: to find correlation between skin biopsies microangiopathy and 
retinopathy in diabetes. 

Methods: Skin biopsies fi'om 120 diabetic patients (33 with N'IDDM 
treated with diet only or with oral hypoglycemic; 38 NIDDM treated 
with insulin and 49 with IDDM) were analyzed hystologicaly and 
hystochemically in an attempt to detcm'nlne diabetic microangiopathy. 
All biopsies were stained on HeEo, PAS and elastic tissue (Wdgc~t 
resorcin fuchisin) 
All patients were exanimate on presence of diabetic retinopathy by oph- 
talmoseopy. We analiTed also the age, the duration of  the disease. 
Results: Mieroangiopathic changes were presented in all skin biopsies. 
They were characterized by a constant homogeneous or fihrillary thic- 
kerting of the basement membrane of the vessels and arteriole hyaliaosis, 
activation of endothelial cells and vascular permeability disturbance. The 
percentage of PAS positive capillaries was in correlation with the degree 
of diabetic mieroangiopathy. Biopsies were positives on elastic tissue 
staining. The degree of  microangiopathy was in correlation with the dura 
tion of the diabetes. Retinopathy was present in: NIDDM on diet or oral 
hypoglycanmics in 22 ; in the group of NIDDM treated with insulin 27, 
and in 26 with IDDM. 
Condusiom: Wo found strong correlation (p<0,05) between the prese- 
nce of the diabetic retinopathy, the degree of  the skin diabetic mieroan- 
giopathy and duration of Diabetes. There was no correlation found 
with the type of  Diabetes. 

P-612 

A RETROSPECTIVE STUDY OF THYROID GLAND 
PATHOLOGY AND THE ENVIRONMENT OF 
THE INDUSTRIAL REGION. 
Chibisov, L.*, Reshetnikova, O. **, Bashkins, N.*, Zinchenko, O.** 
Ontology Regional Clinic, Lugansk, Ukraine*, Dept. of Pathologic 
Anatomy, Medical University, Lugansk, Ukraine** 

The aim of the present study was to examine the dynamics of 
incidences of thyroid gland pathology over the period of  the last 15 
years in industrial region of Ukraine. 
Methods: 720 cas~s of thyroid gland disease during the period from 
1983 to I997 have been studied in the industrial region of  Donbass 
(Lugansk, Ukraine). The dynamics of specific weight of thyroid gland 
malignant tumors among the other pathology is given in the table. 

Type of  pathology 1983- 1986- 1989- 1992- 1995- 
1985 1988 1991 1994 1997 

Benign tumours 21 30 14 12 12 
Malignant tumours 15 44 36 46 30 
Goitre 77 51 95 82 60 
Thyroidifis 13 9 14 25 34 
Total number 126 134 159 165 136 

Conclusions: The data presented here show an increased incidence of 
thyroid gland pathology including malignant turnouts as a result of an 
accident at Chernobyl Atomic Station. 
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FINE NEEDLE ASPIRATION IN THE DIAGNOSIS AND 
THERAPY OF THE THYROID NODULE 
Dobreseu, O.*, Cantata, I.D.*, Zbmnea, E.**, Nasser, L.**, Floarea-Strat, 
A.* 
Dpt. of Histology*, Dpt. of  Endocrinology**, University of  Medicine and 
Pharmacy "C~.T. Popa" Iesi, Romania 

Aims: The role of fine needle aspiration (FNA) is commented, as 
representing one of  the most important methods for thyroid nodule 
diagnosis, which is able to provide valuable information about the benign 
or malignant nature. The usefu]ness of  FNA, as a therapy procedure for 
some types of nodules (e.g. kystiques, b.aemoragic) is also discussed. 
Methods: We performed FNA under echographic or seyntigraphic 
control in 336 eases with unique or multiple thyroid nodules. The smears 
obtained by aspiration were stained by Oiernsa method. The number, 
and origin of  the cells, as well as the normal or pathological aspects were 
studied by light microscopy. 
Results: A number of  141 cases presented uninodular goitre and 104 
eases, multinodular goitre; in 75 eases we found kystique nodules, and in 
16 eases, adenomatous nodules. At the patients with nodular goitre the 
cytology was benign. In a single ease there were noticed some calls with 
suspect features, but the histological exam, achieved after extirpation, 
showed the benignity of  the lesion. In the group with kystique nodules 
(some of which were haemoragie), FNA also played a therapeutic role, by 
simple aspiration or by instillation of  ethanol. In 18 eases only, the 
nodules were recommended to be extirpated, but the histological exam 
proved a benign rmture. 
Conehisiona: In our opinion FNA can represent the first step in the 
diagnosis algorithm, ensuring the possibility to differentiate the benign 
from the malignant nodules. Thus, a simple, sensitive and specific 
method is availabie for the selection of  the eases requiring surgical 
interven~on. 

P-615 

APOPTOSIS AND COLORECTAL CARCINOGENESIS 
Caruso ML, Valentinl AM 
Dept. of  Pathology, IRCCS "S.De Beilis" Castellana Grotto (BA), Italy 
Aims: the progression and growth of  cancer are regulated by cell 
proliferation and cell loss, the latter of  which is asso0lated with apoptosis, 
or programmed cell death (PCD). PCD is controlled by inducers (ie p53), 
and suppressers (iv bcl-2), and the balance between these stimuli determines 
whether the ceil cycle enters mitosis or apoptosis. The relationship between 
PCD, bd-2 protein, p53 expression, and veil proliferation (PCNA index) 
was studied to determine each of their roles in coloreotal carcinogenesis. 
Methods: twenty.six sporadic adenoma specimens subdivided in early and 
late, 25 FAP adeDomas, arm 34 color,vial carcinomas were used in this 
study. PCD was identified and evaluated using the in situ end-labeling 
method while an immunoperoxidase technique was adopted to detect bcl-2, 
p53, mad PCNA proteins. 
Results: PCD index was 9.4%__.3.3% in sporadic adenonms (1% in early 
and 14.6% in late), 10.2__.3.8% in FAP adenomas, and 6.3%• 1.2% in 
carcinomas. PCNA Index was 39.1 +22% in sporadic adenomas (30.5% in 
early and 46% ha late), 36.9• 18. I% in FAP adenomas, and 41.5 m29.6% in 
carcinomas. Five sporadic adenomas (3 early and 2 in late) were bcl-2+, vs 
12 FAP adenomas and vs 8 carcinomas Fifteen sporadic adenomas ( 1 early 
and 14 late) were p53+ vs 16 FAP adenomas, and 21 carcinomas. None of 
patients with bel-2+ carcinoma died durimg the follow-up whereas only 51% 
ofbel-2 negative patients mrvived. 
Conclusions: during the oolorectal carcinogenesis, bel-2 resulted to be an 
early event while p53 gone mutation a later event. Moreover, we have 
demonstrated an imbalance between cell proliferation (increased) and cell 
death (decreased), probably due to the possible action of bcl-2 in the 
inhibition of  programmed ceil death in the eoloreetai carcinogenesis. More 
difficult remains to explain the role of  bel-2 in patient survival, even if in 
other reports its expression resulted to be associated with a more favorable 
outcome. 

P-614 

THYROID CANCER IN PRECARPATHIAN ENDEMIC GOITER 
REGION 

Novk V,I. 
Department of Pathology, Medical University, Lviv, Ukraine 
Aims: The research of morphological features of thyroid cancer in 
Precarpathian endemic goiter region. 
Methods: The retrospective analisys of archive data and conclusions of 
histologie2d examinations of thyroid gland from 11001 patients was 
performed. All these patients were operated on thyroid gland in Lviv 
Regional Hospital at the period 1923-1998. Quantitative analysis of the 
material was carried out with the help of personal computer. 
Results: Thyroid cancer (TC) in 1923-1930 was found in 14.9%, in 
1931-1970 in 2.9-5.6~ among all patients. In the last 28 years the 
number of  TC increased again by two times and was in 1981-1990 
10.6%, ir~ 1997-1998 12.4%. In the years 1923-1930 among the total 
number of TC papillary carcinoma was found in 28.5%, follicular 
carcinoma - 7.1%, undifferentiated carcinoma - 57.1%. In the years 
1981-1990 papillary carcinoma equaled to 65.0%, follicular carcinoma - 
17.2%, undifferentiated carcinoma - 3.9%. In the years 1997-1998 
among total numb er of  TC papillary carcinoma was found in 78.6%, 
follicular carcinoma - 8.3%, undifferentiated carcinoma - 2.8%. 
Medullary carcinoma was found at the first time in 1971-1980, in the 
years 1997-1998 it increased to 6.9% among total number of TC. 
Papillary microcareinoma and oxyphilie cell carcinoma (papillary or 
follicular) were found only in the years 1971-1998. 
Conclusions: The increase of number of  TC among all operated 
patients with thyroid pathology and the increase of number of papillary 
carcinoma among all number of TC were found at the analysing period 
in Precarpathian endemic goiter region. TC, especially early forms, was 
found in patients with another thyroid pathology, more frequently with 
autoimmune thyroiditis, multinodular goiter. 

P-616 

LIGHT AND ELECTRON MICROSCOPIC STUDY OF IMME- 
DIATE AND LATE LEAD-INDUCED HISTOPATHOLOGICAL 
CHANGES IN RATS (WITH SPECIAL REFERENCE TO THE 
RETINA) 
Elham M. El Shazli*, Sahar M. Mansour* and Safwat Gergies.** 
Dpt. of Pathology Research, Institute of Ophthalmology*, Giza, Egypt 

and Dpt. of Anatnmy. Kasr el Aini Cairn 1Jniversity**. Egypt. 

Aims: Since the literature reviewing the lead-induced retinal changes 
was limited, so the aim of this study was planed to evaluate such 
changes. 
Methods: The present study consumed 30 albino rats; 15 newborn and 
t5 adults. Ten rats from each group were subjected to a daily dose of 
lead oxide. Light microscopic examination of brain liver, kidney and 
retina was done. The latter tissue was further examined by electron mi- 
croscopy. 
Results: The results of  the present research disclosed a severe retarda- 
tion in growth. There were obvious lesions in brain, liver and kidney of 
rats subjected to lead. These lesions were more in growing than adult 
rats. The lead induced retinal changes were more in growing than 
adult. It affected all the retinal layers specially the retinal pigment epi- 
thelium, photoreeeptor and ganglion cell layers as well as the blood 
vessels. 
Conclusion: Lead toxicity triggers a series of lethal effects that ends in 
retinal atrophy, as well as severe damage to other vital organs. This 
should direct the attention of authorities responsible for protection of 
the environment to put strict measures on industries for prohibition of 
lead containing compounds. 
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TYROSINE PHOSPHORYLATION AFFER SUPERFICIAL INJURY 
IN ISOLATED GUINEA PIe GASTRIC EPITHELIUM 
A.Bhowmik*, .T.Halme**, H.Paimeia*/**. Depts of Surgery and 
Pathology, Heisinki University Cenlral Hospital* and Kanta-H~ne Central 
Hospital**, Halsinki and H~aeenlinna, Finland. 

Supexfieial (microscopic) mucosal injury and subsequent immediate repair is 
known to be asssoeiated with induction of proliferation within the proliferative 
zone of the mueosa. The preeise mechanism of this induction is unknown. 
Aim_." To study the phosphotyrosins immunomactivity of the mucosa (PTYR- 
IR) after superficial injmy as a sign of involvement of tyrosine receptor 
signalling in the induction of proliferation. Methods: Guinea pig gastric 
epithelium was separated from the museularis layer, mounted in Ussing- 
chamber and injured with 1.25M NaC1. Subsequently, the tissue was perfused 
(37~ pH7.0) for 4h and analyzed morphologically. During the perfitsion the 
eieclric resistance of the tissue was re, corded and the tissue was ~qmsed (L/S) 
either to 200/uM gonistr or to 100 nM EGF-TGF, en antagonist or agonist of 
tyrosine phosphorylation. Proliferative activity (PI) was assessed by 
immtmohistochemistry morphomotrieally (number ofimmmaopositive cells per 
300 cells) after staining of the tissue against Ki-67 nuclear antigen. FrYR-IR 
was assessed by immunohistochemistry aRer staining of the tissue with 
monoclonal pbospbotyrnsine antibody. ~ Superficial injury induced a 
significmat dr of PTYR-IR of the tissue. This reduction could not be 
modulated with exogenous genistein or EGF-TGF. The mean PI of of the 
injured tissues was 23.0-a:0.5 and that of uninjured controls 11.8• aRer 4h 
recove, ly (P<.05), The exposure of the tissue to genistein during the recover/ 
decreased the Pl to 2.3*0.5 (P<.05).Both eleetrophysiologic and mo~phologic 
recovery were sensitive to genistein. Conclusions: Superficial mucosal injury 
results in a significant and independent reduction of phoshotyrosine 
immanoreaetivity (PTYR-IR) of the tissue. Nevertheless, the tyrosine kh'mse 
pathway is sensitive to g~tistein and its inhibition is reflected in the 
eh~'trophysiologic and morphologie recovery, and, in the PI of the tissues. 

P-619 

PROMOTION OF RAT CARDIAC ALLOGRAFTS SURVIVAL 
BY INTRATHYMIC INOCULATION OF DRUG DELIVERY 
SYSTEMS OF IMMLrNOMODULATING AGENTS 
Panko S.V,. Saehek M., Karpitrky A., C-rishin I.N.and Panko S.S. 
Research Institute for Radiation Medicine, Vitebsk, Belurus. 
Aims: Immunosuppressive agents used in organ transplantation, 
including corticosteroids and cyclnsporine, have many sides effects 
and may alter the physiology of normal and grafted organs. That is 
why, we developed a method pr~amtion ofearboxymethylcellulose 
lipid mierocapsules of FK-506 with an entrapped alloantigens (AAg) 
from donor cells (DDS-FK-506/AAg). 
Methods: For the purpose of studying the effects of alingraR 
rejection, two protocols were investigated: a) recipients received 
intrathymic injection of DDS-FK-506/AAg for 10 days before 
heterotopic heart transplantation; b) hosts received a similar dose of 
the drug for 10 days before engraRment, but only by intravenous 
mute. Graft survival increased from about 4 days in b) group animals 
to 10-12 days in a) group (P < 0.001). 
Results: Histological studies of allografts at day 5 showed that 
intrathymic injection of DDS-FK-506/AAg resulted in only a mild 
reduction in cell infiltration, but in a marked decrease in graft edema 
and interstitial haemorrhage. Hearts explanted as early as 4 days after 
transplantation in b) group demonstrated lymphocytic in~trates and 
evidence of myocyte necrosis. 
Conelufion: We conclude that this model with inttathymic 
inoculation a single dose of DDS- immunosuppressiv agent 
concurrently with alloantigen significantly inhibited donor-specific 
responsiveness to rat eardiec allngrafls. 
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ORGANOTYPIC SKIN CULTURE AS IN VITRO MODEL FOR 
SKIN GRAFT-VERSUS-HOST DISEASE 
Jasmiuka Jakic-Razumovic*, George E. Sale'* 
Department of Pathology, University of Zagreb, Croatia', Fred 
Hutchinson Cancer Research Center, Seattle, USA** 
Aims: The aim of this study was to try to reproduce graft-versus- 
host (GVH) reaction in vitro using organotypie skin cultures as in 
vitro model. 
Methods: Epidermal and dermal tissues from dog skin as a source 
of keratinocytes and fibroblasts were used to reproduce artificial 
skin (organotypic skin cultures). Additionally, peripheral blood 
mononuclear cells from the skin donor were used as stimulators in 
bulk-mixed leukocyte culture (MLC) with responder cells from an 
unrelated dog leukocyte antigen (DLA) non-identical dog. On day 
6, the cell suspension was harvested and used as a source of 
cytotoxie activated lymphocytes to be injected into organotypie 
skin cultures. Controls consisted of the same number of autologous 
lymphocytes added to the organotypie skin cultures and to cultures 
incubated only with media. 
Results: Histologically, some of the morphological changes 
characteristic for skin GVH reaction were locally present at the site 
of injection of activated lymphocytes, and keratinocytes showed 
major histocompatibility (MHC) class II antigen membrane 
expression. This is consistent with the pathologic findings in skin 
biopsies obtained from patients with clinical skin GVH reaction. 
Keratinocytes in control organotypic skin cultures did not show 
any epidermal damage, and failed to show MHC class II antigens 
expression. 
Conclusion: This culture system represents a promising in vitro 
model for studies in marrow transplantation where skin GVH 
disease develops. 
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ANGIOGENIC SWITCH IN A LONGITUDINAL STUDY 

OF A BRAIN TUMOR MODEL 

PEOC'H M.1, 2, LE DUCIG., REMY C 1, FABRE- 

BOCQUENTIN B 2, LE BAS JF. 1,3, PASQUIER B 2. 

IlNSERM U438, 2Service d'Anatomie Pathologique, 3Unit6 

IRM, BP 217, 38043, Grenoble Cedex 9, France 

Background: it has been suggested that the switch to an 
angiogertic phenotype can separate two stages in the 
development : tlm prevaseul~ phase aud the vascular phase. 
The purpose of  tim present work is to demonstrate the 
existence of an angiogenic switch in a longitudinal study of  a 
brain tumor model during tumor growth by means of 
mierovessel density measurements. 
Methods : the study was performed on 32 rats bearing C6 
glioma. At different stages of  tumor growth, the histological 
aspects were described and sections were iramtmostalned for 
factor Vffr-related antigen in order to hi~hliEht mierovessel 
endothelial cells. Mierovessels were counted at 400 
rnagrtifieation for different areas (central non necrotic area, 
peripheral area, contralateral grey and white matter area), 
using image analysis software. 
Results : vessel density was significantly higher at the tumor- 
brain interface ~ in the center of the tumor or in the 
eontrelateral cortex. The vessel density rernain.q stable in the 
tumor during the first 3 weeks after cell implantation, after 
which a clear increase of vessel density can be observed. 
Conclusions : the present study demonstrates the presence of 
an anglogenic switch which is concomitaut with the 
development of necrosis and pseudopalisading patlern. 
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MIKROSCOPIC PICTURE OF HEALING PROCESS OF ORAL 
MUCOSA WOUNDS [N GUINEA PIGS EXPOSED TO TABACCO 
SMOKE. 
Wr6bel,* J., Szczurek. Z.**, Cieglik, T. *, Sabat, D.**,Wierucka, B.* * * 
�9 Ist Dpt. of Maxillofaeial Surgery Silesian Medical Academy, Zabrze 
Poland; **Ist Dpt. of Pathology Silesian Medical Academy, Zabrze, 
Poland; *** Dpt.ofConservafive Stomatology and Periodontal 
Diseases Silesian Medical Academy, Zabrze, Poland. 

On the basis of clinical observations, it was found that the 
healing process of postoperative wounds of the mouth in smoking 
patients was less effective. The aim of our experimental investigation 
was to cheek the influence of tobacco smoke on mucosa wounds 
healing. So the process of mucosa wounds healing in guinea pigs and in 
guinea pigs constantly exposed to tobacco smoke. The permission to 
perform the experiment was obtained from Animal Study Biocthical 
Board, Silesian Medical University. The study was performed on 76 
guinea pigs which were divided into 2 control groups (KI - 4 pigs and 
K2 - 24 pigs) and 2 study groups, 24 guinea pigs each (DI and D2). 
The animals in control groups were not exposed to tobacco smoke (K1 
- not wounded, K2 - wounded). Study groups included animals with a 
cot in mouth mucosa exposed to tobacco smoke (D1 - 20 
cigarettes/day, D2 - 40 ci~arettes/day), The tobaoco smoke exposure 
time was 3 months altogether, including 3 months after the surgery. 
The clinical and histopathologieal evaluation was performed after the 

~i th tb th th  ~t 3 , 7 ,  1 0 ,  1 4 ,  18 and 21 day after the surgery(K2, DI, D2). 
After the animals were sacrificed a samples of  healthy tissue were 
taken (group K1 after the 21 ~ day) and samples of wounded tissue 
(K2, Dl, D2), mouth musoca, liver and kidneys. It was found that 
healing process in guinea pigs exposed to smoke was increased 3 days, 
relatively to the amount of smoke received. It was shown that healing 
process of mucosa of guinea pigs exposed to smoke was accompanied 
by chronic inflammatory reaotion which delayed cicatrization process. 
It resulted in low quality scar, especially in animals from group D2. 
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CANINE MAMMARY TUMOURS 
A MORPHOLOGICAL AND IMMUNOHISTOCHEMICAL 

STUDY: COMPARATIVE ASPECTS WITH HUMAN BREAST 
TUMOURS 

Cassali, GD t, G~rtner  F ]~, Valentl, C 2, Tafuri, WL 1, Sehmitt, F ~ 
1. Department of General Pathology - Institute of Biological Science/Federal University 
of Minas Gerais, Brasil; 2, Institute of Pathology and Mole,r Immunology of the 
University of Porto (IPATIMUP), Portugal.; 3. Institute of Biomedical Science Abel 
Salazar of the University of Porto (ICBAS), Portugal. 
Alms: To use canine mammary tumours as a model to study human breast 
carcinogenese, we revised histologically 137 cases using the modified 
diagnostic classification by WHO ( 1981 ). 
Methods: Hematoxilin-eosin staining was used to perform the histological 
classification and streptavidin-biotin-peroxidase technique for the 
immunohistochemieal study. 22 benign and 33 malignant turnouts were 
selected for immunohistoehemical studies, using antibodies for 
progesterone receptors (PR), Ki-67 (MIB-I), e-erbB2 and p53. 
Results: Out of 137 eases, 63 (45.9%) were benign turnouts and 74 (54%) 
were malignant tumours. Benign mixed turnout was the most frequent 
benign turnout (31.9%) and the duetal invasive carcinoma was the most 
common malignant tumour (14.6%). PR expression was observed in most 
of the normal and benign canine mammary tissues. However, in malignant 
tumours the number of eases with PR expression was smaller. In mixed 
tumours MIB-I expression was mainly observed in epithelial cells and less 
frequently in proliferate areas of spindle ceils, condroid and bone 
metaplasia. In malignant tumours, most of the positive cells were present 
at the periphery of the tumours. P53 expression was seen in less 
differentiated malignant tumours. C-crbB2 was positive in almost all 
turnouts. 
Conclusions: Although a difference was observed in the incidence of 
morphological types between canine and human mammary tumours, a 
similarity could be observed between histological types and expression of 
prognostic markers in these tumours. Therefore, this study strengthen the 
relevency of the canine mammary tumours as a model for the study of 
human breast careinogenese. 
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ROLE OF THE HOST MACROPIIAGES IN TUMOUR GROWTH 
AND METASTASIS IN SYRIAN HAMSTERS: /N  VITRO STUDIES 

Dept. of Oncology, Institute for Experimental and Clinical Medicine, 
University of Latvia, Riga, Latvia, and Institute of Carcinogenesis, 
N.N. Blokhln Center for Cancer Research, Moscow, Russia. 
Aim: To study a possible role of the host maerophages (Mqb) in turnout 
selection and progression a discrete characteristics of M@selected 
sarcoma cells, originating from a single spontaneously transformed 
hamster embryo evil line (STILE strain) and differing in tumorigenic and 
meetaetatic activity, were assayed in vitro. 
Methods: The STHE turnout cells studied were established by successive 
cycles of  in vitro co-cultivation with resident and LPS-aetivated M~b. 
Cytotoxic activity (CTA) of activated M~b and exogeamus hydrogen 
peroxide (H202) was examined by ZH-thymidine release assays; CTA of 
recombinant TNF-a was assayed by a photometric crystal violet dye 
cytotoxic technique; gap junctional intercellular communicating capacity 
was studied by a serape-loading Lucif~ Yellow transfer method in the 
confluent monolayer cell cultures. 
Results: We found that (a) in contrast to low-malignant parental coils and 
STHE cells selected with resident M~, the malignan/t STI-IE cell variants 
in vitro selected with LPS-activated M~ were all significantly more 
resistant to CTA of both activated M~, and H202; (b) the parental STHE 
cells and their malignant variants were all, uniformly resistant t o  
recombinant TNF-a mediated cytolysis; (c) the malignant ST[-IE cell 
variants inhibited the ability to communicate with neighborin8 cells. 
Conclusion: Collectively these results suggest a selective role for 
activated macrophagns in tumour progression, and it is su~ested that it 
may be connected with reactive oxygen intermediates (mainly, H202) 
produced by these effector cells. E-mail:fincros~wailbox.rig~lv 

This work was supported by the grants from the Lalvian Council of 
Science (IOga) and the International Science Foundation (New York). 
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ERBB-2 AND NM23 EXPRESSION IN ENDOMETR[AL CARCINOMA 
Kuzmic Prusac~ I.*, Jukic, S. *,Pavelic, K.**, Kapitanovid, S.**, 
(~apkun, V.* 
Department of pathology, Clinical Hospital Split*, Croatia, and Institute 
Ruder Boskovic**, Zagr~,  Croatia 
Aims: This study was undertaken to examine the prognostic and possible 
diagnostic value of erbB-2 and rim23 expression in relation to other 
clinicopathologic features in patients with endometrial caw.thorns. 
Method~: Expression of the erbB- 2 and the nm23 anti-metastatic gene 
product was examine by immunohistc~hemistry in formalin-fixed, parat~i~ 
embedded tissue of 86 endometrial carcinoma. 
Results: ErbB-2 and nm23 were positive in 64% and 23,3*/, of cases, 
respectively, No association was found between these two genes (p--~),063), 
ErbB-2 was associated only with adenosquamous histological subtype 
(p=0,044), whereas expression of erbB-2 product was found in 11 of 12 
(92%) edenosquamous carcinomas. No association was found betweea 
erbB-2 oucogenr and histologic grade, depth of myometrial invasion, 
vascular space invasion and FIGO stage. 
Absence of nm23 staining was positively correlated with higher turnout 
grade (p=0,0065), deeper myometrial invasion (p--O,02) and vascular 
invasion (p=0,028). No association was found between nm23 
immunostaining and histologic subtype or FIGO stage. Both gene products 
did not significantly correlate with oestrogen and progesterone receptor 
level. 
Conclusion: ErbB-2 oncogene product can not be used as prognostic 
marker in endomctriai carcinoma but it might be adopted as diagnostic 
marker for adenosquamous histologic subtype. Anyway, investigation must 
be done on larger number of tumours. Since nm23 correlated with turnout 
grade, depth of myometrial invasion and vascular invasion, loss of its 
expression in endomctrial carcinoma may be helpful in predicting metastases 
and expansion of disease. Both genes can not be used in predicting survival 
period. 
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EFFECTS OF TAMOXIFEN ON STEROID HORMONE RECEPTORS, 
HORMONE CONCENTRATION AND DNA CONTENT BY FLOW 
CYTOMETRY IN ENDOMETRIAL CARCINOMA 
Nola M_, Juki b S, Ilia: J, 13abi~ D, Kos M, Dotli6 S, Tomi~,i~ I, ~avar ~, ('ima 1 
Dpt of Pathology, Uoiv, School of Medicine, Zagreb, Croatia 
Aims. The aim of this study was to find out whether tamoxifen has ,an effect oo 
homaone steroid receptors, hormone concentration, DNA content and 
proliferative activity in eodometrial cancer and to correlate fl*e tamoxifen induced 
changes with clinical stage, tumor differentiation, depth of invasion and 
histologic type. 
Methods. Thirty postmenopausal women with endometrial carcinoma were 
treated with 3(I mg of t,'unoxit~n daily for 7-1(I days after the eurretage Steroid 
hormone receptors (ER mid PRk levels of FSH, LH, prolaetin, cstradiol, 
progesterone, testosterooe, DHEAS, SHBG, and DNA ploidy and proliferative 
activity were determined before and after the therapy. The patients were also 
divided into favorable mad nnfavorable prognosis groups according to classical 
histological parameters. 
Results. After the trcatmant, there was a net increase in the PR and SHBG, and a 
significant decreast: in the ER The increase in PR and decrease in ER occurred 
in the patient group with favorable prognosis regarding histologie type, degree of 
differentiation and clinical stage, but also in the unfavorable prognosis group 
regarding the depth of myometrial invasion. Statistically significant deereasc in 
the FSH concentration was observed in the groups with tb_vomble prognosis 
regarding histologie type, depth of myometrial invasion, and grade of 
differentiation. Concentration of SHBG was significantly increase, d in gronps 
witlt thvorable prognosis if histo[ogic type and grade nf diflbrentiatico were takeu 
into account. 
Conclusions. We conclude that tamoxifen therapy can reduce progesterone 
receptor synthesis even tn tumors with low initial progesterone receptor levels. 
making such tumors potentially responsive to additional hormonal therapy with 
progesterone. 
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~denomyos i s :  f r e q u e n c y  and a s s o c i a t i o n  w i t h  p&to-  
a n a t o m i c  c h a n g e s .  
Behrendto Nt B a r g h o l d t ,  Tp Eriksenw L# Hertar Jt 
�9 &oobne~r M. 
Departments  o f  P a t h o l o g y  and ~ n e c o l o g T ,  G e n t o f t e  
H o s p i t a l s  DenmsrR .  
Aims: Adenomyosis refers to the presence of 
islands of endometrial glands and stroma within 
the myometrium with or without hyperplaeia of the 
myometrium. 
Methods: To evaluate the prevalence and 
associated pato-anatomical changes, the clinical 
records and hysterectomy specimens during a 2 
year period (549 patients) were retrieved. Data 
were collected on indication for the 
hysterectomy, presence of dyspareuni, menstrual 
pain, chronic pain, age, parity, and former 
transcervical procedures. All histologic 
diagnosis were reviewed. 
Rosults: Depending on the distances of the 
adenomyotic islands from the endometrium the 
occurence of adenomyosis varied between 10%-18%. 
We defined adenomyosis as islands of glands and 
stroma more than 3 mm from the endometrium, 
together with myometrial hyperplasia; 68 (12%) 
women fulfilled these criteria. 
The data analysis showed significant association 
between the presence of endometrial hyperplasia 
and adenomyosis, but there was no association 
with endometriosis, endosalpingiosis, leiomyomas, 
polyps or endometrial carcinoma. Furthermore 
there was no significant association with 
dyspareuni, menstrual pain, chronic pain or 
indication for hysterectomy and adenomyosis. 
Conolusiom: The results might indicate that 
adencmyosis could be associated with estrogene 
and progesterone receptor status. 
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lmmunohistochemical  localization of metallothionein in the human 
endometrial lesions 

E. loachim, E. Kitsiou, K. Carassavoglou, S. Stefanaki and N.J. Agnantis 
From the Department of  Pathology, Medical School, University of  
loannina, 45110 loarmina, GREECE 

Introduction: The aim of  the present study was to investigate the role of 
Metallothioneins (MT) in endometrial lesions, in correlation with the 
expression of estrogene (ER) and progesterone (PgR) receptor eontent~ 
p53, bcl-2 and proliferation indices. 
Methods: 65 cases of  endometrial carcinomas and 34 cases of  
hyperplasias with or without atypia~ were studied immunohistochemically 
using a monoclonal mouse antibody (E9) against a conserved epitope of I 
and It isoforms 
Results: MT expression (>5% of neoplastic cells) was observed in 6.2% of  
carcinomas, a focal MT positivity was detected in 16.9% of  carcinomas 
while in 76.9% of carcinomas completely lacked MT expression. In the 
group of hyperplastic lesions MT expression was only detected in small 
loci in 3.3% of  the cases and especially in the atypical hyperplastic lesions. 
A statistically significant difference of MT expression was observed 
between carcinomas and the group of  hyperplasias (p=0.0014). MT 
showed statistically significant tendency far higher expression in the cases 
o f  F1GO stage IC than in those of FIGO IA,B stage (p=0.03). Carcinomas 
with squamous metaplasia showed higher MT expression (p=0.005) than 
these without squamous metaplasia, A statistically significant inverse 
association between MT expression with estrogen (ER) receptor 
content(p=0.0025) and progesterone (PR) receptor (13=0.0016) content was 
observed in all cases. No correlation between MT expression with the 
grade of differentiation, p53, bcl-2 and the proliferation indices (PCNA, 
MIBI) was found. 
Conclusion: These data suggest that MT expression is an early event in 
endometrlal carcinogenesis, which maybe is regulated by estrogen and 
progesterone and it could be used as an additional biological marker 
indieatina aggressive endometdal lesions. 
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MORPHOLOGIC VARIANTS OF UTERINE SARCOMAS 
Sidorenlm Y~, Nepenmyashaya E., Neredo G., Bosenke S. 
Dpt of Gynecology, Dpt of Pathology, Cancer Research 
Institute, 
Roster-on-Dins, Russia 
A.im: tn de tm, 'm|~  hi~vdleqgic variantx and f r e ~ , , ~ y  of 
saremmas on operative mater ia l  
Methods: We studied clinic, d iagnQs~ and histe|ogie 
~ m c t u r e  of uterine s a ~ m m ~ ,  After  gene~ l  and gynecologic 
e*~mination puticats under  went panhysterectomy. Histelogic 
analysis was performed at the level of  light micre~-epy by 
histol0gic and hlsinchemica] methods. 
Results: Within the period of 11 years (1988-1998) 5674 women 
having uterine neopla~a were operated. Uterine ~ o m a s  were 
diagnosed in 131 (2,3*/0) patients, uterine cancer - in 1824 
02,1%) patlmtL Uterine sa~-mnas constituted 6,7% of all 
m a l i ~ n t  tmnours. The age of the patients varied between 30 
and 70 years, Mere than 70% of uterine sarcomas were revealed 
ht the age group 50-69. H.istolegic types of sarcomas were the 
following: endometrtal stromal sarcoma - 52, lelomyosapmma - 
43, carchmsarcoma - 20, mesedermal mixed mmeur - 15, 
mali mmant heman~operic~oma -L  Postoperative radiotherapy 
was performed. 
Conclusion: Cklm'cal and histologic ~udy of uterine sarcomas 
has been performed. 
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BRENNER TUMOR: HISTOLOGIC, HISTOCHEMICAL AND 
IMMUNOHISTOCHEMICAL INVESTIGATION 
ProdanovaI., Grncarovska Z.*, Ivkovski Lj., Stavric G. 
Laboratory for Histopathology and Clinical Cytology, Institute of 
Radiotherapy and Oneology, Department of Obstetrics and Gynaeeology*, 
Medical Faculty, Skopje, Republic of Macedonia 
Aims: The modern classification of ovarian tumors based on histogenetic 
principles is clinically important in the evaluation of prognosis and 
d;fferential therapy. Since the histogenesis of B:elmer tumor (BT) has 
been linked with the urothelial nature, the purpose of this study was to 
compare the histoehemical and immunohlstoehemieal patterns of BT with 
transitional bladder ceils. 
Material and Methods: Out of the total of 1130 ovarian tumors 
diagnosed over the period between 1989 and 1998, there were only 7 BT, 
6 benign and 1 proliferating. In addition to the hematoxylin and eosin, 
periodic acid-Sehif, mueicarmine and alcian blue were utilized. Selected 
sections were immunostained for keratin, eareinoembryonic antigen, 
epithelial membrane antigen, ehromogranin and neuron-specific enolase. 
The same methods were utilized for selected bladder tumors of the 
transitional cell type, grade I - II. Results: Cells of BT and bladder 
epithelium revealed the presence of glycogen in all cellular layers, and an 
aIeianophilie surface mucous coat. Immunohistochemieally, 
c~cinoembryonic antigen, epithelial membrane antigen, keratin reaction, 
chromogranin and neuron-~eeifie enolase reactivity were found in BT 
and urothelium. 
Coneluslon: The eornmon histoehemical and antigenic pattern of BT cells 
and urothelium point to their common origin, which is an indirect 
confirmation of the hypothesis that BT cells derive directly from the 
mllllerian system of the female peritoneum, which, due to the relationship 
of the gonadal ridge to the mesonephros, preserves the ability to undergo 
transitional cell differentiation. 
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P53 AND BCL-2 EXPRESSION AND CHEMORESISTANCE IN 
OVARIAN CARCINOMAS. 
S. Rossi*, E. Grandi*, R. Martinello**, L.Cavazzini* 
Sezione di Anatomia Istologia Citologia Patologica - Dipartimento di 
Medicina Sperimentale e Diagnostica*, Sezione di Clinica Ostetrica e 
Ginecologica - Dipartimento di Scienze Biomediche e Terapie avanzate**, 
Universit/t di Ferrara. 
Aims: We look for a possible relationship between the p53 and bcl-2 
proteins expression and the response to chemotherapy in ovarian 

Methods:  Formalin-fixed paraffin-embedded tissue sections obtained from 
62 ovarian carcinomas of different histologic types (31 serous, 11 
endometrioid, 4 mucinous, 2 clear cell, 3 undifferentiated and I1 
compound) and FIGO stages (I, 11 cases; II, 9 cases; III, 30 eases and IV, 
8 cases) were studied. The expression of p53 and bcl-2 proteins was 
determined by immunohistochemical staining, using Mab anti-p53 (DO-7) 
and anti-bcl-2 (c1.124) (DAKO). The specimens were graded by 
semiquantitative method. All patients selected had received first-line, 
platinum-based combination or mono-chemotherapy. 
Results: The patients examined included 6 cases with absent response 
(progressive disease), 16 cases with partial and 40 cases with complete 
clinical response to chemotherapy. P53 exnression: 33/60 (55%) eases 
showed positive staining for p53 and 27 were negative. ~ i - 2  ext~ression: 
39/62 (63%) cases stained positive for bcl-2 and 23 were negative. 
Correlation between n53 and bcl-2 exnression aagl the resoonse tO 
chemotherapy: The patients were distinct in two main groups, including 
respectively those with absent and partial response (PR) or those with 
complete response (CR) to therapy. Eleven (55%) of the 20 patients with 
PR and 22 (55%) of the 40 patients with CR were p53 positive. Fourteen 
(64%) of the 22 patients with PR and 25 (63%) of the 40 patients with 
CR were bcl-2 positive. 
Conclusions:  No association between p53 and bcl-2 expression and 
response to chemotherapy was found. 
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ENDOMETRIAL CHANGES IN TAMOXIFEN-TREATED PATIENTS 
Re~lov/t T., Re~[ M.*, To~ner I., Filip S.** 
Depts. of Obstetrics and Gynecology, Pathology*, and Oncology**, 
Charles University, School of Medicine, Hradec Krhlovd, Czech Republic 
Aim. Antiestrogenie effect of tamoxifen (TAM) treatment of hormonal 
dependent breast cancer significantly increases the survival rate. This 
therapy progress may be complicated with proliferate endometrial 
stimulation inclusive malignant transformation. The TX similarity to the 
diethystilbestrol is discussed as a probably causative factor. We describe 
six patients with endometrial abnormalities associated with prolonged 
TAM breast cancer therapy. 
Method. A search of the files at Univ. Dept. of Obst. and Gynecol., 
Hradec Kr~lovd, from 1996 to 1997 identified 93 patients treated with TX 
for hormonal dependent breast cancer. In twenty of them, the vaginal 
ultrasound encountered the endometrial abnormalities. Six women were 
selected from the mentioned set because of vaginal ultrasound and/or 
morphological examination were performed before the onset of TAM 
treatment, i.e., the diagnosed changes may be noted as a very probably 
side effect of the TAM therapy. 
Results, Six patients aged between 43 and 63 years (mean, 59 years) were 
treated with TAM (20 nag dally dosage) in time period between 9 and 36 
months (mean, 28,5 months). Four of them were presented with 
hyperplastic endometrial polyp with focal atypical hyperplasia in one 
lesion. In one woman, the endometrial well differentiated mucousal 
carcinoma was diagnosed after 27 months of TAM treatment. In sixth 
postmenopausal patient, the uterine adenomyosis was diagnosed. 
Conclusion. Endometrial changes as a possible side effect of TAM 
treatment are usually formed of hyperplastic polyps. Periodical 
gynecologic assessment should be a part of prevention of more serious 
lesions such as atypical hyperplasia or malignant transformation. As a rare 
complication of TAM therapy, the uterine adenomyosis was described in 
one postmenopausal patient. 
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ARE STEROID RECEPTORS USEFUL IN DISTINGUISHING 
ATYPICAL HYPERPLASIA FROM WELL DIFFERENTIATED 

ENDOMETRIAL ADENOCARCINOMA ? 
Teleman, S.*, Freudenberg, N.**, Hilgarth, M.**, Bettendorf, H.**, 
Mihailovici,MS*~ Butcovan, D* 
Dept.of Pathology, UniversiIy of Medicine "Gr. T. Pupa" tasi*, Romania 
Dept. of  Gynecology, University of Medicine Albert Ludwig** Freiburg, 
Germany 
Aims: To evaluate if the immunohistochemical investigation of estrogen 
and progesteron receptors (ER, PR) is useful in distinguishing atypical 
hyperplasia (All) from well differentiated endometrial adenocarcinoma 
(AC), 
Methods:histereetomy specimens were immunohistochemicaly investigated 
for ER and PR epithelial positivity on paraffin embedded tissues. The 
~norphological diagnosis was as follows: 10 eases of AH alone, 67 eases of 
well differentiated endometfial adenocarcinoma from which 25 cases were 
associated with AH, and 20 eases with other degrees of endometrial 
hyperplasias. The percentage of positive epithdial cells and the staining 
intensity were appreciated on a scale with 3 levels. 
Results: in EH without atypias there is an uniform positivity for both 
receptors and the staining intensity is high.There is a decreasing of  both ER 
and PR from EH, to AH and AC. in AH and AC there is a very important 
inter-case variability of ER and PR positivity. Some eases were high 
positive for one or both receptors while others had a low positivity. The 
staining intensity was also variable, in general moderate 
Conclusions : There is a deereaso of ER and PR positive epithelial cells 
from endumetrial hyperplasias without atypias to atypical hyperplasia and 
well-differentiated endometriat adenocarcinoma. Between AH and G I AC 
the differences are not statistically significant. This feature and in plus the 
great inter-case variability of the ER and PR positivity sustain that 
immunohistoehemical investigation of steroid receptors is not useful in the 
differential diagnosis of atypical hyperplasia and well differentiated 
endometrial adenocareinoma but may be of great value for the therapeutic 
decision in both lesions. 
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GOSEKI GRADING AND GASTRIC CANCER 
Caruso ML, R Armemano,Vatentini AM, M Pirre|li 
Dept. of Pathology, IRCCg "S.De Bellis" Castellana Grotto (BA), Italy 
Aims. Goseky et at. have described a novel grading system based on 
architectural findings and thnctional property of the cells to add to TNM 
staging system i~ the ability tO predict outcome. They differentiated 4 
groups of GC: tubules well differentiated, intracellular mucus poor (group 
I); tubules well differentiated, intracollular mucus rich (group II); tubules 
poorly differentiated, intracellular mucus poor (group IIl); tubules poorly 
differentiated, intracellalar mucus rich (group IV). Our aim was to apply 
this histological grading to our case histories of GC to verify its prognostic 
value. 
Methods: new sections from 80 specimens of Advanced GC were stained 
with Aloian/PAS to assess for tubular differentiation and intracytoplasmic 
mucin content, The Goseld grading was carried out as a separate exercise 
"blind" to the results of Lauran's classification, WHO grading system~ 
TNM system, and patient outcome. 
Results: the smallest category was Goseld grade II (13%) vs grade 111 
(26%), grade IV (29%), and grade l (32%). There was a significant 
correlation between Goseld grade I-II tumours and Lauren intestinal type 
and well- or moderately differentiated turnouts; between Goseki grades Ill- 
IV tumoms and Lanren diffuse type turnouts and poorly differentiated 
tumours. As regards mucin content, Goseki grades [I-W tumours were 
statistically associated with Lauren diffuse type turnouts. Grade Ill/IV 
turnouts had a greater tendency towards lymph node invotvem*tlt with the 
highest proportion of N2 (62%) (p<0.05). Sixty percent of patients with 111 
TNM stage and Goseki grades Mll  (mucin poor) tumours survived during 
follow-up vs I1% of patients at same stage with cancers mucin rich 
patterns. 
Conclusions: we have shown that Goseki system can provide a more 
accurate prognosis in patients with G-C when added to the TNM staging 
system alone, Particularly, its use may be of help to modulate the adjuvsnt 
treatment after surgical resection for patients with Ill TNM stage. 
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RESULTS OF MULTIFACTOPdAL STUDY OF CHRONIC 
GASTRIC ULCER lvtAgGlN 
Khardzeishvili O., Dekanosidze T., ~ Sarishvili M ,  
Avaliani Z. 
Department of Pathology, Thilisi State Medical University, Tbilisi, 
Oeorsia 
Aims: The aim of this study was tlm evaluation of regenerative, 
dismgenerative, displastio and memplastir processes and HelicolmO~r 
infection in the chronic gastric ulcer margin. 
Methods: It was studied the operative and bioptic material (500 
cases) in the Department of Pathomorphology of the Republican 
Central Clinical Hospital of Georgia (1195-98). Paraffin seotioos 
were processed through the general histological, special histological, 
histochemical and morphometrir methods. The quantitative data was 
statistically processed. 
Results: According to the well known 3 degr~m nfd/splasia, the 
results of investigation showed the important l~guliaritics in stragtum 
of layers in epithelium, shape of epitheliucyms, sha W of nuclei, 
distribution of chromatin, forms of mitosis and atypical mitosis, 
ntmleus-q, toplasm index, relationship of cpitheliocyte,J with 
basement membrane, goblet cells, shape, fa'oma and ratio of glands, 
quantity of mucous secretion, cells of APUD system and distribution 
of qmmtity of  H e l i o ~ r .  
Conehmion: Based on the quantitative end qualitative analysis of 
study data there were determined 5 degrees of displasia of  chmnin 
gastric deer  margin, which will be helpful in differential diagnosis of 
MI and II-III displasias. 
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HISTOLOGICAL AND CLINICAL FEATURES OF 
RECTAL NEUROENDOCRINE TUMORS : ABOUT !.2 
CASES. 
F. Bibeau_ N Youssd, D. Mescurr (I), Ph. I..ass~r (2), M. Ducr~x 
(3), E. Baudin (4), I.C. Saboarin (I), P. DuviUard (1). 
Dpts of (I) Pathology, (2) Oigcs~ve Surgery, (3) Gastrointestinal 
Oncology a~d N~tcl~x Med/cin~, ~ Cra~ve-Ko'assy, Viliejuff, 
France, 
Rectal neuroendocrine tumors represent 12,6 % of gut 
nouroendocrine tumors. Cellular differentiation is oRena missing 
datum on histological reports. However, it has clinical relevance 
because chemotherapy depends on tumor differentiation (i-e 5 
FU-Streptozotocine for well differentiated tumors and VP16- 
Cisplatin for their undifferentiated counterparts). 
The aim of this study was to emphasize histologic and clinical 
features of rectal neuroendocrine ~mors in a retrospective study. 
Twelve cases, collected from the files of our Institute, were 
available with following data: age, sex, first symptoms, tumor 
size, histology, treatment and evolution. Among these 12 eases, 
9 were women, 3 were men ; mean age was 52 (26-76). First 
symptoms were : transit dysfunction, abdominal and pelvic pain, 
rectal bleedings and painful hepatomegaly. Tumor size varied 
fi'om 1~mm to 48 ram. Surgical treatment consist of endoscopic 
resection in 7 eases~ recto-sigmoidectomy in 2 cases and perincal 
and abdominal amputation in I case. Adjuvant or first 
ch~nothcrapy was done in 5 eases. Histological analysis of these 
case, previously classified as neuroendocdne tumors, recognized 
9 well dif~retttiated cases (with c~cinoid or atypic carcinoid 
features) and 3 undifferentiated cases (small ceil type). 
Conclusion: among rectal neuroendocfine tumors, which axe 
rare, undifferentiated types need to be distinguish, because they 
require specific chemotherapy. 
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ENTEROCHROMAFFIN-LIKE CELLS IN PATIENTS WITH 
HELICOBACTER GASTRITIS BEFORE AND AFTER 
ERADICATION THERAPY 
~clikel ) ~'.A.*. ~evik H**, Akg:hirlio~lu R.*, K011u S *, Ulusoy N.B.** 
Dpts. of Pa|holob-Y* and Gastroenterology**, University of Marmara. [staabuL 
T/~RKIYE 
Aims: Helicobaeter pylori infect;ion contributes to hypergastrinem~a 
which is known to have trophic stimulus on enteroehroma~n-like 
(ECL) cells. In H. Pylori gastritis both hyperplastir and 
pseudohyperplastic changes occur in ECL-cdls. In this study, our aim 
was to compare gastrin producing (G) calls and ECL-eells in biopsies 
maintained befbre and after eradication of H. pylori in order to assess 
the exact nature of ECL-eelIs, whether they are truely hyperplastic or 
just cell clusters as a result of glandular atropy. 
Methods: Thirty patients with Heticobacter gastritis are included in the 
study In each case, 2 antral and 2 corpus biopsies prior to 2-weeks of 
triple therapy (amoxicillin + elarithromiein + omeprazole) and 6-8 
weeks aRer the therapy are evaluated. Activity of Heiicobacter gastritis, 
degree of atrophy, and type of metaplasia are recorded for each biopsy. 
lmmunohistoehemical expression of both chromogranin-A and gastrin 
was assesed semiquantitatively. 
Results: The activity of Hellcobacter gastritis, the degree of atrophy 
and type of intestinal metaplasia did not correlate with the degree of 
chromogranin A expression in the oxyntic mucosa Chromogranin A 
expression in oxyntie mucosa did not differ between biopsies taken 
be|hre and after the eradication of H. pylori. Immunoexpression of 
gastrin in antral mucosa was significantly related to the degree of 
chromogranin A expression in biopsies maintained prior to therapy (p< 
0.05), altough this could not be demonstrated in postIreatment biopsies 
Conclusions: We concluded that ECL-coII proliferations seen in H 
gastritis are mostly due to hypergastrinemia and lhat they are not 
reversib)e after H pylori eradication therapy at least in the first few 
months. 
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A RISK OF GASTRIC CANCER 
IN CHORNOBYL CATASTROPHY VICTIMS 

[,.V.Degtiadova, T.G.Koziova 
Institute of Human Ecological Pathology, Kyiv, Ukraine 

Aims: A relationship between pathology of stomach and duodenum in 
persons irradiated because of the Chornobyl catastrophy and 
Helicobacter pylori (liP) infection was investigated. 
Methods: 522 biopsies of gastric mucosa and 249 biopsies of duodenal 
mucosa from 259 patients with chronic gastritis and duodenal ulcer (160 
- liquidators; 63 - inhabitants of radioactively polluted territories; 36 - 
nosologic control) were studied by methods of histochemistry (including 
lectin binding analysis), autoradingraphy and statistics. 
Results: We have revealed that dept~dence of chronic gastritis from the 
I-~ infection is stronger in exposed persons (99 % of liquidaturs and 
100 % of inhabitants contrary to 85 % in control group). Changes in 
lectin conjugation with surface epithelium have detected s decreased 
L-fizcosar binding. Thus, it reflected a reduction of viscosity and 
hydrophobic properties of mucous secret and testified an imperfection of 
cytoprotecfion. The presence of radionuclides was found in gastric and 
duodenal mucosa in inhabitants of contaminated territories. Statistical 
analysis of indices of epithelium regeneration pathology (hyperplasia, 
papillary changes, mitotic regime and dysplasia) reflected the highest 
degree of dysregenerative changes in liquidators as compared to 
inhabitants and nosologic control patients. 
Conclusions: Taking into account a necpiesmogenous role of ionizing 
radiation, precancerous status of chronic gastritis, association og gastric 
cancer and gastric MALT-lymphomas with HP infection and their 
growth in liquidators of the Chomobyl accident we qualify exposed 
persons (especially liquidatirs) as a risk group for gastric cancer 
originating. 
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MESENCHYMAL (STROMAL) TUMORS OF THE GASTROINTES- 
TINAL TRACT: ENDOSCOPIC BIOPSY DIAGNOSTIC, MORPHO- 
LOGICAL AND IMMUNOHISTOCHEMICAL CHARACTERISTICS 
Manevska, B., Ghenav~ P. 
Department of Pathology, Medical University, Varna, Bulgaria 
Aims: To study the incidence and peculiarities of gastrointestinal tract 
((}IT) mesenohymal tumors in order to estimate the diagnostic obstacles 
and their morphogenesis. 
Methods: Fifteen (}IT mesenchymal tumors from endoscopic biopsies 
and subsequent resection materials were analyzed. Paraffin sections were 
stained after IIE, Mallory and GomorL Immunohistochemical procedures 
were performed using primary antibodies against vimentin, cytokeratin, 
desrttin, S-100 protein and LSAB kit (all from DAKO). 
Results: (}IT mesenchymal tumors represented 1,55% of all (}IT tumors 
in our endoscopic biopsy records, most of them are benign (86,70% vs 
13,30%). They were localized predominantly in the stomach (66,67%) 
and endoscopic diagnosis was possible if the mucous membrane was ul- 
cerated. The morphological pattern and hnmunohistochemical verifica- 
tion (intermediate filament markers and S-100 protein) determines most 
of there as "generic" type stromal tumors of GIT. 
Conclusions: These results confirm that the endoscopic biopsy technique 
is a reliable method for the diagnostics and characterization of these rare 
tumors. 
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CUANTIFICATION OF CELL PARAMETERS IN HELICOBACTER 
PYLORI-POSITIVE GASTRIC ULCER 
D. L. Frincu*, D. Radulescu**, L. L. Frincu*, A. Ciobanu*, S. 
Stolnicu*** 
Dpts. of Anatomy* and Pathology**, University of Medicine, 
***Clinical Emergency Hospital, lassy, Romania 
Aims. The aim of this study was to assess the quantitative parameters of 
epithelial cells in gastric ulcer with Helicobacter Pylori (liP) infection, 
and to estimate qmmtitative criteria, which could be used as guidelines 
for prognosis and treatment. 
Methods. We have studied 65 patients of both sexes, which were 
operated for gastric ulcer. The operational fragment from corporal and 
antral portion were processed through paraffin-technique and stained 
with H&E with prolonged hematoxylin staining period, Giemsa 
modified and Warthin-Starry methods. The quantitative two phase, 
nuclear volume measurements and proliferative activity assessment were 
made on the representative sections, using a professional digitizing 
interactive program. In each case a hundred cells were measured and 
statistical analized. 
Results. The gastric ulcer was macro- and microscopically diagnosed. 
We found chronic active gastritis in the pilolic antrum (62%) and body 
of the stomach (30%). The presence of HP is asociated with intestinal 
metaplasia: incomplete (65 %) or "complete (25 %). In HP-positive 
chronic gastritis and intestinal metaplasia the nuclear volume and 
nuclear area are 8rester than in other pathological states associated with 
gastric ulcer. The area difference between cell and nucleus area is 
smaller in same affections. The hiperproliferative activity was present in 
the inflammatory processes studied, but unrelated to intestinal 
metaplasia. 
Conclusions. Our results suggest that nuclear parameters are essential 
prognostic indicators and may be used in early detection of precancerous 
states of gastric mucosa asociated with HP infection. 
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THE CORRELATION B ~ E N  THE INTESTINAL METAPL.ASIA TYPE81 & 
II AND PCNA/Ki $7 PROLIFERATIVE INDEX 

Gflrer IE, Gtkhen G. Gelen TA, SaRIIn F, Ozgfir MA, 
Department of Pathology, Medical ,School of Akdenlz Unwersity, Antalya/ 

TURKEY 

There are numerous reports about the different malignant potential of 
intestine] metaplasia (tM) subtypes. The aim of this study was to Investigate the 
immunreactlvlty ooexistenca of PCNA I Ki 67 which are wklely used 
proliferative markem, on the intestinal metaplasla types I & II. 

Thirty two gastric biopsies were used in this study. Differentiation of IM 
types I & II was made according to the criteria attdbuted by Filipe & Jess* 

To identify the IM type I & II, Alcien blue pH 2.5/pedodio add $chiff (AB/ 
PAS) stain was used. For the demonstration of cell proliferation, proliferating 
cell nuclear antigen (PCNA) end K[ 67 were used. 

Twenty three cases were stained with AB/PA8 and classified as a Type II 
IM (71.8 %).KI e7 immunresctlvlty was not seen in any of cases. PCNA positive 
proliferative index was found in eight of cases( 25%).Spearman and Pearson 
correlation tests were used on this results (p> 0,05). 

Our results showed that there Is no correlation between the type I&ll IM 
and the PCNA preliferetlve index. 

[*: Flips MI, Jazz JR: Intestinal Metaplasia Subtypes and Cancer Risk. in 
Gastric Carcinoma (eds:Filipe MI, Jazz JR) pp. 97-105; Churchill Livingstone, 
Edinl~rg; 1986,] 
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APOPTOSIS AND EPITHELIAL PROLIFERATION IN CHRONIC 
ACTIVE GASTRITIS AND HELICOBACTER PYLOKI INFECTION 
lllvas, G.*. Gyorffy, H.*, Buzas, G.**, Singer, J.*** 
2nd Department of Pathology, Semmelweis University of Medicine*, 
Ferenevaros Health Center**, Chinoin Pharmaceuticals***, Budapest, 
Hungary. 
Aims: To investigate the pathogenic role of Helicobacter pylori (HP), 
gastric mucosal apoptosis, foveolar leukocyte infiltration and epithelial 
proliferation were assessed in this study of chronic gastritis. 
Methods: Gastric antral and corporeal mucosal biopsy samples were 
collected endoscopically from symptomatic patients: 7 cases of normal 
mucosal histology, 8 cases of HP negative and 21 cases of HP positive 
chronic gastritis, respectively. HP infection was confirmed using the 
modified Giemsa stain as well as by immunohistochemical reactions and 
its severity was graded according to the Gents classification. Apoptosis 
was measured by staining with the TUNEL-assay and the characteristic 
cellular morphology. Epithelial cells, cells in mitosis and leukocytes were 
counted in the epithelium and the upper, mid, and lower thirds of the 
antral foveolae were analysed separately. Stromal apoptosis was scored by 
means/microscopic fields. Differences of the intensity of apoptosis, 
mitosis, leukocyte infiltration and of the numbers of epithelial cells were 
statistically analysed by ANOVA using the SAS System. 
Results: Epithelial cell apoptotic and mitotic index as welI as leukocyte 
and foveolar epithelial cell numbers were increased in HP negative 
chronic gastritis. In HP positive cases there was a more intense leukocyte 
infiltration and a higher incidence of apoptosis then in HP negative 
chronic gastritis and the stromal apoptosis was also more frequent. The 
different sites of the antral foveolae showed no variations in the cellular 
indices, and the corporeal mucosal changes were similar. The severity of 
the infection did not correlate with any of the variables observed. 
Conclusions: kIP localised on the mucosal surface iniciate a higher 
incidence of mucosal apoptosis than chronic inflammation of other origine 
by inducing a more intense epithelial leucocyte infiltration. 
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GASTROINTESTINAL STROMAL TUMORS 
,I~nu. J.*. Stotnieu, S.*, Mocan, S.' 
Dept. of Pathology, University of Medicine and Pharmacy Targu- 
Mures' 
Aims: morphological and immunohistochemical study of 12 benign and 
malignant gastrointestinal tumors, localized in the stomach, small and 
large bowel. 
Methods: routine histological and immunohistochemical techniques for 
eytokeratin, vimentin, desmin, actin, S100-protein, Ki67, p53, bel2. 
Results: This paper will attempt our experience with gastrointestinal 
stromal tumors, based on an analysis of 12 cases ( 6 benign and 6 
malignant ). The benign tumors showed leiomyomatous respectively 
epitheloid leiomyomatous differentiation ( 4 respectively 2 cases ), 
localized in the stomach and 2 stromal sarcomas with an incomplete 
neural differentiation of the gut. From the immunohistoehemical 
reactions the most constant stain for these tumors is vimentin. The 
tumors with myoid differentiation showed muscle-specific protein 
reactivity. S-100 protein expression has been observed in the sarcomas 
with neural differentiation. 
Conclusions: the gastrointestinal stromal tumors represent a 
heterogeneous group of lesions, with a controversial histogenesis, 
showing a complete or incomplete myoid, neural, ganglionic or mixed 
features of differentiation. 

353 

P-642 

Immunohistochemical localization of metallothionein in human 
r neoplasms in correlation to cathepsin D, CD44, p53, pRb, 
bcl-2, c-erbB-2, EGFR and proliferation indices. 

E. Ioachim, A. Goussia, M. Machera and N.J. Agnantis 
Department of Pathology, University of Ioannina, Medical School, 45110, 
IOANNINA, GREECE 

Introduction: The purpose of the present study was to investigate the role 
of Metallothionein (MT) in eolorectal tumours in correlation with the 
expression of cathepsin D (CD), CD44, p53, Rb, bcl-2, c-erbB-2, EGFR, 
proliferation indices (Ki-67, PCNA) and with conventional 
clinieopathological variables. 
Methods: The immunohistochemical expression of MT in 23 cases of 
eolorectal adenomas and in 94 adenocarcinomas was examined by the 
avidin-biotin peroxidase (ABC) method using the monoelonal mouse 
antibody E9, on formalin-fixed, paraffin-embedded tissue. 
Results: Positive MT expression (>5% of neoplastic cells) was observed 
in 30.4% of adenomas and 25.5% of adenoeareinomas, while 8.7% of 
adenomas and 14.9% carcinomas showed a focal MT positivity. In contrast 
60.9% of adenomas and 59.6% of carcinomas almost completely lacked 
MT expression. In the series of adenocarcinomas, MT expression was 
correlated with CD of neoplastic cells (p=0.05) and c-erbB-2 protein 
expression (p=0.05). An inverse relationship was demonstrated between 
MT expression and MIB-I (p--0.003). There was no statistically significant 
difference of  MT expression between adenocarcinomas and adenomas as 
well as with the other parameters examined. 
Conclusions: These data suggest, that MT does not seem to indicate an 
aggressive biological behaviour in coloreetal adenocareinomas. However, 
it could be a potential prognostic factor, especially in correlation with 
other known prognostic markers. However, further studies are required, 
however to establish the value of MT as prognostic indicator in colorectal 
tumours. 
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TUFTING ENTEROPATHY CAUSING SEVERE INTRACTABLE 
DIARRHOEA AND FAILURE TO THRIVE IN AN INFANT 
Kokai Q.KK, Dalzell AM* 
Departments of Paediatric ttistopathology & *Gastroenterology, 
Royal Liverpool Children's Hospital - Alder Hey, Liverpool, UK 

Tufting enteropathy (TE) is a newly recocognised clinicopathological 
entity eharacterised by partial villous atrophy, crypt hyperpiasia, chronic 
inflammatory infiltrate of the lamina propria and epithelial tufts composed 
of closely packed teardrop-shaped enterocytes in jejunal muoosa. The 
aetiolobny of TE is unknown. An abnormal epithelial call-extracellular 
matrix interaction has been proposed as the most likely pathogenic 
mechanism. 
A six-month-old female infant had persistent diarrhoea and ~vere failure 
to thrive. Histopathology of jejunal samples showed subtotal villous 
atrophy, hyperplastie crypts, marked and diffuse mononuclear infiltrate in 
the lamina propria. Surface enterocytes were pseudostrititied/crowded 
creating numerous epithelial tufts consisting of oval-shapod enterocytes 
with preserved microvilli and lack of cytoplasmic inclusions. Near to the 
tip of almost all villi small groups of enterocytes showed marked 
cytoplasmic vacuolation. Transmission EM showed decreased 
supmnuclear cytoplasm with rounded apical membrane, shorter brush 
border but preserved cytoplasmic organdies. The intensity and extent of 
light microscopic changes in three serial jejunal biopsy samples were 
variable and showed some histological improvement with corticosteroid 
therapy. 
TE is a rare cause of protracted diarrhoea and failure to thrive in infants 
and has characteristic histopathological lbatures. Accurate diagnosis is 
important for clinical management, prognostic and genetic reasons as an 
autosomal dominant mode ofinheritence has been reeognised, 



354 

P-645 

ANGIOGENESIS IN GASTRIC CANCER 
Kova6 D.;*, Valkovid T*, Ivanig N.**, Rubinid M.**, Inferrers C.***, 
Caruso R.***, Melato M.****, Jonji6 N.* 
Dpt of Pathology, University of  Rijeka, Croatia*, Dpt of  Gastroenterology, 
University of Rijeka, Croatia**, Dpt of Pathology, University of  Messina, 
Italy***, Dpt of  Pathology, University of Trieste, Italy****. 
Aims: to compare the biology of gastric cancers in their early and advanced 
stages. As a basis for comparison we evaluated the extent ofneovasculari- 
sation in tumor. 
Methods: the microvessel quantitation in gastric cancer was analysed in a 
study group that included 20 patients with early and 29 patients with 
advanced gastric carcinoma. Small blood vessels were visualized by 
staining endothelial cells for von Willebrand Factor (DAKO) using a 
standard immunoperoxidase ABC-technique on parafin-embadded sections. 
The three most vascular areas ("hot spots") were identified in each slide. 
Microvessels were counted at magnification x200. The average count from 
the three "hot spots" and the highest single field count were recorded for 
subsequent statistical analysis. 
Results: early gastric cancer demonstrated significantly higher microvessel 
count than advanced cancer (p=0,00g8). Also, younger patients showed 
significantly higher average counts than older patients (p=0,029). There 
were no significant differences between parameters of neovascularisation 
and sex or histological type of tumor. 
Conclusions: this preliminar investigation indicates the biological 
differences between early and advanced gastric cancer 
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REVEALING HELICOBACTER PYLORI AT DISEASES OF THE 
UPPER DEPARTMENT OF GASTRODCI~ESTINAL TRACT AT THE 
LIQUIDATORS OF CHERNOBYL DISASTER 
Matveenko V.N.*, Matveenko M.E.** 
Research and Clinical Institute for Radiation Medicine and 
Endocrinology*, State Medical Institute**, Vitebsk, Belarus 
The purpose of the present work was revealing Helieobacter pylori (liP) 
at liquidators of Chemobyl disaster. They possibly have reduced cell 
and humeral immunity necessary for elimination HP, and the intake of 
radionuclides was an additional source of regenerative possibility 
disturbances at gastrointestinal mucosa. Histological slides were painted 
with azure-eosine for morphological detection of HP. It was found, that 
from 1206 liquidators of the first year after disaster (1050 men and 156 
women) 500 (41.5%) had chronic diseases of a stomach and duodenum 
(428 men and 72 women). Chronic gastritis was revealed at 266 of 500 
(53.2%), chronic gaslroduodenitis at 106 (21.6%), peptic nicer of a 
stomach at 20 (4.0%), duodenum at 96 (19.2%), stomach and 
duodenum at 7 (1.4%), polyp of a stomach at 2 (0.4%), the resection of 
a stomach was made at ! (0.20/*) �9 Gastric muoosa on HP was examined 
at 112 of  500 liqnidators with diseases of the upper gastrointestinal 
department, from them 94 were with chronic gas~tis, 10 with peptic 
ulcer of a stomach and 8 with ulcer of  duodenum. HP was revealed at 
54.5% of  the patients, including 52% of  the patients with chronic 
gastritis, at 80% of  the patients with peptic ulcer of  a stomach and 50% 
of the patients with duodenal ulcer. It is necessary to mark, that the 
patients with chronic gastritis, HP carriers, at 36 of  49 (73.5%) had 
morphological indications of chronic active gastritis, while in group of  
the patients, where HP was not revealed, predominated chronic gastritis 
with weak activity (29 of 45, 64.4%). Thus, among 1206 liquidators of 
Chernobyl disaster the high level of inflammatory diseases of the upper 
department of  gastrointestinal tract (41.5%) was revealed. At 54.5% 
from 112 inspected HP was revealed, which promotes activation of 
gastritis and development of peptic ulcer of  stomach and duodenum. 
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MICROSATELLITE INSTABILITY AND p53 MUTATIONS IN 
SPORADIC RIGHT COLON CANCER 
Lleonart. M., S~nchez-Prieto, R., Martin, P., Corbacho, C., Salas, C., 
Ram6n y Cajal, S. 
Pathology Service. Cltnica Puerta de Hierro. Madrid, Spain. 
Aims: We studied colon cancer in the attempt to determine the prognostic 
significance of different molecular alterations and their correlation to the 
clinicopathological variants of colon tumors, as well as to their location in 
right or lel~ colon. 
Methods: We studied 125 cases of colon cancer (50 in fight colon and 75 
in left colon), analyzing: (a) the p53 gene, p53 protein expression; (b) bcl- 
2 protein; (c) microsatellite instability; and (d) repair genes hMLH1 and 
hMSH2 in those cases in which microsatellite instability was detected. 
Results: The overall analysis demonstrated the following results: (a) the 
incidence of p53 gone mutations was 40%; (b) overexpression of the p53 
protein occurred in 58% of cases; (c) the rate of microsatellite instability 
was 26% in right colon and 14.6% in leR colon; in fight colon, there was 
a correlation between the presence of microsatellite instability and tumor 
size; (d) the presence of microsatellite instability and p53 gene mutations 
in right colon was associated with lymph node metastases; and (e) bcl-2 
protein overexpreasion was associated with Duke's stage B. 
Conclusion: Microsatellite instability is clearly associated with right 
colon cancer and there is evidence that it may be triggered during the 
growth and development of these lesions. The development of left and 
right colon tumors involves differing carcinogenic mechanisms, possibly 
associated with different clinical implications and clinicopathological 
features. 
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PROTOZOAN INFECTION, OF THE UPPF.aR INTESTINAL TRACT IN 
IMMUNOCOMPROMISED PATIENTs WITH STOOL NEGATIVE TESTS 
HISTOLOGICAL AND ELECTRON MICROSCOPY EVALUATION OF B[OPTIC 
TISSUES. 
Tosoni, A. ~ Ferri, A. ~ Pellegrinelli, A?, Bonetto, S. ~ Zerbi, P.~ Nebuloni. M. '~ 
Boldorini, R.*, Vago, L.*, Costanzi, O. ~ 
~ Dept. of Pathology, L.Saceo Hospital, University of Milan; * Dept. of Pathotogy. Insl 
Mcd. Sc., University of East Piedmont, Novara, Italy. 
Aims: We describe the usefulness of the histological examination of enteric 
biopsies from AIDS patients with chronic diarrhea and negative 
microbiological tests, in order to evaluate the sensitivity of gastrointestimd 
bioptic approach for protozoan identification. 
Methods: 67 oesophagogastroduodenal biopsies were examined. In 46/67 
cases (group A) stools were negative for enteric bacteria, mycobacteria, 
C.di_fficfle toxin, Rotavirus, and parassites. The remaining 21 cases (group 
B, 19 with stools positive for Cryptosuoridium parvum. CP and 2 for 
Giardia lamblia. GL) were added because the therapeutic approach was 
unsuccessful and double infection was suspected. Histological examination 
and electron microscopy (EM) were performed. 
Results: In 24/67 cases, a protozoan infection was diagnosed: in group A. 
Enterocvtozoon bieneusi (EB) in 5 cases, CP in 3, Isospora-like sp. (IL) in 
3, GL in 1, Leishmania in 1 oesophageal fragment; in group 13, CP was 
observed in 11 eases, two of whom were coinfected with mycobacteria and 
adenovirus. Semi- and thin sections were resolutive for definitive diagnosis 
in 12/24 positive cases: 5 EB, 3 CP -one in intracytoplasmic 
parasitophomos vacuoles at gastric biopsy-, 2 IL -one with parassites also 
in macrophages of the lamina propria and in the lumen of vessels-, one GL 
and one Leishrnania. 
Conclusions: Biopsy is a useful method for diagnosing upper enteric 
diseases in AIDS patients with chronic diarrhea ~ d  a negative stool 
examination. Moreover, semithin sections study increases the sensitivity of 
histological examination, EM also reveals atypical localizations of CP and 
the dissemination of IL; and allows the identification of microsporidia 
species, something that is necessary to ensure correct therapeutic strategies. 
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h p53 protein involved in metastasis? An immunohistochemieal 
study of p53 expression in eolorectal carcinomas and corresponding 
metastases. 
Ivona Pandre~*, Mylene Sebagh**, Rene Adam** Michel Reyaes** 
*Morphopathology Dept., School of Medicine "G~. T. Pope" University 
of Iasi, Romania and **Service Cenlral d'Ana'tomie Pathologique, Flop. 
Paul Brousse, Villejuif, France. 

Aim. To investigate the involvement of 1053 in metastasis in ooloreetal 
carcinomas. 
Patients and methods. 24 cases of coloreetal cancers and 
corresponding metastases were studied. Out of the patients in the study 
group. 20% were aged less than 50 yr. Samples were stained by 
hematoxilin-eosin-safran, PAS and Alcian-Blue. p53 expression was 
evaluated by a three-step immunohistoehemieal method. 
Results, All of the eases included in our study group were 
adenoca:einomas. Survival ranged from 1 to 5 yr, 3 of the patients being 
in complete remission, p53 was overexpressed in 17 out of the 24 eases, 
We did not notice a significant difference in the p53 expression in 
metastases vs primary colorectal cancers. In patients aged less than 50 
yr., more than 50% of the cells expressed p53. Two cases displaying a 
cytopasmic staining did not show a different evolution as compared to 
the remaining patients, whereas in three eases, p53 expression markedly 
decreased in metastasis compared to primary cancers (the patients with 
significantly longer survival), p53 expression was frequently more 
intense in the most invasive areas of tumors and around necrotic areas. 
Conclusions: 1. p53 is not directly involved in the metastatic process 
but rather plays a role in local tumor invasion and cell differentiation. 2, 
In young people, the tumors showed a lower differentiation and a higher 
proportion of p53 positive cells, both features being probably related 
with a negativeprognosis in such cases. 3. A proguostir role for p53 is 
supported by the observation that in those cases in which p53 
expression decreased progressively in evolution, the survival was 
longer. 4, p53 might be involved in chemoresistance, based on etinieal 
evolution and increased expression in hypoxic cells (alleged to became 
ehemoresistant). 
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MORPHOMETRIC FEATURES OF HIRSCHSPRUNG'S 
DISEASE AND ALLIED DISORDERS 

Ristovski M., Janevska V., Spasevska L., Banev S., Ilievski B. Cvetkovski 
P Institute of Pathology, Medical Faculty, University of  "St. Kiril i 
Metodija", Skopje, R. Macedonia 

There are many clinical conditions that resemble Hirschspmng's 
disease(HD) despite the presence of ganglia cells on rectal biopsy. 
Histopathological diagnosis is established by application of standard 
histological techniques enzyme and immunohistochemieal methods. The 
enzyme and immunohistoehernical methods for the small and medium 
laboratories are still expensive and complicated which cause problems in 
the histological diagnosis, whereas the standard histological techniques 
very oRen lead to confusion. 

The aim of this paper is to compare the number and spatial 
distribution of the ganglia knots and ganglia cells using modem 
morphometric methods in nomaal subjects and in patients with clinical 
condition which is, or resembles Hirsehsprung's disease. 

Material: As a learning set were used samples of the rectum of 
cadavers who died in the perinatal period(10), then cadavers in the adult 
age(10) and biopsies from patients with clinical diagnosis I-ID (30). 

Methods: Standard histological stains: HE, Van Gieson, Azan- 
Malory. For visualization and quantification of the ganglia and nerve 
knots, the following immunohistochemieal markers were used: 
neurospecific enclose (NSE), synaptophysin (SY), PGP 9.5, imege 
analyzing soRware Lucia M, commercial image editors and standard 
statistical methods. 

Results and Conclusions: From the morphological point of view, 
congenital aganglionosis, hypoganglionosis and normal ganglia could be 
observed as morphological continuum defined with the number of the 
ganglia and ganglia ceils per area. The precise morphometrical 
measurements have shown to be useful in acquiring experience for quick 
semiquantitative assessment of the presence and maturity of the ganglia 
and ganglia knots. For certain eases of neural intestinal dysplasia, an 
additional enzyme and immunohistochemieal visualization is necessary. 
The mentioned morphological entities appear either solitary or combined 
in solitary or mosaic distribution. Van Cfieson's staining and Azan-Malory 
out of the standard, empirical histological stainings, has shown to be useful 
in enlightening certain structures at the rectal wall. 
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Distribution of Neuropeptides in Congenital lnnervation Defects of the 
Distal Colon 
IHAUSER-KRONBERGER C., IPROKOP E., 1ZIPPERER E.,2OESCH 

HAYWARD I., ~HACKER G.W.,1DIETZE O. 
limlitute of Pathological Anatomy and ~Deplar~n~ of Childrm's Surgery, Federal Hospital Salzlmr b Mur 
Haupuarm~ 48, Salzbur s Austri* 
Aims: Congenital colorectal innervation defects based on disturbance of 
migration of neuroblasts from the myenterie plexus into the submucosal 
layer, are very common findings in infants, Different entities like 
Hirschsprung's disease (liD), neuronal intestinal dysplasia (NID) A and B, 
and hypoganglionosis are defined as defects in autonomic neuregenesis of 
parasympathetic or sympathetic origin. Neuropeptides associated with the 
non-adrenergic non-cholinergie (NANC) system are known to have 
physiological effects on motility and smooth muscle contraction in the gut, 
Methods: In the present study, 37 distal colorectal mucosa biopsies from 
17 infants were investigated using immuno- and concventional enzyme- 
histoehemieal (ACHE, LDH, SDH) methods. Specimens always included 
the submucosal layer and were taken from 0.5 to 3 cm above the dentate 
line. Five children were diagnosed with liD, 4 with NID B and hypo- 
ganglionosis and 8 did not show visible alterations. Localization and 
distribution of peptidergie nerve fibers were examined using antibodies 
against vasoaetive intestinal polypeptide (VIP), peptide histidine methionine 
(PHM), pituitary adenylate cyclase activating peptide (PACAP), 
neuropeptide tyrosine 0VPY), C-flanking peptide of NPY (CPON), sub- 
stance P (SP) and calcitonin gene-related peptide (CGRP). 
Results: Compared to normal tissue, the number of nerve fibers containing 
VIP, PHM and PACAP, mainly eoexpressed in the parasympathetic system, 
were dearly reduced in cases of l iD in the submucosal as well as within the 
mucosal layer. Endocrine cells containing VIP and PHM have been 
detected within the glandular cells. Semi-quamitative scoring showed no 
for between neurepeptides associated with the sympathetic system (NPY 
and CPON) in HD and NID B in the submueosal layer, but an increase of 
NPY and CPON containing nerve fibers within the lamina propria mueosa 
has been observed. SP and CGRP expressed in sensory nerve fibers could 
not be detected. Conclusions: Alterations of peptidergie innervation in 
congenital coloretal innervation defects are far from clear and might 
become a diagnostic cri-teria in addition to the widely used 
enzymhistochemistry-based diagnostic system. 
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ANGIODYSPLASIA OF SMALL BOWEL~ SPECIALLY SUB- 
SEROSAL, WITH ARTERIOVENOUS SHUNTS AND 
INTERSTITIAL ELASTOSIS; PERITONITIS CAUSED BY 
RUPTURE OF DYSPLASTIC VESSELS AND 
HEMOFERITONEUM. 
Soda. G, Nardoni. S., Bosco, D., Melis, M. 
Dept. of Experimental Medicine and Pathology, University "La 
Sapienza', Rome, Italy. 
We present a case report of a 74 year old man, affected by 
angiodysplasia of the duodenum, which became worse in peritonitis 
and hemoperitoneum. After he had undergone two surgical 
interventions, it was 14 days since he had died. Grossly, the segment 
of stomach was 6 cm long along the small curve, continuing to a 
segment of duodenum 3 em long. Its serosa had the features of sero- 
fibrinous peritonitis, while, its gastric and duodenal mueosa didn't 
show any ulcerative lesions. Microscopically, duodenal sub-serosa 
presented a ser/ous irregular increase of  blood and lymphatic vessels 
with arterovenous shunts. It sometimes appeared these vessels wexe 
filled with blood and showed a nodular arrangement. Moreover, there 
was an evident sub-serosal component, eharacterised by an elastotic 
nature, aranged in islets and interstitial spreading among the glands 
too. First of all, the importance of this case is due to the extreme 
rarity of the angiodysplasia of the duodenum, specially when it 
becomes worse in peritonitis and hemoperitoneum, this case having 
been described only one time till now, then to the localisation mainly 
sub-serosal and lastly to the presence of the elastotie component, 
which we have first described in literature. 
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GASTRIC CARCINOMA AND ASSOCIATED CHANGES IN 
ENDOSCOPIC BIOPSIES 
R. Sopa, S. Manxhuka-K~rliu, R. Shabani, Xh. Kamberaj, B. Krasniqi, 
A. K~rliu. 
Institute of Pathology, Faculty nf Medicine, University of Pristina.Kosovo. 
Gastric carcinomas are relatively frequent in Kosova.As tar as the 
histological aspect is concerned there were found mostly adenocarcinomas, 
but their histological classification is sometimes difficult becouse of the 
complexity of the normal and metaplastic gastric mucosal architecture which 
results in associated changes. Gastric carcinoma is fnund often with 
precancerous lesions. The aim of this research was tn represent the most 
frequent precancerous lesions which could be tbund in asstyciation with 
gastric carcinomas in endoscopic biopsies. There were analyzed 1211 
endoscopic biopsies of the gastric mucosa which were sent in the Institute 
of Pathology of Faculty of Medicine in Pristina from the Endoscopic 
ambulance of Internal Clinic during the period of January 1990 to December 
1997. We have applied routine H&E method of staining as well as other 
histocbemical staining methods (PAS, AB-PAS). Gastric carcinoma was 
found in 213 (17.5%) cases out of 1211 analyzed endoscopic biopsies. 
Males were more attacked (in 59.7%) than females (40.3 %). We have found 
most cases of carcinomas in the sixth decade of life. Histologically the most 
frequent was intestinal type 64.3% according to Lauren, while diffuse type 
was in 26.7% of cases. The signet ring cell carcinoma was found in 5.1% 
of cases, whereas in 3.7% of cases we couldn't differentiate the histological 
type.The associated lesions found as solitary changes nr united with gastric 
carcinoma were severe epithelial dysplasia in 95.7% of cases and intestinal 
metaplasia with chronic gastritis.We have found mostly the Ill-type of 
intestinal metaplasia in 68.5% of cases while the typesl/ll were rare. 
Chronic atrophic gastritis was detected in 31.9% of cases, rare as a solkary 
lesion but often in association with intestinal metaplasia. 
Our data indic, ate that gastric carcinoma is rare detected alone, but always 
in asseeiation with epithelial dysplasia as well as with intestinal metaplasia 
and chronic atrophic gastritis. 
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PROGNOSTIC SIGNIFICANCE OF LYMPHATIC AND 
BLOOD VESSEL INVASION BY TUMOUR CELLS IN 
COLORECTAL CARCINOMA 
Tomi6 Snie~na*, Andelinovi6 ~imun*, Alujevi~ Antonio*. Kaliterna 
Marijano* and Primorac Dragan** 
*Department of pathology ** Department of paediatrics Clinical 
hospital Split, Croatia 
Aim: This study was undertaken to examine the prognostic value of  
lymphatic and blood vessel invasion by tumour cells in colorectal 
carcinoma. 
Method: In this study 100 patients with colorectal carcinoma were 
examined. Vessel invasion by tumour cells were examined in formalin 
fixed, paraffin embedded tissue using standard hemalaun-eosin 
method, Verhoeff method and immunohistochemistry (anti-human 
Von Willebrandt factor, DAKO, EPOS). 
Results: Vessel invasion by tumoor cells was positively correlated 
with higher tumour grade (p=0,0001), Dukes stage (p=0,0001), 
appearance of  metastatic disease in 5-year period (p=0,0001), and 
lower 5-year survival (p=0,0001). Lower 5-year survival rate was 
obsarvcd in patients with vascular invasion considering correction of 
the stage too (Dukes B: p=0,01g; Dukes C: p= 0,0002). However, 
when we compared 5-year survival period in patients with Dukes 
stage B and Dukes stage C when blood vessel invasion were 
confirmed we did not find any statistically difference (p=0,62). 
Conclusion: Lymphatic and blood vessel invasion may be 
independent prognostic criteria in patients with eolorectal carcinoma. 
Moreover it seems that using this parameter it is possible to separate 
subgroup of  the patients with eoloreetal carcinoma in Dukes B stage 
with bad prognosis who need postoperative adjuvant therapy. 
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ESOPI-IACK)GASTRIC VARICES - IS THERE A RELATIONSHIP 
BETWEEN THEIR RUPTURE AND VESSELS OF THE 
LIGAMENTUM FALCIFORME HEPATIS OR CHANGES OF THE 
SEASONS? 
T ~ ,  M., Cscrni, G. 
Department of Pathology, B~cs-Kiskun County Teaching Hospital 
affiliated to the Albert Szent-Oy6rgyi Medical University, Kecskemdt, 
Hungary. 

Aims: To see whether two unrelated factors, namely 1./the number and 
size of the vessels of the ligamentum falciforme hepatis (LFH) and/or 2./ 
temporal variation in the incidence of l~hal raptu~s can help defining a 
group of  patiertts with portal hypertension with a higher risk for vadceal 
raptttre (vP.). 
Methods: LFH was removed from 48 autopsied bodies, and the size of 
the umbilical vein as well as size and density of  paraumbilicaI veins were 
graded from 0 (non patent) to 4 (large and/or numerous). Association 
between overall vessel diameter and signs of  portal hypertension 
(splenomagaly and ascitos) or VR was checked with the ~2 test. For data 
related to the time distribution of VRs a 3 year retrospective autopsy 
study was done, and the relative seasonal frequen~ of VR was analyzed. 
Results: Dilated vessels in the LFH were strongly associated with signs 
of portal hypertension and the presence of esophageal varices. We also 
found a weak association (p ffi 0,0216) between nanow and less 
numerous (grade 0-2) vessels and VIL Lethal VRs were more common in 
summer than winter, and had a medium fi'equency in autumn and spring, 
but no significant difference could be found between the seasons. 
Conclusions: An increased flow (that can be detected by Doppler 
ultrasound) and larger overall diameter of paraumbLlical (and umbilical) 
veins seem to lower the risk of VR. Seasonality, on the other hand, 
seems a weak predictor of VR. 
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IMMUNOHISTOCHEMICAL EXPRESSION OF FATTY ACID 
SYNTHASE (FAS), APOPTOTIC-REGULATING GENES, 
PROLIFERATING FACTORS AND RAS PROTEIN PRODUCT IN 
COLORECTAL ADENOMAS, CARCINOMAS AND ADJACENT 
NON NEOPLASTIC MUCOSA. 
Trombetta O.. *Visca P., AI6 P., Memeo L ,  Mancini R., *Del Nonno F., 
*Botti C., *Marandino F., Di Tondo U., *Perrone Donnorso R. 
Department of Experimental Medicine and Pathology, University "La 
Sapienza" and *Department of  Cytopathology, Regina Elena National 
Cancer Institute, Rome, Italy. 
The normal mucosa-adenoma-carcinoma sequence in colon pathology 
provides an attractive model of tumor progression (TP). To establish the 
strength of  oneogenes, tumor suppressor genes and proliferative markers 
we used immunohistochemistry to evaluate p53, bcl-2, c-myc, p21-ras, 
ki67 expression together with fatty acid synthese (FAS), in normal, 
dysplastic and neoplastic specimen. Moreover these data and 
clinicopathological features were associated with overall survival (OS). 
Archive material from 100 adenomas and 100 adenocarcinomas (ADC) 
including adjacent to tumor non-neoplastic mocosa (ANNM) from 
patients with a five year follow-up period were studied. FAS was 
associated with adenoearcinoma (P=0,0001); p53 protein with high-grade 
dysplasia adenoma (AHGD), adenocarcinoma (P--O,0001), and tumor size 
(P=0.003). BCI-2 was associated with ANNM (P=0,02). C-mye with 
ANNM (P=0,001), tumor size and nodal involvement (P=0.006). P21-ras 
was associated with AHGD (P=0.0001) and ANNM (P=0.01). Ki67 with 
adenoearcinoma, AHGD and TS (P=0.0001). Univariate analysis on 
neoplastic tissue revealed histological grade, tumor size, nodal 
involvement, p21-ras and p53 to be reliable markers of OS; p21-ras, p53 
and c-myc were reliable markers when evaluated on ANNM. Multivariate 
analysis revealed "IS, nodal involvement and p21-ras to be independent 
prognosticators of OS on adenocarcinoma; p21-ras and c-myc on ANNM. 
We suggest that the evaluation in concert of elinicepathologieal data and 
immunohistochemieal markers on both normal an abnormal colon tissue 
may give important messages about tumor progression. 
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THE RELATIONSHIP BETWEEN STROMA'S AMOUNT OF 
CANCER OF STOMACH WITH AMOUNT AND COMPOUND OF 
MUCIN , PRODUCED BY TUMOURAL CELLS. 
Vasilenko 1.V., Surgay NN., Sidorova J.D. 
Department of Pathology, Medical University, Donetsk, Ukraine 
Aims: To reveal the relationship between the stroma's amount of 
cancer of stomach and amount of mucin, produced by tumoural cells; 
compound ofstroma and mucin. 
Methods: In 5 eases the amount and compound of mucin were 
estimated by PAS-reaction, Alcianblau staining with pH 2,5 and 1,0, 
and used lectins, marked by peroxidase: WGA (Wheat germ 
agglutinin), PNA (Peanut agglutinin), SBA (Soybean agglutinin), HPA 
(Helix pomatia asglutinin), LCA (Lens colinaris agglutinin), LAL 
(Laburnum anagyroides leetin), SNL (Sambueus nigra lectin). 
Results: In the case of cancer of stomach with a large amount of 
stroma (scirrhous-21 eases) more often was found the marked secretion 
of PAS-positive mucin (76% eases), unsulfated (48%) and sulfated 
mucin (24%), in 20 cases of moderate amount of stroma (25%, 35% 
and 15% accord.) and among 14 cases with a small amount of stroma 
(29%, 28% and 7% cases accord.). With a large amount of stroma the 
tumourai cells often contain the receptions by SNL, in a large amount 
by WGA and do not contain receptions by PNA, SBA. With a 
moderate or small amount of stroma in turnout their cells contain a 
small amount ofraceptions by WGA. It often contains the receptions by 
PNA and SBA and does not contain the receptions by SNL. 
The receptions by HPA are found with the same frequency (60%) in the 
groups with the different amount of stroma. The receptions by other 
lectins are revealed in isolated instances and in a small amount. 
Conclusion: It was revealed the relationship between the amount of 
stroma in the cancer of stomach and amount of mucin, produced by 
tumourai ceils, the presence in the tumoural cells the receptions by 
WGA, PNA, SBA and SNL. 
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PRECANCEROUS LESIONS OF THE LARYNX - ANALYSIS OF 
MONO- AND POLYCLONALITY OF THE CELLS WITH HIGH 
VALUE OF PROLIFERATIVE INDEX (p53, PCNA). 
Gabriel, A. *,Drozdzowska, B. *,Namystowski, G. * *,Morawski, K. * *, 
St~plewska-Mazur, K.* Chair of Pathomorphology*, 11 Dept.&Clinic of 
Laryngology**, Silesian School of medicine, Zabrze, Poland. 
The aim of the study was to evaluate the relationship of p53 and PCNA 
content in the laryngeal epithelium with a degree of its dysplasia. 
Material and method. 45 patients with chronic laryngitis (mean age 57.7 
+/-6.2 years) who underwent a control biopsy of the larynx were divided 
into two groups: 1st group with epithdiai dysplasia (n=36: grade I=19, 
grade I1=13, grade 11I=2 and grade IV-preinvasive carcinoma=2) and 2nd 
group with epithelial hyperplasia acantbotica (n=9). After routine 
histopathological analysis of mucosal specimens, the tissue was studied 
with monoclonal antibodies p53 and PCNA (DAKO) using the Avidin- 
Biotin- Complex method. 
Results. Table I - Mean values of 53 and PCNA in eases studied. 

p53 (%) PCNA (%) 
d I - 8fade 1 dysplaaia 4.45+/-3.19 10.04+/-6.09 
d II - ~-ade 11 dysplasia 15.5 +/-7.37 7.00 +/-6.10 
d re+IV - 8fade III+IV dyspisaia 12.45 +/-8.51 15.84 +/-8.7 
group l - Dysplasia I+II+III+IV 8.91 +/-7.43 9.42 +/-6.71 
Stoup 2 = Hyperplaaia acanthotica 3.67 +/-3.4 7.39 +/-3.63 

Statistical analysis revealed significant correlation of p53 content with the 
degree of dysplasia (r--O.59,p=O.0012) and following significant differences 
only in p53 content: gr.2 vs gr.l(p=0.007), gr.2 vs dII(pffi0.005), gr.2 vs 
dlll+IV(p=0.02), dl vs dII(p=0.03), dl vs dIII+IV(p=0.03). 
Conclusions: 1) p53 index can be an additional factor defininig laryngeal 
dysplasia associated with c h r o n i c  laryngitis, p53 content correlates with 
proliferation activity of epithelial cells and divides dysplesia into grades. 2) 
PCNA content in laryngeal epithelium does not correlate with the intensity 
of dysplasia associated with chronic laryngitis. 
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PRIMITIVE IN]DIFFERENTIATED CARCINOMA OF 
PAROTID GLAND : A CASE REPORT 
Boudjemaa S*, Casiraghi O **. Departments of  Pathology, H6pital 
d'Enfants A_rmend-Trousseau, PARIS* and Institut Gustave- 
Roussy, VILLEJUIF**, FRANCE. 

Indiffca'entiated carcinoma of salivary glands are divided; in three 
t-y~,~r-j: the tyn thaepithelial carcinoma (heating a stricki,5 
ressemblance with UCNT) ; the indifferentiated large cell carcinoma 
(without neuroendocrine differentiation) and small cell carcinoma 
(SCC) (with neuroendocrine differentiation). SCC are rare tumors of 
the major salivary glands (<1%). Up to date, approximately 45 cases 
have been reported. The literature review showed that this tumor has a 
sex ratio M/F of 1.5:1, occurs in middle aged patients (mean : 50-60 
years) arts is located in the parotid gland (83 %). 
We report the ease of a 67-year-old female patient with a painless 
swelling of  the left parotid gland. No other tumor was detected 
elsewhere. Superficial parofidectomy was performed, The tumor was 
grossly cireumacribed and m ~  17xl lxSmm, Histologically, this 
inlmbimal indifforentiated c a r c i n o m a  consi~,,d of small to medium 
cells, with scaaty large ceils mad focal squamous differentiation aud a 
strinking lymphoid stroma. Immtm0histochemieally , tumor edls 
expre~ed epithelial aud neuroendoerine markers (NSE, ehromogrenin 
and synaptophyain). Despite its peculiar cytology and stroma, we think 
that this minor ahould be considered as a variant of  SCC. The patiant 
refused c h e m o ~ y .  Radiotherapy alone was performed. 
Even if  better than in other sites, the prognosis of SCC is poor : 
survival at 1, 3 and 5 years is nmpe~vely of  77,7 %, 40,7 % and 29 %. 
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EXPRESSION OF EGF AND PDGF IN PRIMARY LARYNX 
SQUAMOSUS CELL CARCINOMA 

Kanldzie. A.*. Bu~i~, L*, Selak, I.**, Bilalovir N.** 

ORL Clinic, University of Sarajevo*, Institute of Pathology, University 
of Sarajevo* *, Bosnia and Herzegovina. 

Aims: We arc looking for clinical benefit by compearing expression of 
Epidermal Growth Factor (EGF) and Platalet Derived Growth Factor 
(PDGF) in biological materials (tumor tissue, serum, laringolavat) 
primary larynx squamosus cell carcinoma patients, to macroscopic 
characteristics and degree of tumor differentiation. 
Methods: Study is prospective investigation in two groups of patients: 
1. Churgical treated patients with diagnosis of primary larynx 
squamosus cell carcinoma (n-64), 2. Patients with no malignant diseases 
of larynx (n-20). We noted local characteristics of tumor: 1. Loealisation, 
2. Exstenaion, 3. Degree of cell differentiation, 4. Tumor size. Surgical 
procedures: 1. Laryngectomia totalis, 2. Laryngupharyngectomia, 
3. Laryngectomia supraglottiea, 4..  Laryngectomia partialis verticalis, 
5. Chordectomia simplex, 6. Chordectomia distensa, 7. Dissectio eolli. 
EGF and PDGF concentracion is measured in: 1. tumor tissue, 2. Serum 
and laryngolavat 7, 14, 21 days after operation. We used IRMA method 
including primary and secondary specific radio market antibody. 
Results: From I to IV stage concentration of EOF and PDGF is in 
increasing. Exspression of actual growth factors is higher in tumors over 
2 cm, and it is also in positive correlation to degree of cell 
differentiation, EGF and PDGF concentration in serum and in 
laryngolavat is in decreasing 7, 14, 21 days after radical enueleation of 
tumor. 
Conclusions: Clinical benefit of results is specifical following up in 
prognosis of laryngeal cancer affection patients. 
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CHRONIC SCLEROSING SIALADENITIS WITH AMYLOID DEPO- 
SITION - A SIX WEARS FOLLOW UP STUDY 
Angeiov, A*., Klissarova~A**,Klissarov, D.** * 
Dpts of Pathology*,Radiology**,and Maxillo-facial Surgery 
Medical University, Varna, Bulgaria 

A rare case of  chronic solerosing sialadenitis (CSS) occurring in a 56- 
year old man was reported. Bilateral submandibular gland swelling with 
increased salivation after denture setup was a main presenting symptom. 
Scintigraphy with 74 M Bq (2 m Ci) Tc-99-perteohnetate showed en- 
large-merit of  both submandibular, sublingual glands and left parotid 
gland with higher than normal uptake of the radionuclide. Biopsy of sur- 
gically removed submandibular and sublingual glands showed signs of  
CSS at stage III-IV. Amyloid deposition in small vessels" walls and in 
interstitial connective tissue, positive to tambda-light chain, was detected. 
Cellular infiltration was composed predominantly of  B-lymphocytes and 
plasmocytas with numerous Pmssels" bodies. About two years later the 
minor salivary glands of buccal mucosa were offer'ted. Because of the 
lips' swelling and an increased salivation twofold operative removal of 
the minor salivary glands was required. Histology was the same as in 
SMGs. The treatment with nonsteroid antiinflammatory drugs (aspirin, 
voltaren) had only transitory effect only. Transition of  CSS in general- 
ized autoimmune sialadanitis with unusual local amyloid deposition was 
suggested. No progression to MALT-lymphoma was established during 
the six-year follow up observation of the patient. 
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IMMUNOPHENOTYPING OF NONTUMORAL CELLULAR 
POPULATIONS IN MALIGNANT LYMPHOMAS 
Ardelcan~ ~*., Vasilescu FI*., Iosif C*., Butut G*., Zanchi A.*, 
Nicolaescu E.*, Comanescu V.**, Dobrea C.***, Halalau FL* 
*"Victor Babes Institute", Bucharest, **District Hospital Craiova, 
***Fundcni Hospital Bucharest, Romania 
Aims:A very heterogeneous population of  nontumoral cells exists in the 
nonHodgkin's malignant lymphomas (nHML) and Hodgkin's disease 
(HI)); tike~ remaining lymphoid pa~nchyma, or being tumor associated. 
Identifying immunohistochemically (IHC) these types of cells (T or B 
lymphoc~es, dendritic cells, histiooytes, macrophages) we tried to 
correlate their occurrence with the type of ML. 
Methods : We used formalin fixed, paraffin embedded material o f  49 
nHML and 18 HI) eases. A IHC ABC method was performed, using 
monoclonal antibodies (Mab),for T and B cells (UCHL1,L26), CD 68, 
S-100 protein (Dako,Dcnmark) and TBOI for NK cells (a gift from 
Prof F. Malavasi, University of Turirg Italy). 
Results : We found the T cells sparse in all 9 small B cell nHML and 
frequent in the 4 ccntroblastic r162 ones; the major part of  T cells 
was TB01 positive. In 7 out from 22 large B cell nHML, T cells were 
very numerous and associated with S-100 positive reticular dendritic 
cells and CD 68 positive cells in high number. In the 14 T cell nHML, 
the associated cells were not found significatively increased. In biD, 
only the presence of TB01 positive cells was correlated with the 
histologic lymphocyte predominance type 
Conclusions. The nontumoral cells in ML are remaining small 
lymphocytes, very numerous in some cases.TB01, a novel Mob, is 
demonstrated very useful in identification of  the NK cells in lymphocyte 
predomination type of  liD and in cantroblastic-centrocitir ML 
Aknowledgement. We are grateful to Prof. G. Bussolati and Dr. D. 
Novero from University of Turin, Italy, for their kindly offered help in 
performing the IHC. 
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PERICARDIAL EXTRAMEDULLARY HEMATOPOIESIS IN 
CHRONIC MYELOID LEUKEMIA ph(o) AND CHRONIC 
MYELOMONOCYTIC LEUKEMIA 
Androulaki A., Vgenopoulou S., Piperidou E., Konstantopoulos K., 
Patsuris E *, Smymof T 
'LAIKO' Hospital, Department of Histopathology and University of 
Athens Medical School*, Athens, Greece 
Pericardiai extramedullary hernatopoiesis seems to be extremely rare. 
We present two patients with CML Ph(-) and CMML who developed 
cardiac tamponade due to pericardial effusion caused by extramedullary 
hematopoiesis. The clinical presentation and course following these par- 
ticular complications clearly indicate a progression of disease from a 
chronic to an accelerated or aggressive phase. 
Pericardial biopsies revealed a multifunetional cellular infiltration of  he- 
matopoietir cells carrying the morphology of  immature and mature 
myeloid cells and rare megakaryocytes particularly in the case of CML 
Ph(-) 
Histochemical and immunohistochemicai studies of the material showed 
positivity for chloroacntate esterase, lysozyme/myeloperoxidaso pointing 
to myelocytes and also for glycoprotein/faotor VIII pointing to mega- 
karyocytes. Glycophorin A and C for erythroblasts was negative. 
The patients' peripheral blood during their present admission was typical 
for CML and CMML in a chronic phase. The bone marrow biopsies 
performed at that time were also consistent with the diagnosis. In the 
follow up of our cases, clinical deterioration of  the disease accompany- 
ing the development of  pcricardial effusion was noted. 
Conclusion: Histologically confirmed extramedullary hematopoiesis in- 
volving the pericardium seems to be very rare, being the presenting 
symptom of acceleration or aggressiveness. Although the pathophysiol- 
ogy of extramedullary hematopoiesis remains uncertain, it rather repre- 
sents a feature of acceleration of the disease where the malignancy 
evolves into a more aggressive process with increased 'metastatic' po- 
tential and capacity to invade organs not usually involved. 
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PRIMARY B-CELL LYMPHOMAS OF THE LUNG AND LYMPHOID 
INTERSTITIAL PNEUMONIA; morphological, immonohistx, kamical and 
molecular study. 
~ ,  Fregn M, *Bmrc~ F, **Oarcia-Riv, m A, Caparrini A, Forteza L 
Dpts of Pathology and *Molecular Mcdidne, CHU de Santiago; **T~parancm of 
Genetics, Cemro Ononl6gion de La Corufia, Spain. 
Prima~ B-cell lymphomas of the lung (PBLL) are rare tumors which can pose 
diagnostic problems with reactive ceadifiuns, i.e. lymphoid interstitial pneumonia 
(LIP). In addition, it is not clear if there is any relationship between both types of 
~sord~rs. The ~ of this ~!dy wvre" I) to delineate mo~hologinal, 
immunophenotypic and molecular features of PBLL 2) to determine useful features 
for differential diasnusiswith LIP; 3) to investigate the frequoncy of microsatellite 
instability (MI) in LIP and PBLL. 
Formalin-fixed, paraffin-embedded samples from 25 PBLL and 9 LIP (5/9 were 
from patients that later developed PBLL) were retrieved from the files of several 
spanish hospitals. Morphology, immunophenotype (CD20, CD3, CD43, hol-2, 
CD21, LMP) and genetic molecular features (EBER, and PCR studies for IgH gene 
r e a ~  t(14;18) and M!) ware studied. 
Twenty lymphomas were of low-grade MALT type, and 5 were large B-coil 
lyn~homas (3 exhibiting a low-grade MALT type component). Histological growth 
pattarn of PBLL was mainly dii~se with spread to intaralvoolar scpta and 
brunchovaecnlar bundles, oPum imparting a vaguely nodular appearance 
Cytologically, low-grade lymphomas were composed more frequently by small 
lymphocyte with intorspersed scattonxi largo B-c, olls. Lymphocpithelial Iosious were 
not m.c, rioted to MALT-type lymphomas Angioinvesion wag.pres~ in all largo B- 
cell lymphomas and in only 3 low-grade, All cases expressed CD20 and m~an 
CD43; LMP and EBER staining were uniformly negative. [gH ~,ene rearrangements 
were monoclonal in all but one case of PBLL and polyelonal in every case of LIP. 
The t(t4;f8) was never dotocted. MI was detected in 2/g low-grade MALT 
lymphomas and 1/1 large B-coil lymphoma, and no case (0/T).gf LIP. 
in smmrmry, PBLL usually exhibit histological features comnm~ to other MALT 
type lymphomas, with some particularities coneaming pattern of growth.. IgH 8ene 
rearrangement studies are very useful in diffomntial diagnosis with LiP. Although 
studied in a limited number of cases, MI is not detected in LIP and appears to be 
presant in only a minority of MALT type lymphoman. Nil seems not play a 
significant role in pathogeaesis of PBLL, but more extensive stadiea are needed. 
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EXPERIENCE OF BONE MARROW TREPANOBIOPSY IN 
UDMURT1A 

Kiryanov N.A., Suvorov A.N. 
Dpts of Pathology, Medical Academy, lzhevsk, Russia 

This paper is objected to the clinical and anatomic analysis of bone 
marrow (BM) trepanobiopsy in patients at the Udmun hematology 
center during 1993-1998, 207 samples of BM from patients aged 16-72 
(average 48.8) were studied. The table summarizes the BM pathology 
data 

M Pathology 

Hypoplasia and 
aplasia 
Ogleomyclodysp 
lasia 
Tumors 
Other diseases 
Normal BM 
Low quality of 
biopsy 
specimeas 
Total 

Years Total 
1993 192 1995 1996 177 1998 
9 I I 9 10 52 

3 6 7 2 14 19 51 

| | |  H | |  i i l i i  H I  
~ i t l i r  ~ i  
l l a i ~ i i a s a n ~  
pm m e  m e  i n  B i n  m R  mmmm~ 

49 27 36 15 35 45 2117 

Hypoplasia and aplasia rank first in BM pathology, which predominate 
in patients under 50. Osteomyelodysplasia appears a frequent pathology 
more often observed in patients over 50 This pathology rate has been 
lately increasing. Tumor impairments are rarely observed since the ones 
do not require morphological investigation of BM. Erytremia is not a 
frequent pathology in Udmurtia. The decrease of observing of normal 
BM indicates the correct selection of patients tbr this procedure Our 
data prove this method highly informative to verify clinical diagnosis. 
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EXPLOITING THE VASCULAR ENDOTHELIAL GROWTH 
FACTOR (VEGF) - VEGF RECEPTOR INTERACTION FOR 
TUMOR ANGIOGENESIS STAINING 
Ammer, R. Department of Pathology and Center for Molecular Imaging 
Research, Massachusetts General Hospital, llarvard Medical School, 
Boston, MA 02114, USA. 
Aims: Recent advantages in molecular biology have proven a crucial role 
in angiogenesis lbr the VEGF/VEGF receptor interaction. Flk-I (fetal 
liver kinase-I ) is one of the VEGF receptors that has been cloned and 
characterized, and is shown to exist in a soluble form (sFIk-1) through 
alternative splicing that can bind VEGF with equal affinity when 
compared to the native lbrm. Since there is a high concentration of 
cxtracellular matrix bound VEGF in most tumors, we arc working 
towards exploiting this highly specific interaction to stain for 
angiogenesis. 
Method and Materials:  Using standard molecular biological and 
biochemical techniques, we have obtained and produced a recombinant 
form of the sFlk-1, called sFIk-I-AP, which has an attached reporter 
alkaline phosphatase enzyme to faciliate protein detection. Supemants of 
transiently transfcctcd NIH-293 cells were conccntrated, purified and 
then analyzed. 
Results: Conditions for sFIk-I-AP concentration and purification have 
been optimized and single bands of  200 kD protein with alkaline 
phosphatase activity were obtained. Quantification of  the purified and 
concentrated fusion protein showed final yield of 300 Ixg/ml. Specific 
binding of the sFlk-l-AP to VEGF was demonstrated in vitro on sections 
of hypervascular tumors, with activity competitively displaced by soluble 
VEGF. Homing of this highly specific molecule to tumor neovasculature 
was investigated by in vitro staining. 
Conclusions: A highly spccilqc interaction between the fusion protein 
sFlk-1-AP and VEGF has been demonstrated in vitro. Specific staining of 
tumor neovasculature could have widespread applications in tumor 
detection and characterization. 
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THE EXPRESSION OF p53 PROTEIN IN NON HODGKIN'S 
LYMPHOMAS (NHL) - IMMUNOHISTOCHEMICAL ANALYSIS 
BY LSAB+ TECHNIQUE ON 35 CASES 
Petrusevska G.. Jovanovski M., Banev S., Stojanovic A.*,Tolovska M., 
Duganovska S. 
Institute of  pathology, Clinic of  haematology*, Medical faculty, Skopje, 
Macedonia. 
The tumor supressor gene product p53 is present in a variety of  cells. 
Expression of this protein has been detected recently in NHL-s, but the 
relattonship between p53 expresston and the prognosis is still unclear as 
well as there is high variation in the reported incidence of p53 expression. 
Aims: The aim of this study was to estimate the incidence of  p53 
expression detected by DAKO monoclonal antibody p53 clone DO-7, 
which reacts with wild type and mutant type of  this protein in a group of 
agressive and very agressive NHL-s. 
Methods:Thirty five cases with diagnosed agressive and very agressive 
NHL at the Institute of  pathology were included in this study. Thy were 
classified according to REAL classification. Paraffin sections were used 
for histoehernieal and immunohistochemical staining for lymphocyte 
markers. P53 protein clone DO-7 was detected on paraffin sections by 
LSAB+ technique after antigen retrieval by microwave heating. Control 
slides from neoplastic prostatic tissue were used. 
Results: Positive neoplastic cells were found in 13 (37,14%) cases, which 
could be divided into two groups according to the pattern of reactivity: 7 
cases showed clear positive signal of  random cells, not exceeding more 
than 5% per section, and the rest showed weak diffuse nuclear staining. 
One case showed cytoplasmatie positivity. 
Conclusion: These results show that p53 protein is abnormally expressed 
in a substantial proportion of NHL-s. However the molecular basis o f  this 
expression remains to be elucidated. In the absence of  molecular 
cytogenetic technique this could be done by using of different clones of p 
53 antibodies able to differentiate wild and mutant form of this protein. 
It remains to explore the prognostic significance of p53 expression in 
patients with NHL-s. 

P-668 

IMMUNOHISTOCHEMICAL STUDY ON EXPRESSION OF 
E-CADHERIN AND P53 PROTEIN IN BREAST CARCINOMAS. 
AN IMPLICATION FOR PROGNOSIS VALUE 

Ioana Berindan Neagoe, O.B~eescu ,  Rodica Ri~cft 
Tumor Biology Department- Oncological Institute CIuj, Romania 

Introduction: Both E-cadherin and p53 protein are invasion suppresor 
genes products. Our study try to determine if the correlation between 
than can have prognostic value. 

Methods: Tissue material from 35 breast lesions (10 benigns and 25 
malignant) of untreated patients was included in this study. We have 
made parallel samples for paraffin embedded blocks which were 
stained with H.E. For immunohistochemistry 5 ~tm thick cryostat serial 
sections were made for both E-caderin and p53. We used MoAb anti 
L-Cam, from Boehringer - Mannheim for E-cadherin staining and 
MoAb DO7, from Dako for p53. 

Results: E-cad,herin was expressed in all cases of benign and malignant 
lesions with different ~ades of intensity. We obtained intensive 
reaction at benign lesions and low reaction to undiferentiated malignant 
tumors, p53 was expressed in 65% 9 f all cases. We had a positive 
correlation between p53 expression and tumor size. 

Conclusions: We found a good correlation between high expression of 
E-cad_herin and low grade of malignancy, Also the overexpression of 
p53 can be associated with poor prognosis. The correlation between the 
expression of the to invasion suppresion genes products can contribute 
at the quantification of the prognosis in breast carcinomas. 
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COMBINED IMMUNOHISTOCHEMICAL EVOLUATION OF 
TUMOUR MARKERS AT PRECANCER DISEASES AND GASTRIC 
CANCER 

Miadzvedzeu M., Matv~nko M.E., Annous Abdulrah- 
man 
Dpts. of Pathology, Vitebsk Mediosl Institute, Vitebsk, Belarus 

At development of metaplastic and dysptastic changes in gastric 
mucosa antigens were revenled, that indiceted on embryanie reversion of 
mucosa and diff6,rent directions in differentiation of progenitor cells. 

Oestric cancer takes one of the first places in oncological morbidity 
structure in economically developed counlzies. In this cenneotion it is 
very actual the developmant of new methods and criterions in early diag- 
nostics of precancer diseases and gastric cancer. 
Aims: The purpose of study was comporative analysis of osrcincemb- 
ryonic antigen, pepsinogen C, beta-l-meeonial antigen, trophoblastic 
beta-l-globuline tissue expression at their combined evaluation in gastric 
bioptates for early cancer and pracancor diseases of stomach. 
Methods: It was studied 86 eases of geslric polyps with different his- 
tological forms, 48 cases of ceucer (adenocarcinomas of different differ- 
entiation degree, undifferentiated cancer). It was used undireet im- 
munoperoxidase method. 
Results" It was found, that at ineressing gravity of pathological process 
(degree of dysplasia and intestinal me'taplasia) in gastric, polyps was 
morn high quantity and intonsity of expression of above mentigned on- 
cological markers. In difference from polyps at gastric cancer it was 
found more high intensity of  antigen tissue expression, their eoexpres- 
sion, their revealing in the most structural elements of mucosa, including 
basal ports of epithelial ceils end stroma. 
Condnsions: Combined immunohistochemical evaluation of these 
markers may be used as additive method for accurate diagnostics of pre- 
cancer diseases and gastric cancer. 
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STROMAL RESPONSE IN MAMMARY CARCINOMA AND 
PREMALIGNANT BREAST LESIONS 
Rasinariu, A.*, Mederle, O.**, Toms, M.**, Raica, M.** 
Dcpts of Pathology, Institut of Oncology Cluj*, Romania and Depts of 
Histology, University of Medicine Timisoara **, Romania 
Introduction: The authors' propose is to study the expession ofmyofibrchlastic 
stromal response to breast cancer and prernalignant breast lesions. 
Material and method: We studied 24 cases of breast lesions without treatment 
The IHC study was performed by specific antibodies against myofibroblastic 
antigenes: ct-smoSth actin (A), vunentm (V) a,m ~iesmin (D); i~Ior VIll against 
endothelial cells and of course we had evaluated the hormonal status by 
idenfifiying hormonal rec~ators. The immunostaining was evaluated by LSAB 
method. 
Results: Invasive carcinoma expressed actin in 12 cases, among them in 8 cases 
the myofibroblastio cells, V in 4 cases and non ease expressed D.In situ 
carcinoma expressed aotin in 2 oases but for myocpithelial cells and vessels, 
non case for V or D.The only case which combined the lobular invasivc 
carcinoma with fibroeystic deseasr expressed actin for vessels and 
myoepithelial cells and D in 1 casr disease expressed A in 8 cases 
for myofibrchlastic cells, V in 5 oases and D in 2 oases. Aotin was expressed in 
all oases for vessels and in particular for capilary vessels, belonging in our 
opinion to neoang~ogenesis phenomena. We recorded 6 cases with A positive for 
neoangiogenesis vessels. In all cases synchronuos s1~omal resction was 
recorded. 
Conclusions: Nr vessels recorded in our cases, according to the 
literature suggest that fibroblasts, myoflbroblasts, vascular smooth muscle cells, 
pericytes and other specialized mesenchymal cclls with various myoid features, 
represent cellular isoforms of a common ancestor cells. The degree of 
differentiation toward the smooth muscle phenotype would depend on 
miorocnvironmantal factors. The particular aspect recorded by our study is the 
express ofmyofibrobIastie markers in fibrocystic disease, where maybe like in 
wounds cases we assist to a garnulation like tissuc heal or a quasineoplastie 
proliferative conditions. 
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EXPRESSION OF ANGIOTENSIN ATI RECEPTOR IN 
ADRENAL GLAND STUDIED BY IMMUNOHISTOCHEMISTRY 
AND IN SITU HYBRIDISATION. A COMPARISON WITH 
HYPERPLASIA AND NEOPLASIA. 
M. Praet, G. Bulloe~ I. Steywm, B. Matthijs 
N: Goormaghtigh Institute of Pathology 

Aims: the anatomical distribution of angiotensin AT1 and AT2 receptor is 
minted to organs or tissues involved in blood pressure regulation of fluid- 
electrolyte balance. It is found in the adrenal, vascular smooth muscle, 
kidney and heart. We compared the expression of the AT1 receptor in 
normal adrenal tissue and hyperplasia. We also investigated the receptor 
in neoplastic conditions. 
Methods: 38 adrenal specimens: normal adrenal gland (n=8), cortical 
hyperplesia (n=9), cortical adenoma (n=2), cortical carcinoma (n=6); 
medullary hyperplaala (n=9) and pheuchromocytoma (n=4) were 
investigated. Paraffin sections were incubated with rabbit polyclonal 
antibody against human angiotensin H AT1 receptor (Santacruz 
Biotechnology). The sections were treated with biotinylamd anti-rabbit 
antibodies (followed by incubation with streptovidin-peroxidase 
conjugate). The peroxidese reaction was developed with AEC. The ISH 
study was carried out with the Angiotensin II AT1 probe. After 
hybfidisation, an anti-FITC antibody (Biogenex, San Rarnon, CA) was 
applied. 
Results: the normal adrenal gland revealed immunohistochemically a 
heterogeneous staining of the different cortical layers and strong staining 
of the medulla. In cortical hyperplesia the AT1 receptor staining is 
diffusely positive, whereas expression is absent in cortical adenoma and 
focally positive in carcinoma (15-49%). Medullary hyperplasia and the 
pheochromocytoma are strongly positive in a homogeneous way. ISH 
shows a diffuse cytoplasmic staining in normal adrenal cortex and in a 
sparse subcapsular layer in cortical hyperplesia. In cortical adenoma and 
carcinoma a nuclear staining is found respectively in 40% and in 25%. 
The ISH findings in normal, hyperplaatic and tumoral medullary tissue 
reveal a low nuclear and cytoplasmic staining between 10-30% 
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TIIE INFLUENCE OF IONIZING IRRADIATION ON THE 
ULTRASTRUCTURE,OF THE FETOPLACENTAL COMPLEX 
~ * ,  Hemhaw D.**, Hata T.***, Lukianova I.*, 
Mendel N.* 
Institute of Paedlatrics, Obstetrics and Gynaecology, Kiev, 
Ukraine*; Bristol University, Great Britain**; Saitama 
University, Japan*** 
Aims. To determine the morphological changes in placenta, 
organs of fetus and newborn from the families exposed by 
radiation ariel Chemobyl a c c i d e ~  
Methods. There were examined 52 women (placentas and 
thyroids of  stillborn and dead neonates) that  have been divided 
into four groups on the basis of received radiation dose or  
place of  residence at the time of  or  after Chernobyl accident 1 
group (control) - women with physiologic pregnancy course 
with absence of radionur incorporation; 2 group - with 
radionucl|des content in placenta 0,5-1,0 Bq/kg; 3 group - 1,0- 
2,8 Bq/k~ 4 group - 2,8-4,8 Bq/kg. The samples were stained 
with hemotoxilin-eosin, van Gieson staining with plcrofuxin, 
immunohistochemical staining for PCNA, CEA and TUNELL 
(for apoptosis). 
Results.. The expression of PCNA in nucleas of  cytotrophoblast  
and syncytiotrophoblast in 4-th group were noted in the 
majority of cases (62~). The positive CEA reaction was found 
in enlarged nucleas of  cytotrophoblast and syncyflotrophoblast 
and in endothelial cells nucleas of fetal vessels, villous stroma 
fibroblasts. There was positive TUNELL reaction for apoptosls 
in majority of  placentas from 2, 3, 4 groups in endothelial cells 
of  small fetal vessels and villous stroma. We also noted positive 
CEA and PCNA reaction in thyroid glands from 4-th group. 
Conclusions: There is possibility of  radiation apoptosis in 
placenta. The changes in placenta and thyroids can be 
evaluated as early manifestation of  transplacental oncogenesis. 
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COMPARATIVE INVESTIGATION OF DETECTION OF 
MYCOBACTERIUM TUBERCULOSIS IN PARAFFIN 
EMBEDDED TISSUE : A COMPARISON BETWEEN ZIEHL. 
NEELSEN STAIN, IMMUNOHISTOCHEMISTRY AND PCR 
R. Forsyth, G. Bullock, P. De Paepe, M. Praet  
Dept of Pathology, University Hospital Gent, Belgium 

Aims: the light microscopical diagnosis of tuberculosis in lymph nodes 
is nearly always made on the presence of necrotising granulomas 
undergoing central caseosis surrounded by l_~lghans histiocytes and 
epithelioid histiocytes. This suggestive diagnosis is rarely confirmed by 
the finding of tubercle bacillae by Ziehl-Neelsen staining. The final 
diagnosis depends mainly on a positive cultureflasting 6 weoks). An 
objective criterium, immediately available, is necessary for pathology 
practice. 
Methods: 36 lymph nodes from 26 patients were investigated. 4 I~ 
consecutive sections were taken from the 36 cases and stained for HE 
and Ziehl-Neelsen staining. Immunohistechemistry was carried out 
using a monoclonal antibody against Mycobacterium spp (Dako, 
Belgium). 15 i �9 sections were also cut and the DNA extracted and 
analysed using PCR. The primers used were F2 against all bacteria and 
10.7 MB UZ1, specific for Mycobaotefium spp. 
Results : all lymph nodes show necrotising lymphadenitis with easeosis. 
Ziehl-Neeisen staining was positive in 1136 cases. 
Immunohistoeharnistry revealed positive bacteria in 3/36 eases with 
positive staining of haeilli and granular material. The PCR teclmique 
was positive in 12 / 36 cases. 
Conclusion: the use of the Ziehl-Neelsen staining for the detection of the 
sparse acid fast baeillae in light microscopy is time consuming and 
questionable since the granular material also stains. The higher yield of 
the monoelonal antibody against Mycobaet~rium spp staining positive 
bseillae and granular material proves the value of this technique. The 
positive PCR reaction in 12/36 cases confirms the higher sensitivity of 
the PCR technique with objective proof of the infection. 

P-674 

ROLE OF GROUP II PLA2 IN INFLAMMATORY CHANGES IN 
S. aureus INFECTION 
Laine, V.J.O*., Grass, QS.** and Navalainen, T.J. 
Dpt of Pathology, University of Turku, Turku, Finland*, and 
Chrysalis DNX Transgenic laboratories, Pnncetown, N J, USA** 
Aims: Group II phospholipase A2 (PLA2) is an acute phase 
protein that has marked bactericidal properties. Aims of the 
present study were to define the role and sources of group II 
PLA2 in purulent inflammation. 
~ethod=,. L;v= Sia~;,y;t,~uccu~ i=,,~u~ b=ctefia w6,c ;;-,jectc-n 
into the peritoneal cavity of transgenic mice expressing human 
group II PLA2 and of their PLA2 deficient littermates. 
Hematological and histological changes were studied after the 
administration of S. aureus. The expression of group II PLA2 in 
peritoneal tissues was studied by mRNA in situ hybridization. 
Results: Transgenic mice showed subacute inflammation, 
proliferation of fibroblasts and abscesses in the pedtoneum one 
week after i,p. administration of S. aureus, whereas PLA2 
deficient mice showed minor inflammatory changes only. The 
number of peripheral blood polymorphonuclear ceils was 
markedly elevated in transgenic mice, but not in PLA2 deficient 
mice. Administration of bacteria markedly increased the 
expression of group II PI.A2 in proliferating fibroblasts of 
peritoneal abscesses. 
Conclusions: The results suggest an important role for group 11 
PLA2 in inflammatory response and formation of abscesses in 
S. aureus infection. 
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BRAIN LESIONS DUE TO HERPES VIRUSES IN PATIENTS DIED 
FROM AIDS 
Z..inserling Vsevolod*, Chemych Michael**, Vasi]ieva Marina* 
Institute of Pathology S.Petersburg University*, Chair of Infectious Dis- 
eases S.Petersburg Medical Academy of Postgraduate Training**, 
S.Petersburg, Russia 
Aims: Lesions due to Herpes simplex vires {HSV} 1, 2 types, Cytomega- 
Iovims {CMV}, Epstein-Barr virus { EBV} belong to the most frequent 
and severe complications of AIDS. Succesful treatment of the patients is 
impossible without evaluation of their role in single cases. 
Methods: On the autopsic material of St.Petersburg ( 40 cases) we suc- 
ceeded to study microscopical changes in brain caused by different patho- 
gens. Immunohistochemieal (IHC) investigation on the paraffin slices 
(BIOGENEX) was provided. Histological and IHC data was compared 
with duration of AIDS and the treatment of patients with zovirax. 
Results: The histological appearance of lesions caused by different herpes 

viruses were moderate and similar in all infections, they consisted in en- 
largement and h~erchromatosis of nuclei, mostly localized in small groups. 
The typical picture of necrotic herpes encephalitis was not observed. Clini- 
cal and laboratory data made possible diagnose meningnencephalitis due to 
HSV and CMV in majority of cnses, but the antiviral therapy with zovirax 
differed strongly in single cases. In majority of cases the degree of lesions 
on autopsic material was moderate, only in ! case the lesions due to HSV 
played the leading role in the lethal outcome. 

vires diagnosed in ]HC posit. 
clinics 

HSV 9 8 
CMV 10 3 
EBV 0 1 

Conclusions: The lesions by HSV, CMV, EBV can be observed practically 
in all lethal cases of AIDS but their pathogenic role depends on duration of 
the disease and tactics of antiviral therapy and differs strongly. 

P-676 

OPPORTUNISTIC PULMONARY INFECTIONS IN PATIENTS 
WITH AIDS 
Oklobdzija, M.*, Tatic, S.*, Nesic, S.*, Basts, G.*, Teofilovska, G.** 
Institute of Phatology, Medical Faculty Belgrade*, Institute of Anathomy, 
Medical Faculty Belgrade**, Yugoslavia 
Oppommistic pulmona~ infections occur frequently as a complication in 
patients with AIDS. 
Aims: The aim of the evaluation was to determine the frequency of certain 
opportunist pulmonary infections and observe their b2stological characteristics. 
Methods: This p~e r  is based on the histop *~ologi~l ~-~ysis ef  ninety post 
mortem lung biopsies in AIDS patients where the respiratory infection was the 
terminal outcome of the disease. Microscopic evaluation of lesions on lungs 
was done on p ~ - e m b e d d e d  sections alter standard lfistopathologieal and 
histochemieal methods. Immunohistochemieal analyses concerning 
monoclonal antibodies have been done through APAAP method. 
Results: Bacterial infections (35.56%) were represented by fibrinnse 
suppurative bronehopneumonla, necrotizing pneumonia, or abscess formation. 
Pneumocystis earinii pneumonia was nearly the most frequent pulmonary 
complication (26.67%). The foamy oesinophilie content was found in intra- 
alveolar cavities, as well as fibrin alveolar epithelial cells, alveolar 
maerophages, end vegetative or cystic forms of Pneumocystis carinii. The 
inters~ttial inflammatory infiltrate was most often scant, and consisted mainly of 
lymphocytes and rare plasma cells. Pulmonary tuberculosis and atypical 
micmbaeterial infeotions (20.00%) were characterized by granulomatose 
changes w~th extensive tissue necrosis and occummce of caverns. Cryptococeal 
pneumonia (10.00%) showed heterogeneous histological results and 
represented a part of a disseminated mycosis. Cytomegaloviral pneumonitis 
(7.78%) was ~ssociated with other lesions on lungs. CharaeteEs~ic 
eytomegaloviral inclusions were present in intra-alvenlar epithelial cells. 
Conclusions: Opportunistic infections remit in heterogeneous 
pathohistologieal lesions on lungs, and therefore require application of specific 
pathohJstological techniques, as well as correlation with other clinical 
diagnostic procedures. 
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I~bA-C1LASS lI ANTIGENS EXPRESSION IN RENAL CELL 
CARCINOMA 
Brasanac D.*, Markovic-Lipkovski, J.*, Basta-Jovanovic, G.*,M~lller, 
G.A.**, Ml111er, C.A.*** 
Institute of pathology, School of Medicine, University of Belgrade, 
Yugoslavia*, Center of internal Medicine, Department of Nephrology and 
Rheumatology, Oeorg August University, G6tfingen, Germany**, Medical 
University Clinic, Section of Transplantation Immunology and 
Immunohematology, Eberhard-K~ls U~versity, Tttbingen, Germany*** 
Aims: Correlation between presence of HLA-class ii antigens in renal cell 
carcinoma (RCC) and its clinical and morphological characteristics. 
Methods: Cryostat sections of 37 RCCs (25 clear cell, 10 granular and 2 
ehromophobe) were studied with indirect immunoperoxidase method 
applying monoclonal antibodies 0VIoAb) to H'LA-DR (Tti36), -DP (Fa) and 
-DQ Crlt22) antigens. Tumor-infiltrating mononuclear cells were analyzed 
also, using anti-CD14, -CD3, -CD4 and -CD8 MoAb. Number of positive 
cells was estimated semiquantitatively and correlated with both clinical 
(patients age and sex, tumor size and TNM status) and morphological 
(citology, histology and tumor grade) characteristics of RCC. 
Results: All RCCs expressed HLA-DR antigans, 92% 8LA-DQ and 73% 
HLA-DP. Level of expression was higher in granul~ than in clear cell 
type, but no correlation with tumor grade could be established. Cases with 
more pronounced local spread (T3,T4) and distant metastases (M 1 ) showed 
diffuse presence of all class H antigens. Those tumors had, also, greater 
average diameter than those with focal HI_A-class II antigens expression. 
Higher level of class II antigens was accompanied by an increase in T 
lymphocyte/monocyte and CD4/CD8 ratio. 
Conclusions: Higher level of aberrant I-ILA-elass II antigens in RCC was 
associated with parameters (greater size, T3,T4 and M1 status) which 
implies more aggressive tumor behavior, possibly because, despite 
capability of antigen presentation, HLA-class II molecules expression on 
tumor ceils induce anergy rather than activation ofT cells, due to a tack of 
co-stimulatory molecules (e.g. BT). 
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TH~ IMPORTANCE OF RENAL HISTOPATHOLOGY FOR THE 
THERAPEL~C EFFICACY OF CAPTOPRIL AND INDOMETHACIN 
IN CONGENITAL NEPHROTIC SYNDROME 
L , K ~ c ,  *G.Basta-Jovanovie, *S.Kox,~,odc, C.J.D.Rr 
Dept. of Paediatric Nephrology, Guy's Hospital, London, UK and 
* ~  of Pathology, M~dical Faculty B�9 Yugoslavi_a 
The theral~-mic response to captopril md indomelhacin in relation to the 
renal histopathologic findings was examined in eight c~da'en (four males) 
wilh c ~  nephrolic ~yadrome (CNS). Median age at diagnosis was 
2.5 weeks. Rural hi~loSy was available in all and r~w, al~i C-'N$ of the 
Finrgsh type (CNI~) in six childa~a ~ad dtl~ase me~%~al ~ l c r ~  (DMS) 
in one child. The eighth cl~d who was diagnosed at the age of 3 weaks 
had histological changes that were not typical of tither Finnish type or 
DMS type. His kidney" shows partial fat3ur~ of both ~nn=ulK and tubul~ 
development. Them was only minor tubulnr ea'ht~on and this was 
gen~lly assooiat~ with hyaline casts. The main histological features 
found in CI~  cbildr=a were cystic dilatation of proximal tubules, sclerosis 
andtibrosisofglommai, tubular a n o ~  and ~ fibrosis. Cornhi l l  
treatment with eaptopril aad indometha~ was eomaneaced at median age 
of 2.3 months. FoRowing this treatment a good clinical and lahorato~ 
response was noted only in the patient with DMS histology. This 
~ e n t  was maintained for 29.7 months. Unfortunatelly tl~ patient 
d~adoped E.eoli peritoni~ and sepfi-,aemia and died of septic shook aged 
41 monflm. The ~ patients showed nO clinical ]ut~oventent ~d~er 
treatmom. For this reason th~ undetwonta ~ a l  nephrectomy in the 
first 6 months of life. After %72 (median 39) months follow-up ~x of 
them are alive. 
In conclusion, the response to treatment with eeptopril and 
indomethaeia ha cliildren with CNS appears to be related to the t~aal 
histology. This finding dcmonsWam the importan~ of renal biopsy befforr 
a therapeutic trial ~ combined captop~l and indomethacin Ireatment is 
iniliat~L On the basis of lids limited e~tg'rience, more similar studies are 
necessary to faaher confirm this finding, 
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NOTES ON MESANGIAL MATRIX IN MEMBRANO- 
PROLIFERATIVE GLOMERULONEPHRITIS 
Cotutiu. C., Camntu, I.D. 
Dpt. of Histology, University of Medicine and Pharmacy "Gr.T. Popa" 
Iasi, Romania 
Aims: Investigation of the membrane-proliferative glomerulonephritis 
from the point of view of the structure induced by proteoglyeans in the 
mesangiaI matrix. 
Methods: The speckne~ resulte_A from ~e renal biopsy w~th a TKU-CUT 
needie were analyzed. The following sta/ning techniques were used: 
Ha~matoxylin-Eosin, Szekely triehrome, PAS, toluidine blue, alcian blue 
with critical eleelrolyte concentration. Direct immunofiuoreseence relied on 
anti-human total Ig, IgO, IgA, IgM, labeled with fluorescein isothioeianat. 
Results: A number of 20 cases of glomerular diseases were diagnosed as 
membrane-proliferative glomerulonephritis according to the correlation 
noticed between the morphological lesions and the characteristics of the 
irnmunofluoreseent extensive deposits. Subsequently, the proliferation 
degree of the mesangial matrix was evaluated together with the changes 
of the pmteoglyeans occurred in structure. There was observed the 
presence of the glycosaminoglycans of heparan- sulphate- or chondroitin- 
sulphate-type. The increase and the damage of the mesangial matrix was 
firstly correlated with the appearance of the heparan sulphate solely, and, 
secondly, with the appearance of both heparan and ehundroitin sulphate. 
The morphological and irnmunofiuoreseent aspects supported the clinical 
course, including a possible evolution toward the glomemloselerosis. 
Conclusions: Remodeling of the exlracellular, mesangial matrix is 
strongly connected to the transformation of glomerular diseases into 
glomeru/osclerosis and chronic renal failure. In this context, the 
estimation of the proliferation degree and, consequently, the changes in 
the structure of the mesangial matrix represent key elements for the 
common practice in clinical nephrology. Moreover, the quantification of 
such changes can serve as an indicator for the prognosis. 
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CROMOPHOBE RENAL CARCINOMA: MORPHOLI)GICAI* 
IMMIFNOHISTOCHEMICAL AND FLOWCYTOMETRIC 
INVESTIGATION 
A.P~reseu ~, F.Vasilescu 2, C.Ardeleanu 2, I.Moldovan 3, S.Roman 3, 
D.PetruF.a 3, M.BudZau l, V.Iinga t 
1.1~'of.Dr.Th.Burghele Hospital, 2.Victor Bab~ Institute, 3.Center for 
lmaramotogy, Bucharest, Romania 
Introduction:We present the case of a 67 years old man hospitalized 
for lombar p~L,'~ n~sea and vom&ing. Echograpkica~ exam/ration w/t~ 
Doppler and N.M.R. demonstrated a hypervaseular leR renal mass with 
no evidence of renal artery and cave vein involvement. Adenopathy 
was absent. The patient underwent a left radical nephrectomy. The 
macroseopicaUy examination showed a welt circumscribed mad 
endoeapsulated tumor located in the upper pole, soft, yellow to tan- 
beige on cut surface. 
lVlateri~ and methods: Fragments of the tumor were fixed in 
formaldehyde 10%, included in paraffin and the sections were stained 
with HE,VG; immunohistoehemical with eytokera~e,EMA, VIM and 
histoeaazymatic with colloidal iron (Hale's stain). Single tumor cells 
suspensions were obtained by enzymatic digestion and used for flowoy- 
tomelxic evaluation ofepoptosis by means ofpropidium iodide staining 
Results: The histological examination revealed proliferation of large 
tumor cells with abundant cytoplasm and distinct call borders arranged 
in large sh~s  separated by delicate fibrous septa Nuclei were round, 
central with conspicous nucleoli. Most tumor ceils had eosinophilie and 
finely 8maular cytoplasm. Other ceils showed perinuclear haloes and 
some cells were large with abundant, redadated and translucent 
eytop/asm. ImmunohistochemicaI analysis: the eytokeratin profile 
(AEh AE3) was positive, EMA positive, VIM negative. The tumor calls 
stained positively for Hale's colloidal iron. 
Conclusions: All these findings plead for the diagnosis of 
chromophobe renal cell ca~'einoma. The percentage of apoptotie cells 
was 72%. The activation of apoptosis seems to be p.53 independent, as 
revealed by immunohistochemistry and only slightly Fas dependent. 
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ULTRASTRUCTURAL AND IMMUNOHISTOCHEMICAL 
CHARACTERISTICS OF HEI?ATIC SINUSOIDS IN 
CHRONIC VIRAL HEPATITIS 
Aliev B., Hodjaev Sh. 
Institute of Virology, Tashkent, Uzbeklstan. 

Change of liver sinnsoids is one of manifestations of chronic 
hepatitis. In present work, we studied particnlarity of hepatic 
sinusoidni wall sturucture in the patients with chronic active B 
(CAHB) and delta (CAHD) hepatitis, using electron microscopic 
and immunohistochemical methods. For ultrastructural study liver 
biopsies of the patients with CAHB (12 cases) and CAHD (16 
cases) were fixed in 2,5 % gluraraldehyde and postIIxed with 1% 
OsO4. in the serial cryostat sections distribution of the main 
extraceliular matrix components: types !, 1.U, IV, V collagen, 
fibronectin and laminin were detected by immunoIIuorescent 
technique. 
Electron microscopy revealed appearance of the b~asement 
membrane around the sinusoidal wall in the liver ef the patients 
with chronic viral hepatitis. UItrastruetnral changes were also 
accompanied by perisinusoidal fibrosis. 
In immnnoflnorescent study increasing amount of collagen types 
1, HI, IV, V and fibronectin in the sinnsnidal wall was observed. 
A prominent peculiarity of CAHB and CAHD was the presence 
in high content of lamtnin around the slnusoids. Cuntinuos linear 
deposition of collagen and laminin dearly underlined enlarged 
sinusoidal borders. In the liver of the patients with CAHD the 
changes described above were more aggressive. 
Our results collectively demonstrate change of hepatic sinuseidal 
walk structure in chronic viral hepatitis, resulting in liver 
dysfunction. 
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HEPATIC EPI'II-IELIOID HEMANGIOENDOTH.ELIOMA~ CLINICO- 
PATHOLOGIC DIMENSIONS. 
Fcrlan-Marolt V., Luzar, B., Vedovnlk, A., Cgr, A.*, C_r E.**, Markovi~, 
S.***, Trotov~, B.***, 
instia.~.s of Pathology, Histology mad Embriology*, Deps. of Abdominal 
Surgery** and Oncology***, Ljubljana, Slovenla, 
Aim: Epithelioid hea'nangioerzlothelioma (EHE) is an uncommon vascular 
neoplm~aa ~th dislinetive hlstopathologic appemanee and highly unpredictable 
clinical course. Beside occurring mostly in the mR tissue, lung, and bone, the liver 
may alto be involved. Conlroversial interpretations of this rare elinicopsthologie 
entity are reflected in frequent misdiagnosis. 
Material, mahoda: Two cases of hepatic EHE, a 47-year-old woman and a 50- 
year-old man were relrieved from the series of 56 patients surgically treated for 
primary liver neoplasi~ The patients presented with upper abdominal discomfort 
Imaging procedures revealed multiple 3era large lesions in the liver. In the zemeh 
for a particular neoplastic profile that might predict the tunaorous behaviou~ a 
detailed pathohistologieal analysis was done. Immunohistochemical panel 
consisted of antibodies to epithelial, hnmtopoietic, and masemhyrm( 
determinants including eytokexafins, CD 32, CD 34, CD 68, F VIII, SI00 and 
vimentin, so as PCNA, MIB 1, bol-2, and p53. Liver resection (the female) and 
transplantation (the man) was followed by a 5- yrs healthy period. 
Results: The turnouts were charaetefised by clusters of plump epithelioid cells 
with vacuoles, projecting into tiny va~slar spaces, end dendritic cells, all 
embedded in fibrous stmrrm. Mitosis were rare. In the both types of tumorous cells, 
endothelial marke~ (F VIII, CD 34) were intensively positive, whereas CDla, CO 
68 and S100 protein were completely negative. The coexpreasinn of CD34 and F 
VIII on a subset of the aunorous cells, so as diffuse infillration ofF VIII positive 
dendrecytes was observed. Proliferative index comprised 20% of turoomus cells. 
Conclusion: Correct diagnosis of hepatic EHE requires immunopbenotypic 
chameterisafion of the tumorous cells that intermingle with rnacrophages and 
dendrocytes probably presmling reactive elcanents. Clinical outcome might be 
influenced with the grade of tumorous cellularity whereas mitotic counts, nuclear 
atypias, and the proliferative index do not seem to be pmgnosticaI1y significant. 
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CHRONIC VIRAL HEPATITIS. HISTOLOGICAL AND 
IMMUNOHISTOCHEMICAL PROFILES IN PATIENTS WITH 
ONE OR DUAL HEPATITIS VIRUS INFECTIONS. 
G. Butut 1. D. Butut 2 , FI S t a n i ~ u  3, S Zurae 3 , A.Streinu - Cercel "3, E 
Nicolaeseu f',A Zanebi ~' C Ardeleanul 
"Victor Babes" Institute 1 , "I.Cantaeuzino" Institute 2 " "C~roI Davila" 
University of Medieirlr 3, B u e ~  Romania. 
Mms : The study was aimed to evaluated some histological and 
immtmohlstoehemieal (IHC) features of gg chronic viral hepatitis 
c~-riers. 
Methods : We analysed liver biopsy specimens of these patients with 
confirmed clinical, virological and serological tests. Histological findings 
were ~ored according to ISHAK system . IHC-ABC method for 
identifying surface and core antigans(HBsAg, HBcAg) on tissue 
samples, was performed. 
Results : Among our cases, 3~% were B virus chronic hepatitis(l-IBV), 
49% were C vires chronic hepatitis (HCV)and 9% have &lal virus 
infections ffIBV + HCV). The histology score show the preseace of 
moderate and severe chronic hepatitis in:25% I ~ V  patients, 30% HCV 
patients and 33 % in dual infected patients. For moderate and severe 
fibrosis the percentage was 36% in HBV patients, in 51% HCV patients 
and 67% in HBV + HCV patients.The IHC technique identified HBs Ag 
in more than 60*/0 of liver biopsies from scrologiead positive HBV 
patients, but the I-IBcAg only in 30% of them. For HBV + HCV 
biopsies, I-IBsA8 was positive in 50%and I-IBcAg in 25%. 
Conclusions : In patients with chronic HCV and HBC + HCV the 
surging and grading score was higher then in HBV patients. The IHC 
tests confirm only partially the viral etiology. However the presence of 
the HBcAg is significant for viral replication. 
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LIVER STORAGE OF HYDROXYETHYLSTARCH 
Guettier C.*, Christidis C**, Ziol M*, Ganne-Carrie N**, Mal F**, 
Collard P***, Beaugrand M**. 
Dpt of Pathology*, Dpt of Hepatogastroenterology** Jean Verdier 
Hospital, 93143 Bondy, France Dpt of Pathology* ** Tenon Hospital, 
75020 Paris 
Hydroxyethylstareh (HEA) is a widely used plasma expander. 
Hitherto no hepatic side effect has been reported. 
From september 1997 to april 1998, a liver biopsy was performed in 7 
patients for unexplained refractory ascites (4 cases) or anicterie 
eholestasis (3 cases) after iterative intravenous infusions of HEA (row 
200 000). HEA infusions were administered for 1.5 to 10 months 
(cumulative doses 690 to 3990 g) for large volume paracentesis in 
cirrhotic patients abstinent for alcohol (3 cases) , chronic 
haemodialysis (I ease), plasma exchanges (2 cases) and arterial 
hypotension (1 case). 
Diffuse microvacuolization and hyperplasia of CD68 positive Kupffer 
cells with focal sinusoidal obstruction were observed in all post- 
infusions biopsies but absent in the pro-infusion biopsy obtained from 
1 patient. Mierovaeuoles appeared empty on HES, they were negative 
for Oil-Red-O and contained few positive granules with PAS and 
argcntic staining. Cytoplasmic micrevaeuoles with peripheral PAS 
enhancement were focally noted in hepatocytes of 4 eases. For 5 
patients, other lesions reflected the underlying liver disease (cirrhosis 
= 3, chronic hepatitis = 1, sareoidosis = 1). Four patients died from 
sepsis (3 cases) or hepatic failure (I ease). 
These data suggest that HEA could accumulate in liver as it has been 
described in skin and nerves; this storage could be responsible for 
onset or worsening of portal hypertension and hepatic dysfunction. 
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ACHIEVEMENT OF LIVER IRON CLEARANCE IN EX- 
THALASSE, M]C PATIENTS AFTER BONE-MARROW 
TRANSPLANTATION (BMT): A CLINICAL-PATHOLOOICAL STUDY. 
"Muretto P~ "Tommasoni S, *'Angelueei E, *'Lumreili G. 
"Dept. of Pathology,*'Dcpt. of Hematology, Az. Ospedaliera, Pesaro, Italy. 
AIMS: Histomorphologic and clinical study on 66 thslassemic patients who 
showed tither clearance or a very significant decrease in liver iron overload 
after BMT. These modifications are compared with associated lesions such as 
hepatitis and fibrosis. 
METHODS: Liver biopsy has been performed on thalassemic patients prior 
to BMT since 1984 and at regular intervals t h ~ e r .  Among patients cured 
by successful allogerde BMT, 41 patients (mean age 16+/-2.9 years) were 
subjected to a program of regular phlebotomy 9.5+/-1.5 years after BMT (6 
ml/Kg blood withdrawal at 14-days interval for a mean period of 35+/-18 
months), 18 patients (mean age lg years) received desferrioxamine therapy 
and 7 young patients without any therapy (mean age 5 years), cortsenmd to 
follow-up by sequential biopsies. The fiver iron overload was histologically 
graded in parenohymal and mesenehymal sites (according to previously 
published study), whereas hepatitis grading and staging were evaluated 
according to Ishak and Coil. Liver iron concentration (LIC) was assayed by 
atomic absorption speetrophotometry and expressed as rng/g dry weight. 
RESULTS: Complete liver iron clearance (meen LIC 0.9+/-0.4) was 
observed in the 41 patients who under the phlebotomy program. Among 
18 patients treated by chelation therapy, 2 showed complete iron clearance as 
desfexrioxamlne was withdrawn in the remaining 16 patients when a very 
mild ernosiderosis was obtained (mean LIC 2+/-0.5). Seven young patients 
reached spontaneous iron olearanee (mean LIC 1.5+/-0,5). Chronic hepatitis 
improved significantly in the last biopsy, whereas fibrosis showed a mild 
decrease in many eases. 
CONCLUSIONS: This study demonstrates that complete ~versibility of 
liver iron overload in ex-thalassernic patients is possible. The associated 
improvement of chrOnic hepatitis may correlate to hypothesis that liver iron 
burden acts as a damaging cofactor in hepatitis course. 
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PEROXISOME PROLIFERATOR ACTIVATING RECEPTOR 
gamma F, XFRESSION IN THE LIVEg OF CARl]ON TETRA- 
CilLORIDE INTOXICATED gATS 
TheocMris, S.E., Koutsclini, H., $oilionoulou. C., Thalhammer. T., 
Nines, $., Koutselinis, A. 
Dept of Forensic Medicine and Toxicology, University of Athens, 
Medical gehool, Athens, Greece and Dep! of(ieneral and P~xperimental 
Pathology, University of Vienna, Vienna. Austria. 
Aims: Peroxisome Prellferstor Activating Receptor gamma ~PAR gam- 
ma) is a ligand-dependcnt transcription factor impnrtant in adipouyte dif- 
ferentiation and glueu~ hom~st~sls. TI~: int~ahepatlc distribution of 
PPAR gamma was examined in a model oflivcr injury and r~gcneratinn 
induo~l by carbon t~nmhloride (COld administration in rsts, 
Methods: Melt Winter rats wexo administered intraperitonaally with 1 ml 
CCI..'Kg of body welght. Toxicological end points and markers of 
hepatocellular reganeratlon were as~ssed at various time points (0. 12. 
24, 36, 48, 60 sad 77 h) post.-C(:14 injectinn The enzymatic activities of 
A.~partate and alanine aminotransferues in serum and liver histological 
findings were u.~ to estimate CCl~-tnduced hepatotoxicity. The rate of 
[l'l a] thymidine incorlx~ration into hepatic DNA, the enzymatic activity of 
livul thymidinc kiuas= activity and the asses~meut of mitotic Judea ia 
hepatoeytcs were used as indices of re~neration, PPAR gamma wa~ 
dct~"t~l immunohistoehemlmlly in paraffin embedded liver sootiOns, 
Results: CCI,j admlni~ration mused liver injury, followed by hepatocel 
lular proliferation, which presented peak at 48 h po~-tr~ttment. Mild 
PPAR gamma immunoresctivity was prominent in eentrilobular hepato- 
cy~e~ 12 h pn~r.Cf:l., administratinn. At 24 h pest4oxin Rdmini~tration 
intense PPAR gamma expression was found in centrilobulm" hepatocytes 
snd foam cells, while at 36 h i n t ~  staining was found in hepatocytes in 
the vicinity of inflammatory sites. At funlmr time points eV, alnincd, mo- 
derate PPAR gamma expression was noted in pmllferating hcpatocytes 
and imcnsc in isolated ones in the vi~nity of inflammatory infiltrations. 
Conclusion: Our study describes the hepatic expression of PPAR gam- 
ma, impllcating its contribution in toxin-lnduced injury and regeneration. 
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ARE BILE DUCT LESIONS IN CHRONIC HEPATITIS C 
ASSOCIATED WITH SERUM HEPATITIS C RNA 
LEVELS OR VIRAL GENOTYPES ? 
Wilt, M.*, Habersetzer, F.*'**, Stoll Keller, F.***, Meyer, 
P.****, Vetter, D.**, Doffo~l, M.**, Vetter, J-M.* 
Dpts of Pathology*, Hepatology**, Virology***, and 
Biostatistics****, University Hospital, Strasbourg, France. 
Aims: Bile duct lesions are frequently observed in patients 
with chronic hepatitis C (CHC). The arm oftbis stud)' was to 
determine whether bile duct lesions in patients with CHC 
might be associated with hepatitis C virus (HCV) genotypes 
and serum HCV RNA levels. 
Methods" 100 liver biopsy specimens from 100 patients 
(M :W, 59:41) with CHC were studied. The histological 
appearance of  bile duct lesions for each biopsy were graded 
accordin~ the METAVIR group (a panel of  10 French 
pathologists) with some modifications as follows: 0 = no 
lesion; l (mild or moderate) = lymphocyte or plasma cell 
infiltrate, variation in nuclear staining, epithelial cell 
vacuolization, stratification and loss of polarity of  epithelial 
cells or combination of  these ; 3 (severe) = necrosis and/or 
bile duct destruction. Infikration of  the bilim T epithelia 
without epithelial cell lesions was not considered as a. bile 
duet damage. Histological evaluation was performed without 
knowledge of the clinical biochemical and virological data. 
Serum HCV RNA levels was determined at the same time the 
biopsy was performed, with Quantiplex 2.0 branched DNA 
test (Chiron). HCV genotyping was performed using the 
[nno-LiPA HCV (Innogenetics) second generation assay. 
Patients were infected by the following 8cnotypes : 1 (n=52), 
3 (n=32), other than l and 3 (n=l l) and indeterminate (n=5). 
Results: Bile duct damage was observed in 71% of  the 
patients. Bile duct lesions were mild or moderate and severe 

49% and 22% of  the cases, respectively. The frequency mad 
the severity of  the lesions were not associated with serum 
HCV RNA levels (frequency, p=0,61, severity, p=0,22) and 
genotypes (frequency, p=0,65 ; severity, p=0,35). 
Conclusion : These results confirm that bile duet lesions are 
frequently observed in patients with CHC but are not 
associated with serum HCV RNA levels and genotypes. 
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MINOCYCLINE-INDUCED SYSTEMIC GRANULOMATOUS 
RF-ACTION 
~o l  M*, Kettaneh A**, Fain O**, Biaggi A*, Thomas M**, F.~lache,- 
Saudraan V***, Lejeune F***, Guettier C*. 
Dpt of  Pathology*, dpt of Internal Medicine** and dpt of 
I-lae~)o[ogy***, Jean Verdier Hospital, 93143 Bond),, France. 
We report for the first time a systemic granulomatous reaction 
including acute granulomatous hepatitis related to minocycline. 
A previously healthy 23=year-old women was admitted for fever, 
erythrudermia and lymphadenopathy. For the preceding 4 weeks, she 
had received minoeycline (200mg/day) for facial none. White blood cell 
count was 13XI0 9/L with hypereosinophilia, increased T cell count 
and atypical lymphocyms. Biochemical liver tests revealed AST and 
ALT increased up to 15N and 7N respc~-tively. As a lymphoma was 
suspected, cervical lymph node, liver, bone marrow and skin biopsies 
were performed. Cervical lymph node biopsy showed expansion of 
the subcepsular paracortieal areas with hyperplasia of langherans cells 
and no lymphoma_ Liver biopsy revealed acute granulomatous 
hepatitis with mixed periportal and lobular necrosis. The marked 
inflammatory infiltrates included CD8+ lymphocytes and 
plasmocyms. Bone marrow biopsy showed non necrotizing epithelioid 
granulomas. Skin biopsy revealed lymphocyte perivascular in_filtrates, 
exoeytosis and rare eosinophiis. Diagnoses of tuberculosis and viral 
hepatitis were excluded. Cessation of minocyeline was followed by ma 
improvement of symptoms and biological tests. Although fever, 
eosinophilia, lymphadenopathy and hepatitis have been previously 
described, minocyeline has not been reported to induce granulomatous 
hepatitis or systemic granulomas. These histologic features may help 
early recognition of rninocycline side effects related to T cell 
activation. 
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DNA PLOIDY PA'rrKR_NS IN LUNG CANCER AND THEIR 
PROGNOSTIC VALUE 
An~elov. A. Canchev, E. 
Depafanent of Pathology 
Medical University, Varna, Bulgaria 

Introduction: DNA ploidy histogram interpretation is one of the most 
important sources of variation in DNA image eytometry. The prognostic 
value of  ploidy status in different histologic types of lung cancer is un- 
certain. 
Aim: To assess the ploidy status in lung oanoer and its relationships with 
histologic type and survival rate. 
Methods: DNA content wan meamred by image analysis (CAS-200 
system) in formalin-fixed paraffin embedded lung carcinoma samples 
fi'om 51 autopsy eases. Mean survival rate for each histologic type of 
lung carcinoma was compared with DNA ploidy type. 
Resalts: Most small-cell-lung cancers (SCLC) showed hypoploid, or 
hypodiploid DNA histograms with DI of the first peak 0,5-0,9. In this 
group the mean survival (2,66 months) was shorter than in SCLC with 
aneuploid histograms and DI above 1,0 (6,83 months). Non-small-coil- 
lung cancers (NSCLC) showed very heterogeneous DNA ploidy pat- 
terns. The mean DI in NSCLC was two to four times higher than in 
SCLC. In adenocaroinoma and giant-eel1 carcinorna, where nearly all 
histograms were anenploid the mean survival was 3,25 and 2,60 months 
respectively. In squamous-cell lung carcinomas which were mostly hy- 
perdiploid or tetraploid the mean survival was 4,61 months. 
Conclusion: Hypoploidy in SCLC is a distinct DNA content abnormal- 
ity, which is a negative prognostic factor. No conclusive correlation 
could be found between DNA ploidy type, histology and survival in 
NSCLC. 
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MIB-1 PROLIFERATION INDEX CORRELATES WITH 
SURVIVAL IN PLEURAL MALIGNANT MESOTHELIOMA 
Co rnin C.E., Noveili L., Anichini C., Paglierani M., Dini S. 
Institute of Anatomic Pathology~ University of Florence, Florence, 
Italy. 
Aims: The aim of our study was to establish whether cell proliferation 
index, assessed by the monoclonal antibody MIB-1, would correlate 
with survival in patiems with pieural malignant mesothelioma (MM). 
Methods: Seven cases of MM with long-term survival (LTS) (-> 3 
years from diagnosis) were retrieved from the files of our Institute. 
Each LTS case was coupled with 3 control cases with short-term 
survival (STS) (< 3 years from diagnosis) according to the following 
criteria: age (+_ 3 years), sex, histologie subtype. Immuno- 
histoehemical studies with the monoclonal antibody MIB-1 were 
performed on representative tissue sections from each case. A labeling 
index (LI) was determined randomly counting l,O00 tumor cells and 
expressing the results as a pcreenmge of positive cells. The 
relationship between LI and survival in each pair ease-con~'ol was 
assayed by the Wilcoxon signed rank test. 
Results: MIB-I immunostaining revealed nuclear staining in each 
case. Heterogeneity in the distribution of MIB-I positive cells was 
observed. MIB-1 LIs varied from t% m 8.8% (mean value: 5.2%; 
median value: 5.8%) in the LTS cases while in the conb'ol cases MIB- 
1 LIs varied from 5% to 86% (mean value: 27.8%; median value: 
17.4%). Statistical analysis showed a significant difference between 
LTS cases and STS control cases (/~0.02). 
Conclusions: Our results indicate that the differences in biological 
behavior of MM in long-term and short-term survivors may be 
explained in part by differences in tumor growth fraction and that 
MIB-1 proliferation index could represent an important prognostic 
parameter for this tumor. 
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PULMONARY INFECTION BY DIROFILARIA IMMITIS 
MIMICKING LUNG CANCER. A CASE REPORT 
Antonio Ramponi, Rer~o Boldorinj, Manuela Nebuloni*, Fdisabetta Venturini. Guido 
Monga. 
Scrvizio di Anat~mia Pamlogies, Ospedale Maggiore della Carit/t, e Faooltb di 
Medieina �9 Chirurgia "Amedeo Avogadro" Novara, Italy 
�9 Servizio di Anatomia Patolo$iea Ospedale Saeeo, Milano, Italy 
Clinical h i s to~  and methods. A 56-year-old woman, was admitted to 
the hospital due to trauma of the knee. A routine chest x-my examination 
disclosed a solitary, radiodertse nodule in the right upper lobe of the lung. 
Chest computed tomography showed a subpleural coin lesion, without 
calcification or cavitation, of about 1.5 cm in diameter. Physical 
examination, bronchoscopy, brochoalveolar lavage as well as laboratory 
data were normal. In suspicious of malignancy, a surgical approach with 
intraoperative examination of the lesion was performed. 
Results. On cut surface, the specimen showed a pink, roundish nodule, 
demarcated to the pulmonary parenehima. Frozen sections showed a 
granulomatous reaction with a central area of necrosis and inflammatory 
cells. No neoplasia was found and therafore only a partial resection of the 
pulmonary upper lobe was performed. Light microscopic examination 
disclosed the presence of cross-sections of coiled degenerate worms, 
ranged from 70 to 250 tort in diameter in the lumen of a medium-aized 
artery, wiUh.ln the area of coagulative necrosis. They were poorly 
preserved, but the presence of a smooth cuticle, muscle fibres and 
fragments of intestine allowed the identification of the worms as 
Dirofitaria immitis. At the edge of the necrosis, macrophages, 
lymphoeytes, rare eosinophils and fibroblasts were found. Two small- 
sized arteries were thrombized. A chronic inflammation was found in the 
alveolar septa of residual lung parenchima. The patient was discharged 
without any therapy and at long term follow-up she is live and well. 
Conclusions. Dirofilaria infection has a worldwide distribution, but the 
pulmonary localization of Dirofilaria immitis is quite rare. However, the 
parassitic origin of  a pulmonary solitary coin lesion should be considered 
as a possible differential diagnosis of lung neoplasia. 

P-692 

THE PULMONARY-RENAL SYNDROME AMONG CHERNOBYL 
NUCLEAR ACCIDENT LIQUIDATORS 

Derizhanova Irina, 
Dept. of Pathology, Medical University, gostov-on-Don, Russia 

Aim: The aim of the paper is to study pulmonary and renal pathologies 
among died Chernobyl nuclear accident liquidators. 
Materials and Method: The organs of 38 died Chernobyl nuclear 
accident liquldators, who worked in Chernobyl 30-kin zone in 1956-$7 
and died in1993-98,were studiedThair average age was 42.8 years. The 
irradiation dosage was between 0,92 and 25 red. 
The pieces were embedded in paraffin. Hystologicai speciment were 
stained with HE, PAS, Van C-deson, partially by alcyan and tolidin blue 
under different pFL and impregnated with silver by Foot. 
Results: In all cases the distinctive pulmonary and renal changes called 
pulmonary-renal syndrome were observed. 
The macrophage agglomerations loaded with brown dust were detected 
in lungs, interstitial tissue, under pleura, around vessels and bronchi 
betides antracosis. The agglomerations were accompanied with 
interstitial fibrosis, panacinar emphysema, deforming bronchitis and 
pefibronchial lymphoid tissue atrophy. On the background the 
symptoms of viral and bacterial infections manifested and led to death 
in 26.3% (10 eases). Renal changes of"sclerosing glomerulonephrosis" 
type characteristic of radiation lesions (Mostofi, 1972) were detected 
in all eases. Also there were meduUar sclerotic changes, 
glomerulosclerosis and eanaiiculus epithelium atrophy, oRen 
accompanied by arterial hypertension. 
Conclusion: Taking into account the fact that Chemobyl dust contains 
fissionable isotopes (Reva et al 1998) we consider the incorporated 
radionuclides endogenous action to be more affective to reported 
pulmonary, vascular and renal changes than exogenous irradiation. 
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SIMIAN VIRUS 40 (SV-40)-LIKE DNA SEQUENCES AND 
SURVIVAL PROBABILITIES IN PI,EURAL MALIGNANT 
MESOTHELIOMA (MM). 
Betta, P.G., Mutti, L ~ Libener, R., Mariani, N., Cosimi, M.F., Rizzo, P.*, 
Carbone M.* 
Pathology Unit, Azienda Ospedaliera, Aiessandria, Italy. ~ of 
Medicine, ASL 11, Vercelli. *Loyola Med. Center, Maywood, IL, USA, 
Aims: To determine if the presence of SV 40-like DNA sequences in 
human pleural MM tissue affects survival probabilities of patients. 
Methods: DNA was extracted from paraffin sections from MM ~issue 
samples of 83 patients and amplified by the polymerase chain reaction 
using two separate primers pairs, namely PYV.for/PYV.rev and 
SV.for3/SV.rev. 
Results: SV 40-like DNA sequences were detected in 50 of the 83 MM 
samples examined (60.2%) with either of two SV 40 primer sets, Of the 50 
SV-40 +ve patients.one-year K-M survival was 44.0% (95%Ch 30.1- 
57.1), whereas in the remaining 33 SV-40 -ve eases one-year K-M 
survival was 65.8% (95%CI: 46.7-79.4), There was a trend toward better 
one-year survival probabilities in patients with SV-40 ve MM (Iogrank 
test: 2.83; p = 0.093). 

Month~ nller d ~ i ,  

Conclusions: These data provide further evidence for a role of SV 40 in 
the biology of human pleural MM. 
(This work was supported by a grant from "Italian I,eague against 
Cancer"~ section of Alessandria), 
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MORPHOLOGY OF THE LUNG CANCER IN PERSONS LIVED IN 
THE RADIACTIVELY POLLUTED SEMIPALATINSK 
TERRITORIES OF KAZAKHSTAN 
Sa~ryndvkova G., Kogan E. 
The Setebenov Moscow Medical Academy, Russia 
Aim of the study was to investigate the morphological features of the 
lung cancer in persons lived in the radioactively polumd Semipalatinsk 
territories of Kazakhstan, 
Methods.Clinicomorphological, analysis of 17 lung carcinomas of 
patients who were exposed for a long time to the radiation in the region 
of Semipalatinsk atomic firing ground befour 1993 year. The material 
consisted of 15 surgical and 2 endoscopic bronchobiopsy cases was 
studied at the light, electron microscopy and immunohistochcmical 
level. There were 7 peripheral and 10 central carcinon~as. 
Results. Carcinoma was represented by various histological types: 
small cell (8 eases), squamous cell (5 eases), large cell (2casos) and 
adenocareinoma (2 cases). Peculiar dust deposits were found in the 
turnouts of different localisation and histological type. The dust 
particles accumulated not only in macrophages and areas of fibrotir 
tissue, but could be seen in single tumour cells as well. There was not 
any correlation with the smoking background. The peripheral cancer 
"in the scar" was diagnosed in 5 eases. Lung carcinomas had low 
proliferate activity according to the low expression of Ki-67 and bcl- 
2. 
Conclusion, The lung cancer in persons lived in the radi~tetively 
poluted Semipalatinsk territories of K87-khstan am represented by 
different types of turnout with prominent dust contaminants and low 
prolifaratr activity. 
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PROLIFERATE ACTIVITY IN PULMONARY CARCINOIDS 
RegI_..__MM., Buka~ J.*, Simek J.**, giller J.***, RothrOckel P.*** 
Depts of Pathology, Computer Technol. Ctr.*, and Thoracic Surgery**, 
Charles University, School of Medicine, Hradec Krhlov6 and District 
Hospital*** Pardubice, Czech Republic 
Aim. On the basis of known Ki-67 dependence on tumor malignancy, we 
compared this marker expression quantitatively in pulmonary typical and 
atypical eareinoid tumors and attempted to predict their biological 
behavior especially ~n cases associated with tumorous lymphadenopathy, 
satellites, and careinoid tumvrlets, 
Method, Using material from surgically treated patients, we examined 54 
cases of carcinoids divided into five groups. 1) Forty-two typical 
carcinoids (TC), 2) Twelve atypical careinoids (AC) diagnosed according 
to modified Arrigoni's criteria (Trawls et al., 1998), 3) Thirty-two TC 
without metastases, satellites, and tumorlets (M,S,T), 4) Eight AC without 
M,S,T, and 5) Fourt~n TC and AC associated with M,S,T. Groups 3, 4, 
and 5 were formed of tumors selected from group 1 and 2. 
The proliferate activity was evaluated by Ki-67 (MIB-I, Immunotecb 
France, 1:25). Its nuclear labeling was counted in more than 50 HPF and 
calculated as a number of positive nuclei in 10 HPF. 
The Fisher exact test was used for statistical analysis. 
Results, The Ki-67 nuclear expression was found in 19 (45%) out of 42 
TC and in 9 (75%) out of 12 AC. In set of TC without metastases 
(M,S,T), the Ki-67 positive labeling was found in 14 (44%) out of 32 
cases (group I11) and in six (75%) out of eight AC (group IV). In all TC 
and AC tumors with M,S,T (group V), the Ki-67 expression was 
encountered in 8 (57%) out of 14 cases. However, using the Fisher exact 
test for statistical analysis, there was no significant difference between all 
examined groups. 
Conclusion. No statistical significant difference was found in Ki-67 
expression in pulmonary typical and atypical carcinoids. It appears to be a 
factor which can not be used for tumor prognosis prediction or adjuvant 
therapy indication in surgically treated patients. 
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MALIGNANT PLEURAL MESOTHELIOMA: EPIDEMIOLOGY, 
DIFFERENTIAL DIAGNOSIS AND PROGNOSIS. 
Serio G, Pennella A, Marzullo A, Lo Mele M, *Muati M, *Cavone D, 
*Ammirabile F, Pollice L. 
Dept. of  Pathology - University - Bad (I); *National Mesothulioma 
Register-Depts of Medicine, University - Bad (I). 
Pleural mesothelioma is a cancer with a poor prognosis. The association 
with asbestos exposure is specific. Recently, in South Italy, a marked 
increase of the disease has been registered. A number of 125 diffuse 
pleural mesotheliomas diagnosed between 1989 and 1998 at the 
Institute of Pathology, were selectod and histologically subtypod 
according to WHO criteria, Occupational and non-occupational asbestos 
exposure was detected by National Mesothelioma Register. The age 
distribution showed a peak between 60 and 70 years of age. The tumour 
was prevalent in men (90 ~). Effective exposure to asbestos was 
identified in 52,8% of patients; in 12% was not occupational (domestic, 
environmental, hobby-slmm time) and in 35,2% of cases the source was 
unknown. The fullow-up evaluated until 28 Febrtmry 1999 was 
available for 107 cases. Seven patients are still alive. The medien 
survival time was II months. The three-year survival rate was poor. 
Histological subtyping of turnout showed 84 (67.2%) cases of 
epithelioid-type, 33 (26.4%) mixed and 8 (6.4%) spindle ceil-type. No 
significant correlation between survival and histological types 
(epitbetioid and mixed subtypes) was found. The epithelioid type was 
more frequent among cases with occupational exposure while mixed 
and spindle-cell subtypes resulted more frequent in non-occupational 
exposure cases. Moreover, paraffin embedded blocks of 54 cases of 
mesothr and 30 cases of metastatic pieural turnouts were 
immunostained for calretinin (calcium binding protein), E-cadherin 
(homotypic adhesion protein), keratins, CEA, HBME I, EMIL and 
vimentin. E-cadberin best discriminate, in our study, between 
mesothelioma (epitbelioid and mixed subtypes) and metastatic 
adenocareinima, resulting diffusely positive in all eases of 
adenocareinoma, whereas only few cases of mesothelioma demonstrated 
focal and weak reactivity. Calrednin was strong positive in MM (76%). 
Our results suggest that the high mortality rate indicates that no progress 
toward early diagnosis has been made and the histological diagnosis is 
gill very difficult. 
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TRANSFORMING GROWTH FACTOR I~I EXPRESSION IN 
BRONCHOPULMONARY CARCINOIDS 
S~odkowska J.*, Hasleton P.S.**, Radomski P.* 
Department of  Quantitative Pathology, Institute of  Tuberculosis and 
Lung Diseases*, Warsaw, Poland*, and Department of  Fiistopathology, 
Wytheshawe Hospital, Manchester. UK**. 
Aims: Comparative evaluation of  Transforming Crrowth Factor [3-1 
(TGFI3) expression with angiogenesis, metastases and tumour size in 
carcinoids. 
Methods: TGFI3 (antibody TGF-bl, Serotec) and engiogenesis 
(antibody CD34, Daco) were detected immunohistochemicaliy using 
the avidin-biotin-peroxidase complex technique in 48 resected 
bronchopulmonary caroinoids. Tumours were staged according to the 
TNM classification and determined histologically as typical carcinoids 
(TC) - 35, and atypical (AC) - 15 cases, in accordance with criteria for 
neuroendocrine tumours (Travis, 1997). TGFI3 immunoreactivity was 
graded as: not detectable = 0; <25% ffi 1; 25%-74% = 2; >75% ffi 3 of  
the stroma and turnout cells staining separately. Microvessel density 
was evaluated according to Weidner's method. 
Results: TGFI3 expression did not indicate the histologio type nor the 
presence or absence of lymph node metastases. The size of earcinoids 
was related to their histologie types, the diameter TC<AC (p.=0.047) 
but not related to TGFI3 expression. Tumour angiogenosis was related 
to the histologic type (p.--'0.01) but not to TGF~ expression. Tumour 
angiogenesis was related to the histologic type (p.ffi0.01) but not to 
TGF~ expression. 
Conclusion: TGFI3 expression was heterogeneous with accumulation 
of extracellular matrix, and without any indication for the extend of  
turnout disease. 
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PCR FOR 17P LOCUS MAY BE SIGNIFICANT IN 
METASTATIC COLORECTAL CANCER PROGNOSIS. 
Kashkin, KN., Fleishman, E.V., Turbin, D.A., Perevoschikov, AG. 
N.N,Blokhin Cancer Research Center RAMS, Moscow, Russia. 

Aims: Sl~ort arm of chromosome 17 is one of the most often deleted 
genome part (up to 95% cases) in human colorectal cancer and the 
deletion is associated with poor prognosis, 17p allelic imbalance was 
shown to be an independent prognostic parameter in CRC patients 
with potentmlly curative resected distant metastases. So we to wanted 
to estimate possible clinical use of  17p loss analysis by PCR on 
YNZ22 locus (D17S30, 17p13.3). 
Methods: We studied YNZ22 locus by PCR in primary coloreetal 
carcinomas of, g9 adult patients and compared results with wide range 
of clinieo-pathological features of tumors. 
Results: Distribution of YNZ22 alleles in cancer patients was very 
close to that in healthy europeoids population. 40 patients were 
heterozygous (informative), and 16 tumors (40% of  informative) 
showed loss 0f hetdrozygosity (LOH) of YNZ22. All these 16 tumors 
had also LOH of p53 gene (17p13A). Frequency ofYNZ22 LOH in 
men was twice as high as in women (Rsp = 0,33; p = 0,037). In studied 
population PCR-proved LOH of  YNZ22 correlates with moderate or 
low differentiation grade (Rsp = 0,69; p = 0,001), formidable mucus 
content (Rsp ffi 0,32; p = 0,054) and with metastatic potential 
(R~ = 0,28;p ? 0,086). 71% (5/7) of tumors with one or more 
metastases, and 100% (3/3) of tumors with metastases in perieolie fat 
were stated as YNZ22 LOH. 43% (3/7) of metastases-positive 
tumors with YNZ22 LOH had metastases in peficolic fat. 
Conelusions:,tbough prognosis for patients with metastases and PCR- 
proved YNZ22 LOH needs more wide investigation, simple one step 
PCR on YNZ22 locus seems to be be useful as analysis for 17p losses 
of  in CRC patients with potentially curative resected metastases. 
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ALU-VPA/MYCLI IS INFORMATIVE MARKER OF 
MICROSATELLITE INSTABILITY IN COLORECTAL 
CANCER. 
Kashkin, K.N., Fleishman, E.V., Turbin, D.A., Perevoschikov, A.G. 
N.N.Blokhiri Cancer Research Center RAMS, Moscow, Russia. 

Aims: Short arm of chromosome 1 is often deleted in human 
colorectal cancer (CRC) and its deletion is associated with poor 
prognosis. We tested status and possible clinical significance of locus 
AIu.VpA/MyeL1 (1p34.3) witch allows to detect.loss of 
heterozygosity (LOH) and also microsatellite instability (MS1) in 
CRC. 
Methods: We studied AIu-VpA/MycLI by hybridization to locus- 
specific probe of  PCg products blotted from sequaneing gels. 50 
primary colorectal carcinomas from adult patients were tested and 
results were compared with clinico-pathological features of tumors. 
Results: 46 patients (92%) were heterozygous, 6 tumors (14% from 
informative) showed certain loss of  beterozygosity (LOH) and 11 
(22% from tofal) showed MSI+ of Alu-VpA/MyoLI. LOH of the 
locus correlates with pert;eptible mucus content (Rsp = 0,35; 
p = 0,057), and in some extent with lower patient age (Rs~, = 0,30; 
p ~ 0,1 ). MSI of AIu-VpA/MyeLI correlates with proximal tumor 
localization (R~p = 0,30; p = 0,028), presence of  metastases 
(Rsp = 0,28;p 0,055) and near-diploid caryotype (Rs~, = 0,46; 
p - 0,071), that is characteristic for tumors with MSI or replication 
errors positive (rer+) phenotype. 
Conclusions: Testing of this locus apparently is not very informative 
in terms of  LOH but may be useful for MSI state settlement of CRC 
in addition to five loci proposed by 1998 NCI Workshop on 
Microsatellite Instability ~ 
References: Borland CR et al, Cancer Ras. 58:5248-57, 1998. 
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ASSESSMENT OF RET/PTC-1 EXPRESSION IN PAPILLARY THYROID 
CARCINOMA USING TAQMAN RT-PCR. 
O. S b e ~  J. O'Leary 1"2, E. Sweeney I 
Department of Histopathology, Trinity College Dublin l, The Coombe 
Women's Hospital, Dublin 2 , Ireland. 
Aim: Papillary thyroid carcinoma (PTC) has a wide spectrum of  
biological behaviour. While the majority of  eases behave in a clinically 
indolent fashion, some are highly aggressive. At the genetic level a 
specific activated form of  c-ret has been found in a minori!y of  

rearrangements occurring within intron 11 juxtapose the intracellular 
domain of  RET to the amino-terminal portion of  different donor genes. 
The clinical implications of  e-ret activation remain controversial. The 
aim of  this study was to evaluate the expression ofret/PTC-1 transcripts 
in a series of  PTC. 
Methods: Fitly-eight formalin f'Lxed paraffin embedded samples of  
thyroid carcinoma (PTC and AnapLastic thyroid carcinoma (ATC)) were 
analysed for ret/PTC-I expression using 5' Nuclease Assay (TaqMan 
RT-PCR), RNA ~om the TPC-1 cell line was included as a positive 
control for c-ret activation. 
Results: Thirty three percent of  all cases (PTC +ATC) were found to 
express the chimeric RNA characteristic o f  ret/PTC-1. A striking 
feature among the ret/PTC-1 positive PTC cases (~welve of  fifty) was 
the background of  chronic thyroiditis that was observed in the majority 
(58%). 
Coaelusioas: It has been suggested that some thyroid cancers may 
induce an immunological response similar to that seen in thyroiditis 
because the antigenic profile of  the cells has been altered in the process 
of  neoplastic transformation. The exact role of  oncogene activation in 
autnimmtme disease remains unclear and a direct causative link 
between thyroid cancer and l-hshimoto's disease has not yet been 
established. Thus, fia~tber investigation at the molecular level may 
elucidate not only the genetic basis for neoplastic transformation but 
also the induction of  non-neoplastic thyroiditis. 
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GANGLIOGLIOMA OF A TEMPORAL LOBE: HISTOLOGICAL 
AND IMMUNOHISTOCHEMICAL STUDY OF 12 CASES 
Cv~kovie Dozic. D., Dozic, S., Skender C_vazibara, M., Ribaric, I.*, 
Jovanovic, V. 
Institute of Pathology and Institute of  Neurosurgery*, Medical Faculty, 
University of  Belgrade, Belgrade, Yugoslavia. 
Aims: Here, we investigated 12 surgical biopsy cases of  temporal lobe 
ganglioglioma. These turnouts represent the most common neoplasm in the 
patient with chronic, medically inlxactable temporal lobe epilepsy. 
Methods: the speeiments were stained with H&E, Gomori reticulin, 
Cresyl violet, Palmgren for axons and immunostalned with Synaptophysin, 
Neurofilament Protein, GFAP and Ki-67. 
ResulU: The male:female ratio was 1.8:1 with the median age at diagnosis 
18 years. Epilepsy was a presenting clinical symptom. The tumours were 
composed of admixed neoplastic ganglion and glial (astrocytic) cells. 
Ganglion cells were dysmorphic, mostly large, often binucleated with 
visible Nissle substance and axonal processes. The astrocytic component 
was pilocytic (WHO grade I, 6 cases), fibrillary (WHO grade If, 3 cases), 
anaplastic (anaplastic ganglioglioma WHO grade HI, 2 cases,) and non- 
neoplastic (gangliocytoma WHO grade I, I case). Desmoplasia, 
calcifications, microcystic changes and perivascular lyrnphocytes showed 
considerable variations. The immunostains demonstrate the expression of 
synaptophysin and neurofilament protein in ganglion cells while the 
astrocytic component was strongly GFAP-positive. Nuclear labeling for 
Ki-67 was observed exclusively in the astrocytic component with a 
relatively low (less than 2*/,) labeling indices even in the cases of 
anaplastic ganglioglioma. 
Conclusions: The results suggests that the neoplastic astrocytic 
component in ganglioglioma is usually less aggressive than in ordinary 
astrocytoma. These can help in elucidation of the well known facts 
concerning the inconsistent correlation between the outcome and anaplasia 
in ganglioglioma as well as the clinical stability of these tumours for many 
years. 
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GENETIC ALTERNATIONS ON CHROMOSOME 11 AND 

CHROMOSOME 17-p53 GENES IN MALIGNANT 

ASTROCYTOMAS 

W.H. Lee, C.Y. Chala~ and I..LJ. Ham 

Dcpatlment of Patholo~,, Tri-Se~vice Geucral Hospital, 

National Defense Medi~.l Center, Taipei, Taiwan, R.O.C. 

Ahns:We im~-ti~t~l the deletion loci on ehromoeane 11 & r 

17p-p53 genes in malignant astmcytoma s ~  of hl~mA, brain.. 

Methods:we analysed 42 astrocymmas (28 high 8rade III & IV, w~114 low gnu~es 

I & I]) for loss of heicnyz~osity (I.OH) sad microsatellite imtability ('MI) 

mica'osateIIite sequeec~ on c,~mac~me 11p, 11 q ~ 17p as polymmphie markers. 

Results:LOH on c.ln-omoscme II we~ found, iv. 18 ot"25 high grade (64.28%), but c~ly 

mae of 14 low grade (7,14%). LOH o~t ehrcmosr 17p-p53 gane wca'e detected in 10 

of 28 hi~ grade (35,71%) and catly cdae of 14 low 8rode (7.14%), respectively, In 

sdditicm, ~e re~ts of MI study also r~vealed ~e similar frndi~ss 25% (grade 1R3 and 

28.57% (grade IV) showed MI chanses on chromosome 11 and 17-p53 Banes, but 0~ 

(grade I)& 7.14% (grade If)were idmaified, respr The Idghest fi~1~vdes of 

LOH ofchromosm~e 11 wea-e formal at the two fociD11S929 (located at I Ipl4) (50%) 

D118912 0.ocated at 11 q24-25X46.42%). 
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S PHASE FRACTION and DNA PLOIDY IN CYTOSPIN 
PREPARATIONS of DIFFUSE ASTROCYTOMAS: 
COMPARISON of COMPUTERIZED IMAGE ANALYSIS 
FINDINGS with FLOW CYTOMETRY 
Kurtkava 0.*, B u d ~  Y**., Balo~lu H.***, Yamkkaya Demirel 
G.****, Say A.* 
Department of  Pathology, In~itute of  Neurological Sciences, 
Marmara University, Istanbul, Turkey*, Laboratuary of 
Biochemistry, Institute of  Neurological Sciences, Marmara 
University**, Department of  Pathology, GATA, istanbul, 
Turkey***, Coulter Electronics, Branch Office, IstanbuI, Turkey 

Aim: To investigate prognostic significance of flow cytometry (FC) 
and image analysis (IA) in tissues from 29 diffuse astrocytomas. 
Methods: The cell cycle stage distribution ( percentage of cells in 
Cr0/G1, S and G2/M phases) were calculated using Coulter M plus 
program for flow eytomela'y. Cytocentrifuge slides of 
deparaffinized nuclear suspensions were stained by Feulgen 
pararosanilin technique for image analysis . The ceil cycle 
distribution was analyzed using the Multieycle software program. 
Results: We found statistically significent difference in 
percentage of ceils in S phase between flow eytometry and image 
analysis in grade 2 mad grade 4 groups. But there was no significant 
difference in grade 3 group while comparing two techniques. 
Neither techniques were found to be significant for distinguishing 
different grades e.g., grade 2 versus grade 4, grade 2 versus grade 3, 
and grade 3 versus grade 4. 
Conclusion: FC demonstrated a direct proportion between number 
of  aneuploidy and histologic grade, i.e., higher the aneuploidy, 
higher the grade, wherein similar were obtained in image analysis. 
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THE COMPUTER AUTOMATIC ANALYSIS OF THE MORPHOLOGI- 
CAL IMAGE OF A DEGREE OF PRION ENCEPHALOPATHY SEVER- 
ITY. 
Voles LI., Shlopov V.G. 
Donetsk State Medical University, Donetsk, Ukraine. 

Aims: By morphometrical methods to study character of structural damages of 
a brain at various types ofprion encephalopathy and to dv~ermine possibility 
of usage of the data, obtained through autonmlJc image analysis, in the ex- 
press-diagnostics of biopsies material. 
Methods: We investigated 7 sectional observations. The age of the patients 
changed from 19 to 67 years. In 2 eases is a "classical" family form of illness 
Crmatzf-eldt-Jaeob disease (CJD), in 2 oases - sporadic form CJD, in 2 - new 
')atypical form" CJD and in I - amyotrophic leucospongiosis. The tissue speci- 
mens process with toluldine blue, Congo red, are impregnated by silver and 
immunohistochemistry for prion plaques. Light and polarizing microscopy had 
used. The computer analysis of the morphological tmago was carried out on 
universal microscope Hund H 500 with television system connected to the per- 
sonal computer IBM PC Pentium by the special computer program 
"Cruiz" (the program is developed by Donetsk Institute of Artificial Intelli- 
gence). 
Results: The morphological picture of structural changes of a brain in our ob- 
servations practically was similar, described in the literature at CID and in- 
cluded: diffuse or focal (most sharply expressed at amyotropkic leucospongio- 
sis) spongiosis, fallout ofneurones, activation of a fibrillar a~ctrogiia: a hyper- 
ptasia and hypertrophy of astrocy~s. The specific volume of a gradient of 
spongiosis obtained through the automatic computer analysis of the morpho- 
logical image has shown, that the most expressed changes are watched in oc- 
cipital, temporal'and frontal lobes. The specific volume of a gradient a spongi- 
osa, wldch mirroring a degree of lost of neurones, in these departments of a 
brain 6,9734~0,2653; 6,8901~-0,3466 and 4,3742• accordingly. 
Conclusions: our results may be utilised in the express-diagnostics on biopsies 
material of definition of a degree of morphological damages era  brain at CJD. 
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INTRACRANIAL MENINGIOMAS HISTOLOGICAL GRADE AND 
RECURRENCE IN PATIENTS OF DIFFERENT GENDER AND AGE 
T, Mermanishvili, T. Djorbenadze 
Pathology Department, t. Javakhishvili Tbilisi State University, Thilisi, 
Georgia 
Aims: To study the interrelation of maningiomas tumor grade and 
recurrence considering age and gender. 
Methods: Utilizing the WHO Classification of Tumors (1993) the tumor 
grade and recurrence were studied in 134 patients aged between 19-72. 
Results: Female/male ratio was 1,9:1.51,5% (19 males, 50 females) 
patients were with benign, 22.4% (11 males, 19 females) with atypical 
and 26.1% (17 males, 18 females) - with anaplastic meningiomas. 

The number of repeated referrals to our Institute among all studied 
eases was 46 (25 males, 21 females). Relapse of benign meningiomas 
was 15 (6 males and 9 females), atypical - 15 (7 males, 8 females) and 
anaplastic -16 (12 males and 4 females). 

In 60.4% (81) meningiomas were registered in the 40-60 years-age 
groups. Among them 48 with benign, 17 with atypical and 16 with 
anaplastie meningiomas. Most common the recurrence was observed in 
middle-aged (40-50 years) patients: 14 of 46. Though meningiomas more 
often develop in women, they often recur in men (53% against 24% in 
women). This tendency is consistent in age groups up to 50 years, 
however, with marked male bias in patients ages 19 to 29. 
Conclusions: The results suggested the existence of a close tie between 
the development of meningioma, its recurrence and the gender and age of 
the patient. 
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EVALUATION OF EXPRESSION OF CHOSEN PROTEIN 
CONNECTED WITH APOPTOSIS AND PROLIFERATING 
ANTIGENS IN NEUROBLASTOMA GROUP TUMORS IN 
CHILDREN 

J. Kobos*, E. Sa/aci6ska-Lo~*, E. Michalak**, H. Niewiedomska*, T. 
Klepacka**, M.Liebhart** 

*Laboratory of Pathology Institute of Pediatry Medical University of 
Lodz. 
** Deparl~ent of Pathology Institute of Motbor and Child in Warsaw 

Aims: To evaluate an expression of the products of p53, mdm2, wail, 
bcl2, rbl genes and proliferating antigens (Ki-67 and PCNA) in groups 
of Neuroblastoma with different stage of maturation and PNET group. 
Methods: Our material consisted of 63 cases of n~roectodermal 
tumors divided into subgroups characterized by the different grade of 
the morphological maturation. We performed immunohistoehernical 
research with monoelonal antibodies against P53 (clone DO7), MDM-2, 
WAFI, BCL-2, RBI, as well as Ki-67 and PCNA antigens. 
Results: Them were statistically important diffmvnces between PCNA, 
Ki-67 and P53 indices dependent on the grade of maturation of 
investigated ~mors. In PNET subgroup we seen the highvst value of 
proliferating markers indices. We also showed correlation between 
PCNA and Ki-67, PCNA and P53, PCNA and RB1, PCNA and 
MDM2, Ki-67 and P53, Ki-67 and RBI, P53 and RBI, P53 and 
MDM2, P53 and WAF1, as well as RBI and MDM2 expression. There 
were no correlation between BCL2 expression end other evaluated 
proteins in our group of tumors. 
Conclusions: The higher value of P53, Ki-67 and PCNA indices are 
strongly correlated with morphological features of malignancy of the 
tumors. We postulate possible correlation between expression of 
proteins connected with apoptosis and proliferative activity in 
Neuroblastoma group tumors. 
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PROLIFERATING MARKERS (PCNA and IO-67), p53 and bcl-2 
IN CONGENITAL TUMOURS 
(~izrnid. A*, Vi~nji6, A.**, Seiwerth, S.**, Jukir, S.**, Kru~ilin, B.** 
*Children's Hospital, Zagreb, **Department of Pathology, School of 
Medicine, Zagreb, Croatia 
Aims: 1. to analyse the expression of proliferating markers (PCNA, Ki- 
67), bel-2 and p53 in 10 patients with benign tumours, and 10 patients 
with malignant turnouts, and 2. to analyse the relationship between the 
expression of these markers and clinical parameters including age, sex, 
turnout size and maturity, disease course and outcome. 
Methods: We analysed patients with congenital tumours treated at the 
Children's Hospital, from 1985 to 1996. Histopathologic analysis of 
tumour tissues was performed at the Department of Pathology, School of 
Medicine, University of Zagreb. Congenital malignant and benign 
turnouts of various histologic types, which had been diagnosed in 
newborns and infants up to 3 months of age, were analysed. The study 
performed immunohistochemistry on paraffin embedded archival 
material using primary antibodies (DAKO). The alkaline 
phosphatase/antialkaline phosphata~ (APAAP) method was used. 
Microwave p r e - ~ o n t  was performed to improve immunostaining. 
Results: Slight expression of proliferating markers, particularly PCNA, 
and p53 was observed in benign congenital turnouts. None of the 
examined benign tumours showed OXlaVmion of bol-2 one*protein. In 
the majority of malignant turnout, especially flmbdomyosarcomes, there 
was slight to moderate expression of inveJtigated markers. However, 
there were no statistically significant diffetmcee in the expression of 
examined markers between the groups of benign and malignant turnouts; 
PCNA (p=0.88), Ki-67 (pffi0.86), p53 (p-0.90) and br (p-0.057). 
Conclusions: Our results suggest that the examined markers ere present 
in congenital turnouts. They probably play a role in the development of 
these turnouts. Further studies on larger groups of patients are necessary 
to find out whether these turnouts are the result of a flaw in development 
or oncogenesis and which oncogenes are included in the proceu, 
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PRELIMINARY COMPARATIVE STUDY OF THE AMPLIFICATION 
OF N-MYC BY FISH IN NEUROBLASTOMA FIXED IN 
FORMALIN AND IN BOUIN'S FIXATIVE. 
Sartelet H, Pasouier D. Bouvier R*, Raneh~re D**, Grossi L, Pasquier 
B. Galliard D **~' 

Dpts of pathology, Univemity Hospital, Grenoble, *E.Herriot Hospital 
and **16on Brmrd Center, Lyon; ***University Hospital, Reims, France 

Aims: The amplification of the gene N-myc is a major factor prognosis 
in localized neureblastomas in child of less than 3 years. It was been 
generally researched by PCR, Soutem Blot or FISH (Fluorescent In Situ 
Hybridization). The aim of our study is to verify if this amplification can 
be determined from histological samples of neumblastoma fixed in 
Bouin's fixative or in formalin. 
M~thods: For 4 cases of neuroblastoma, we can dispose of samples 
fixed in Bouin's fixative or in formalin. In two eases, an amplification of 
N-myc was found by technique of reference (ease 1:100 copies of the 
gene and ease 2:10 to 25 copies), the two others had no amplification. 
The samples fixed in Bouin's fixative were pretreated in a NH4OH 
solution (0.04%) during five minutes in room temperature and not the 
samples fixed in formalin. FISH has been performed with a probe N-mye 
(LSI N-myc (2p23-p24) spectrum orange, Vysis, Woodcreek, USA) 
directly marked by the spectrum orange fluorophore, followed by nuclear 
countcrstain by DAPI. 
Results: In samples of neurobtastoma with N-myc amplifieatien, some 
areas showed many nuclei exhibiting multiple N-mye signal in FISH with 
the two fixative. An evaluation of the number of the eoples of the gene N- 
mye was not possible in ease 1, but possible in ease 2. In the area studied, 
the distribution of the nuclei with N-myc amplifiaetion was 
heterogeneous, with some nuclei exhibiting signals and others not. 2 
cases of neureblastomes without amplification of N-mye were negative in 
FISH with the two fixative. 
Conclusions: FISH applied on fixed sampies in formalin or in Bouin's 
fixative seems be able to allow the research of N-myc amplification in 
neuroblastomas. 
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IDIOPATHIC FETAL GROWTH RESTRICTION 
AT 20-22 WEEKS OF GESTATION 
Reshetnikova- O., Naidenova, O,  lvasehenko, I., Milovidova, A., 
Sysoenko O 
Dept. &Pathologic Anatomy, Medical University, Lugansk, Ukraine. 

The aim t i t h e  present study was to identify which organs are 
principally affected in eases of fetal growth restriction (FGR) at 20- 
22 weeks of gestation. 
Methods:8 eases with fetal growth restriction (FGR) and high 
(0.41• placenta/fetal weight index (PFI) were compared with 10 
controls (PFl = 0.26i-O.01) in cases of induced abortions for socio- 
economic reasons at 20-22 weeks of gestation. Weights of placenta 
(PW) and fetus (FW), fetus length (FL), head (Ch), chest (Ceh), 
abdominal (Ca) circumferences, fetal kidneys (KW), pancreas (Pn W), 
liver (LW) and heart (HW) as well as some indices were recorded. 
Results: FGR group had smaller parameters of FW (390+_2.0 vs 
610+26 g, p<0.001), FL (26• vs 30+_0,6 cm, p<O001), Cch 
(15+0.6 vs 18+0.4 era, p<0.001), Ch (18_+0.04 vs 22_+0.4 cm, 
p<0.001), Ca (13_+.0.4 vs 15+_0.3 cm, p<0.001). All FGR cases had 
decreased I,W (16+0.2 vs 29+0.2 g, p<0.001); PnW (0.2+0.01 vs 
0.4+0.07 g, p<0.001); KW (4_+0.3 vs 6_+0.2 g, p<0.001); HW (2.1+0.2 
vs 3.4+0.2 g, p<0.O0l). PW was unchanged (160_+12 vs 160+8 g, 
p>0.05). 
Conclusions: these results suggest that the discrepancy between fetal 
and placental growth at 20-22 weeks of gestation is associated with 
fetal kidneys, pancreas, heart and liver growth restriction. 
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NEURONAL INTESTINAL DYSPLASIA AS A CAUSE OF 
PRIMARY CONSTIPATION IN CHILDREN 
Skender Gazibara. M .  Dozic, S., Cvetkovic Dozic, D., Jovanovic, V. 
Institute of Pathology, Medical Faculty, University of Belgrade, 
Belgrade, Yugoslavia. 
Aims: Since there is some different data in literature concerning on 
frequency of  neuronal intestinal dysplasia (NID) we performed this 
study to estimate the presence of this neuronal intestinal disorder in our 
material of 339 biopsy cases with clinical symptoms of primary 
constipation. 
Methods: Biopsies of colon (suction or full thickness) were examined 
by histological and histochemical (aoetylcholinesterase - AchE, lactate 
dehidrogenase - LDH and succinate dehydroganase - SDH) methods 
of staining. 
Results: From 339 biopsy cases with symptoms of primary 
constipation in children, we diagnosed isolated form of  NID type B in 
76 (22,7%) eases, age in ranged from 3 days to 12 years with 
male:female ratio, 3:1. In additional 23 (6,8%) cases NID B was 
associated with distal aganglionosis. In all cases, NID B was 
characterized by the presence of giant ganglia which were 2-3 times 
larger than normal, containing more than 7 LDH positive nerve cells. 
Beside that, nerve fibers were present in submucosa with ganglion cells 
localized inside or around nerve bundles. In some eases we found 
hetcrotopic ganglion calls in the mucosa, muscularis propria and 
circular or longitudinal muscle layer. Elevated AchE activity in lamina 
propda mucosar and/or muscularis mucosae was found only in 
children younger than 24 months of age. 
Condusions: According to our findings isolated NID type B as 
neuronal intestinal disorder, is the cause of primary constipation in 
children in 22,7%. This is in contrast to the some literature data (Meier- 
Ruge 1992) were the number of cases with NID type B is much more 
higher (40,6%). 
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ACTIVATING MUTATIONS AND NUCLEAR ACCUMULATION 
OF I~-CATENIN IN A MAJORITY OF HEPATOBLASTOMA. 
Wey,Y*, Buendia, MA.*, Brsnchereau, S**., Perilongo, G.***, Ganthier, 
F.** Fabre, M****. 
UREG*, lnstitut Pasteur, Paris, Depts of Surgery**, Pathology****, CHU 
Bie~tre, Le Kremlin-Bic&re, France and University of Pedova***, Italy. 
Aims: [3-catenin is a multifunctional protein involved in adherens junctions 
and in transduction of the Wnt signal. The recent finding of frequent 13- 
catenin mutation in several cancers, including hepatocellular carcinoma, has 
highlighted the important role of this protein in oneogenesis 
Methods: We have investigated the status and expression of 13-catenin in 
hepatoblastoma from french and italian patients. 
Results: Genetic alterations in one 13-catenin allele were tbund in tumors 
from 12/18 patients (67%), including mostly sporadic cases and one 
familial Beckwith-Wiedemann syndrome, but not in a FAP ease. These 
alterations consisted of interstitial deletions (7 tumors), or missense 
mutations (5 tumors) in the GSK-313 phosphorylation/ubiquitination motif 
which plays a crucial role in 13-catenin stability. Immunostaining of 
neoplastic cells with anti 13-catenin antibody showed accumulation and 
deloealization of the protein from cytoplasm to nucleus in all tumor 
components (fetal, embryonal, macrotrabecular, squamous and 
teratumatous), with more intense staining at the invasion front and in less 
differentiated cells, and occasional staining of isolated cells scattered 
through the tumors. Search tbr truncating mutations in the APC tumor 
suppressor gene in four tumors harboring wild-type 13-catenin scored 
negative. We also investigated the transactivational activity of [3-catenin 
mutants D32N, G34E, T41A, and A14-45 in a Tcf reporter gene assay in 
293 cells. All mutants drastically activated the reporter gane (ca I00 tblds). 
Interestingly, there were about 4 times as active as the wt protein, 
demonstrating the dominant functional effect of these mutations. 
Conclusion: Our results indicate that genetic alterations resulting in 
activation of the Wnt/13-catenin signaling pathway play a crucial role in 
malignant transformation of immature hepatic cells. 
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IMMUNOHISTOCHEaMISTRY OR HISTOENZYMOLOGY FOR 
ACETYLCHOLINESTERASE RECTAL SUCTION BIOPSY 
DIAGNOSIS OF H:[RSCHSPRUNO'S DISEASE ? 
Yadav. A.. Jaubert, F., Leborgae, M., Patey, N. 
Department of Pathology, H6pital Necker-Enfants Malades, 149- 
161 rue de S~wes, 75743 Paris eedex 15, France 
Alms:We report hem a comparati3,e study of immunohistochemical 
and his toehemical  techniques for the evaluat ion of 
acetytcholinesterase activity in superficial rectal biopsies in order to 
assess the diagnostic utility of the former. 
Methods:  Blocks of frozen biopsies, taken during a period of 29 
months from 40 patients including 19 cases of Hirschsprung's 
disease, were cut and histoenzymological (modified Karnovsky and 
Roots method) and immunohistochemieal (three layer perOxidase 
method) staining for aoetylcholinesterase were done, which were 
examined by two observers independently. 
Results:  We found the immmaohistochemical technique to be 
highly specific having a strong predictive value with no false 
positive diagnosis in our series. Moreover, it is. though requiring 
frozen sections, cheaper than the conventional histoenzymological 
technique and does not involve use of toxic chemicals. However it 
has a relatively lower sensitivity, with the positive diagnostic yield 
of 83.3% for the eases of I-/irsehsprtmg's disease above one month 
and 76.9% for those below one month of age. 
Conclus ions :  We believe that the apparent hyperplasia with 
thickening of cholinergic nerve fibres observed in superficial rectal 
biopsies reflects increased amount of acetylcholinesterase which 
could be the result of acquired non-cholinergic to cholinergic 
transition, rather than a true hyperplasia of nerves; this explains the 
parallelism with the histoehemical and biochemical results on one 
band and the failure of other immunohistochemical a[~proaches 
studied so far focussing on met8 better visualisation otganglion 
cells and nerve fibres on the other hand. 
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The intra-and peritumoral vascularisation of skin melanoma does not 
correlate to the metastatic phenutype 
*Bal~s DOme, **Be/~ta Somiai, ***S/ruder paku, **Attila Horv~th, *JOzscf 
Tfrmir.*Department of Tumor Progressiou, National Institute of Oneology; 
**Dept. of Dermato-Venerology, Semmelweis University of Medicine, ***Dept. 
of Molecular Pathology, Joint Research Organisation of the Hungarian 
Academy of Sciences and the Semmulwuis University of Medeeine. 
The correlation between the prognosis and the vascularity of skin melanoma is 
still contradmtory. This can be explained by the different methodologies used to 
detect tumor vascutaturu. Almost all of the studies use the principle of selecting 
thu vascular hot sports. We believe that it should be applied only to solid 
tumors of large size (i.e.ecntimeters). Skin melanoma is usually diagnosed at a 
log smaller size (a few ram) where there is no need to select areas, since the 
entire tumor can be sampled for a representative study. Therefore, we have 
selected 36 primary human skin melanoma eases with a minimum of 48 month 
follow-up period (max. 168 months). Since the individual biological behavior of 
the tumors does not necessarily follow the initial clinical stagu based on the 
thickness of primary tumor, we have also classified them according to the actual 
type of progression during the study period as non-, lymp-node-, and organ- 
metastatic forms irrespective of the thickness of primary tumor. Vascalarity 
was determinext in paraffin sections of the primary tumors using 
immunohistoehemical double labeling of blood vessels for CD31 and laminin. 
Purl-and intratumoral mierovessel density, vessel perimeter and diameters of 
vessel-free intratumoral areas were determined by computer assisted image 
analysis using QU-2 Olympus image analysis software. Instead of using the 
selection of vascular "hot spots" in or around the tumours, wc have 
systematically measured intra-and peritumoral microvossel densities. In case of 
each tumor section 5-10 randomly selected 300x400 ~ fields were analysed. 
In all the categories applied (according to tumor thickness or clinical outcome), 
microvessel densities were 4-6 times higher in the peritumoral zones compared 
to the intratumoral ones and there was no difference in this respect between the 
various categories. The comparison of the intratumoral microvessol densities in 
respect of tumor thickness or clinical outcome indicated no statistically 
significant differences between the various categories. 
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LATENT PSORIATIC ARTHRITIS: MORPHOLOGICAL AND 
IMMUNOHISTOCHEMICAL STUDY 
Seleznvov A.A. 
Donetsk State Medical University~ Donetsk, Ukraine 

The ~ of this work is to investigate morphological substrata of latent psori- 
atic art~tis, 
Material and methods. Material of  research was the section cases of 17 
persons (15 men and 2 women) with clinical not complicated forms of 
psoriasis. Duration of disease was from 3 till 14 years. Are investigated 
specimens of skin, synovium and surrounding tissues of knee and akle 
joints with light, immunohistochemical and polarizing microscopy. The 
computer analysis of  the morpholo#cal image was carried out on uni- 
versal microscope Hund H 500 with television system connected to the 
personal computer IBM PC Pentium. 
Results. Is established, that, despite lazking clinical manifestations of 
an arthritis, at all persons with Psoriasis Vulgaris both during an aggra- 
vation of disease and in a period of remission, take place attributes of 
local disorganization of a connective tissue, alterative-proliferative cap- 
illadtis, accompanying by reactions of hypersensitivity both immediate 
and delayed types. In infiltrates dominate CD4-positive T-lymphocytes. 
In synovium we found the picture of  small-sized focal proliferative 
synoviitis. The character of  a morphological picture not in all cases 
correlates with duration of disease and frequency of relapses. 
Conclusion. This findings is proof that changes in psoriasis has system- 
atic character. This feature should be taken into account at treatment 
of the patients. 
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QUANTITATIVE PARAMETERS IN PREDICTING RECURRENCE 
OF BASAL CELL CARCINOMA OF THE CHEEK REGION 
L. L. Frincu*, D. L. Frincu*, A. Ciobanu* 
Departments of  Anatomy*, University of  Medicine "Or. T. Pupa", Iassy, 
Romania 
Aims, Basal cell carcinomas (BBC) have often a benign evolution, but 
in some cases recur after treaUnent and produce local invasion or 
metastase. In this study we proposed to investigate quantitatively the 
B B C  of  the cheek-region and to discuss the importance of  these 
parameters for diagnosis of  aggressive form of BBC and apreciate the 
prognosis. 
Methods. We used 26 fragments with BBC obtained from the cheek 
regions and follow up the ~ases. From 6 patients were obtained minor's 
relapses (four with two relapses) which can estimate the evolution and 
prognosis. The pieces were processed through paraffin-technique and 
stained with H&E. We were utilized aa interactive digitizing video 
overlay system (PRODIT 5.2)with standard, nuclear volume and two- 
phase (phase one = cell, phase two = nucleus) measurements. In each 
case we measured fifty cells. We calculated the nuclear and cellular 
parameters and the results were statisticaly processed. We estimate the 
form and sense of  correlations when they exist  
Results, In case of  relapses, the a syme~c  positive variations o f  areas 
kept during the evolution, more accented in the last relapse, at fourteen 
months after primary tumor ablation. There is an explosive increase of  
the parameters, similar to the primitive tumor appeer~ce, but at a 
superior quantitative level. In the primary tumor that gives relapses, 
therefore with high-risk, the cellular area is smaller than in case of  
tumors without relapses, with low-risk. The nucleus has an approximate 
identical area and volume, but the cancerous cells have a greater 
variability of  the form-factor parameters. 
Conclusions. The obtained results indicate that among the studied 
parameters, the cellular and nuclear areas could be proposed to evaluate 
the prospective outcome of  each patient and the recurrence appearance. 
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THE PHYLLODES TUMOR OF THE PROSTATE: MULLERIAN 
ORIGIN? 
Chatelaln D*, Coppola S**, d ~ [ ~ i l # _ ~ * * * ,  David E****, Vieillafond 
A***. 
DpL of pathology, CHU Nord 80054 Amiens*; Laboratory of 
pathology, 30900 ~ s * * ;  Dpt. of pathology, CHU Cochin 75014 
Pads***; Dpt. of urology 30900 Nhnes****, France. 
Aims:  The phyllodes tumor of the prostate is an unusual lesion. Less 
than 30  cases have been reported in file limmture so tar. We report one 
case in a 4%year-old man a~d discuss its histogenesis. 
Case  report:  A 47 year-old man consulted for dysuria evolving for 
many years. The patient had presented 12 years before for the same 
obslwuetive symptoms. A prostate biopsy analyzed at that time only 
showed fibrosis. The pelvic CT scan in 1998 showed a 4 cm mass 
located on the left posterolateral side of the prostate. Tumorectomy was 
performed and there was no recm-rence 10 months after surgery. 
Results :  Histologically the tumor was composed of a glandular 
component with leaf-like amhiteeture and a moderately cellular stromal 
component, with discrete nuclear atypia and no mitosis. The glands were 
lined by 2 cellular layers: a superficial cylindrical layer end a cuboidal 
basal layer. Some glands were lined by cylindricalmucinous ceils. There 
was no normal prostatic patenchyma. Epithelial cells were 
immanoreactive for KL1 but were not immunoreactive for PSA and 
PAP. Basal cells were marked with CK903 antibody. Stromal cells were 
immunoreactive for vimentin and some of them for CD34. 
Commaeuts: The phyllodes tumor of the prostate has recently been 
included in the spectrum of prostatic sU'omal proliferation of uncertain 
malignant potential (PSPUMP). This tumor grows slowly and 
recurrences are frequent. Its surgical total removal is necessary because 
malignant transformation to hlgh-grade sar(x)ma and distant metastases 
have been reported. Its histogenesis is still unknown, but most of the 
authors think that the prostatic phyIlodes tumor derives from urogenital 
sinus. In our case the development of the tumor at the posterior side of 
the prostate, the lack of PSA immanorenetivity and the presence of 
<< endocervicaMike ~ mucinous glands could suggest that it derives 
from embryonic muUerian remnants in the prostatic utricle. 
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COMPARATIVE IMMUNOCYTOCHEMICAL ASSESSMENT OF 
ISOLATED CARCINOMA CELLS IN LYMPH NODES AND BONE 
MARROW OF PATIENTS WITH CLINICALLY LOCALIZED 
PROSTATE CANCER. 
KOHermann. J*., Heseding, B**., Helpap B.*, KOllermann, M.** and 
Pantel, IC*** Dpts. of Pathology, Hegau-Kllnikurn, Singen*; Urology, 
Dr. Horst-Schmidt-Kliniken, Wiesbaden** and Gynecology, Molecular. 
Oncology, University Hospital Eppendors Hamburg,*** Germany 
Aims: After radical prostatectomy for clinically localized prostate caneer, 
biochemical progression is seen in up to 40 % of the patients due to 
persistent local and/or systemic remnants. Isohted disseminated carcinoma 
cells, undetectable by current staging methods, are of special interest as 
potential precursors of subsequent overt metastases. 
Methods: In the present study immur~histochemistry (IHC) was 
performed to evaluate simultaneously the frequency of oeeuit careinorrm 
cells in lymph nodes (LNs) and hone marrow (BM) obtained from the iliac 
crests of 45 patients with untreated stage TI-3 pNOM0 prostatic 
carcinoma. IHC using monocloml antibodies (/vIAbs) against epithelial 
cytokeratins was performed on 521 paraEm embedded LNs 
histopathologically classified as tumour-free (pN0), as well as on BM 
cytospin preparations. To confirm the prostatic origin of positive cells in 
LNS, edditioml IHC for prostate specific antigen (PSA) and epithelial 
glyeo~oteins were performed. 
Results: In total, isolated turnout cells in LNs and/or BM were detected in 
17 (37.PA) of the 45 patients. Parar~ers such as tumour stage, grade and 
volume of the primm T tumour as well as blood serum PSA levels could 
not detect patients harboring d/sseminated single turnout cells in LNs or 
BM. Following a median observation time of 24.9 months, no significant 
eorrehfion between IHC-positivity and PSA progression as a raeasure of 
early relapse was observed. 
Conclusions: Although the overall incidence ofoccuk tumour cell spread 
corresponds to similar ineidenca of relapses after radical prostatectomy as 
~ported by others, the fate of these cells needs to be evaluated in bnger 
follow up studies. 
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LYMPHOEPITHELIOMA-LIKE CARCINOMA OF TIlE 
URINARY BLADDER- Report of n case and review of the literature 
L. Madaras, T, Glasz, A. Kmzthelyi,, A. 
2nd Department of Pathology and *Departmqmt of Urology. Semrnelweis 
University of Medicine~ Budapest, Hungary 
Aims: A case of Lymphoepithelioma-like Carcinoma (LELC) of the urinary 
bladder is presented to call att~flon to the importance of differentiating it 
from malignant lymphoma or from s e v ~  chronic eyslitis. 
Methods: A 61- y~r-old male pati~t prostrated ~th hera~an~. H&E 
stained slides of the transun~hral resection specimen of the bladder tamour 
were examined, immunohistochemical studies included cytokeralin (MNF 
116), le~kecyte common antigen (LCA), CD 20 ( pan B), UCHL-1 (panT) 
and prostate specific amigna (PSA). 
Results: The tumour was ch~'~-'terizad by n~ts and sheets of 
uncliffematiated malignant cells ammged in syncytia admixed with an intense 
lymphoid infiltrate.The txmaour cells were large with scant, ill-defined 
cytoplasm, large vesicular nuclei with prominent nucleoli and numerous 
mitoses, Necrosis was also present. The prornineet lymphoid reaction 
consisted o f ~  lymphneytes admixed with plasma celb and hL~ine3a.es, 
The whole pictme was ~ of that of lymphoepithdionm of the 
nasopharynx. Immunohistoebemislry showed podtivity for cytokeratin in 
the neoplastic cetls.The lymphoid inftltrste was positive for LCA, with a 
predominant Teen and scattered ~ po~fivity. No PSA l~itivity was 
deified. Among the 15 eases that have been ~ sin~ 1991, 7 showed 
pure LELC histologic pattern , 5 turnouts were reported to show a 
predominant (>50*/0) and 3 cases only focal (<50*/,) LELC pattern. The 
pure LELC cases had a favourable outcome with chemotherapy 
(metholrexate, vinblastine~ adriamycin and cisplatin) alone. 
Conclusions: Neoplmms with a histologie character similar to 
n a s o p ~  lymphoepithelioma may occur in the urinary bladder. It 
should be ditFerentiated from malignant lymphoma and from sev~ chronic 
cyslitis so wheo a deme lymphoid irdilUate is present, pathologists should 
search carefully for nenplastic ~#&elial cells. 
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Loss of RBM expression as a sensitive marker of intratubular 
male germ call neoplasm. ~L~F,d~g:h~ggL~ ILeider-Trejo L, 
ISchreiber L, ~Eisenthal A, 2Elliott DJ, 2Cooke I4-,1, ~Yav~z I-I, 
l-~Bar-Shita Maymon B. 
qnstitute of Pathology and 31nstitute for the Study of Fertility, 
Sourasky Medical Center, Israel and 2MRC Human G-~aetics Unit, 
Western G~neral Hospital, Scotland. 
Introduction: RBM protein (Acronyn of RNA binding motif) is 
encoded by the azoospernfia factor-b (AZF-b) region ofthe human Y 
chromosome. The protein is nuclear and expressed exchsiveiy in the 
male germ cell lineage: spermatogonia, spermatocytes and round 
spermatides. In maturation arrests of the spematosenesis process, 
KBM is expressed up to and including the last stage of germ cell 
development. 
~ :  The goal of the present study is to analyze the expression of 
RBM gene in germ cell tumors and in the sentinlferous tubules in the 
vicinity of those neoplasms in order to identify the possible presence of 
intratubular germ cell tumors. 
Methods: Sections from eighteen testieular germ cell tumors were 
stained with anti-RBM antibody using the avidin-biotin method. 
Results: All the germ ceil tumors were completely immunonesativr for 
RBM protein, Distal tubules exhibiting sperrnatogenesis, were 
immune-positive for RBM. Defined ar~as of intratubular germ cell 
neoplasia also showed loss ofRBM ex'pression. Proximal tubules with 
spermatocyte arrest, which were expected to express RBM, were 
protein negative. This unique observation enables to redefine them as 
intratubular germ cell neoplasia. 
Conclusions: RBM is a novel marker with obligatory expression in 
male germ cell lineage. Malignant germ cell tumors and intratubular 
germ cell neoplasm lose the expression of the protein. The lack of 
RBM expression may serve as a new diagnostic tool of pre-invasive 
malignancy oftbe testis. 
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Expression of eyclin E protein in prostate 
cancer: correlation with proliferative activity. 
Ravazoula P*., Gyftopoulos K**., Perimenis P**. and 
Bonikos D*. 
Departments of Pathology* and Urology**, University 
of Patras, Medical School, Patras, Greece. 

Cyclin E is a (31 cyclin which has been proposed to be 
one of the key regulators of the important GI/S 
transition. Recently, it has been observed that cyclin E is 
overcxpressed in several cancers such as colorectal, 
uterine, breast and gastric careinomas.Thc aim of our 
study has been to examine the expression of eyclin E in 
prostate carcinomas and to correlate this expression 
with Ki-67, a cell proliferation marker that labels the 
O 1/S/G2tZ4 phase. 
Eighty-six prostate carcinomas(including 28 grade I , 

42 grade II and 16 grade Ill ) were 
immunohistovbemieally analyzed using formalin-fixed, 
paraffin embedded tissue sections and monocloual anti- 
cyclin E and anti-Ki-67 antibodies. 

Cyclin E and Ki-67 nuclear irnnaunostaining was 
observed in 22 (25,5%) and 29 (33,7~ carcinomas 
respectively. A significant percentage 75,8% (22/29) of 
the Ki-67 positive tumors exhibited simaItanecus 
labelling of cyclin E (p<0.05). 
No correlation between eyclin E or between Ki-67 
expression and tumor grade, was noted. 
These results suggest that the expression of cyclin E 

may be involved in carcinogenesis and may be of 
importance in the development of prostatic carcinoma in 
correlation with high proliferation. 
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IMMUNOHISTOCHEMICAL VALUE OF KI--67 AND PS3 EXPRESSION AS 
PREDICTIVE FACTORS OF THE OUTCOME OF RENAL CELL 
CARCINOMA. A RETROSPECTIVE STUDY 0~' 73 CASES. 
Rioqx-bedercq, N.*, Bansard, JY. **, Petard, JJ.***, Moulinoux, JP.**, 
Gu.i.ll~, F.***, Lobel, B.***, Turlin, B.*, Ramte, MP.* 
Service d'Anatomie et de Cytologie Pathologiques*, Oroupe de Recherche 
en Th~rapeutique Anti-canctreuse ESA CNRS 6027"*, Service 
d'Uroiogie***, Facult6 de M~dedne, Universit~ de Rennan I, France. 
Aims: Although many factors aa nuclear grade or tumor staging have 
been considered to he the most important predictors of patient outcome in 
renal cell osrc~oma (P~C), RCC continues to behave impredictably. To 
improve the prognostic evaluation and determine patients at high risk, 
another prognostic fa~ore are needed. 
Methods and results- Specimens of 73 RCCs of different nuclear grade 
(20 Furhman I/II, 32 Fuhrman III and 21 Fuhrman IV) and different 
stage (10 pT1, 23 pT2, 86 pT3 and 4 pT4) were immunostained with 
monoclonl antibodies against Ki-67 and p53. Tumor size (p<0.001), 
nuclear grade (p<0.01), tumor stage (p<0.01), Ki-67 index (p<0.001) and 
p53 immunostaining (I)<0.03) were algnifieantly correlated with poor 
prognosis. Moreover Ki-67 index > 20% was a powerful predictor of 
su.rvs in all patients (p = 0.00001) and in patients with non metastatic 
at time of surgery (p = 0.0056). In patients with a high tumor stage, Ki-67 
index seems to be the most important predicator of prognosis with the 
better predictive values. 
Conclusions: Ki-67 immunos~in~=g discriminates cases of poorly 
prognosis especially in patients with a high tumor stage, who could be 
included in a therapeutic protocol just before the surgery. 
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MORPHOLOGICAL AND IMMUNOHISTOCHEMICAL CHANGES OF 
BENION PROSTATIC H'YPERPLASIA AND PROSTATIC 
INTRAEPrrHELIAL NEOPLASIA AFTER THE CHERNOBYL 
ACCIDENT IN UKRAINE 
Zabarko L.*, Vozianov S.**, Szende B.***, Romanenko A.* 
Department of  Pathology* and Department of  Endourology**, Institute of  
Urology & Nephrology Academy of Medical Sciences of  Ukraine, Kyiv, 
Ukraine; l-st Institute of  Pathology and Experimental Cancer 
R~:~,,axch***, 8r University of Medicine, Budapest, Hunsary. 
Aims: The present study serves to evaluate the proliferative changes using 
morphological and immunohistochemieal analysis of  p53, bax, be, l-2 and 
apoptosis in prostatic tissue with BPH from 168 patients who underwent 
surgery in the institute of  Urology & Nephrology in Kyiv, Ukraine. 
Methods: Oroup I - 76 cases from patients living in the radiocontaminated 
areas o f  Ukraine, group II - 47 cases from patients inhabiting Kyiv-City 
and the control group III - 45 eases from patients who underwent surgery 
before the Chernobyl accident were analyzed, tmmunohistochemistry was 
performed using the avidin-biotin-peroxidase complex method. The 
ApopDETEK Cell Death Assay System was used to identify apoptosis. 
Results-" Both groups I and II showed the significant increasing of the 
incidence PIN us compared with the control group M (35.5%, 29.8% and 
15.5% respectively). The expression of the p53 protein and the apoptosis 
significantly increased in group 1 as compared with the control group it( 
(p53 index in areas of  PIN in group I - 23.60 +_ 0.14%, in group 1II - 12.40 
_+ 0.09%; apoptotic index in areas of  PIN in group I - 9.72 +_ 0.56%, in 
group l l I -  0.44 -L-_ 0.06%). p53 and apoptotie indices in group II were 
closer to the indices in the group I, than to the indices in the group 111. 
ConednsioM: This pilot study showed that after the Chernobyl accident 
the incidence o f  PIN in the BPH of  patients living in the 
radioeentaminated areas of  Ukraine was increased. The m o u n t  of  the 
apoptotic cells in the prostate of  such patients was increased too with the 
p53 expression in nuclei of  PIN. These changes could be the result of the 
influence oftbe long term low doses of  the ionizing radiation. 
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PROGNOSTIC VALUE OF THYMOSIN [H5 IN MODERATELY 
DIFFERENTIATED PROSTATIC ADENOCARCINOMA 
Wu C.-L. Zehr, E.M., Zietman, A.L., Shipley, W.U., Finkelstein, D.M., 
Goggins, W.B., Young, R.H., Chakravarti, A. 
Depts of  Pathology and Radiation Oncology, Massachusetts General 
Hospital, Harvard Medical School, Boston, MA, USA 
Aims: Identifying patients with Gleason Grade 3 stage M0 prostate 
adenocareinoma who are at high risk for developing distant metastasis 
poses a great clinical challenge. Thymosin ~ 15 (T!315 ) is an aetin binding 
protein expressed at higher levels in prostate cell lines with high metastatic 
potential and in high grade prostatic adenoeareinoma. Gleason Grade 3 
tumors express a variable amount of  Till5. This study was performed to 
determine whether T~15 level at initial prostate biopsy of Gleason Grade 3 
prostate tumor correlates with clinical outcome. 
Methods: Thirty-two patients with Gleason Grade 3 tumors were 
randomly selected. All patients underwent transrectal biopsy and were 
treated with radiation without hormone therapy five years prior to this 
study. Of these patients, 11 were disease free (NED), 11 showed 
biochemical failure with elevated PSA (+FSA), and 10 showed distant 
metastasis with positive bone scans (+BS). The initial biopsy tissues were 
stained immunohistochemically for T~IS. The staining and interpretation 
(weak, moderate or strong) were performed in a double blind manner. 
Results: One of the 11 NED patients, 4 of the 11 +PSA patients and 8 of 
the 10 +BS patients showed strong TI315 staining. Overall, 13% (1/8) 
with weak staining developed clinically evident distant metastasis (+BS) 
compared to 61% (8/13) of  patients with strong staining (p=0.01 by exact 
trend test). 
Conclusion: Clinical outcome (5 year follow up) of  patients with 
Gleason Gradc 3, M0 prostate cancer correlated with TI315 staining of 
initial prostate biopsy specimens. Strong TIll5 staining identifies a cohort 
of  high risk patients with moderately differentiated tumors who may 
benefit from systemic as well as local therapy. 
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MORTALITY DUE TO SYSTEMIC SECONDARY (AA) AMYLOIDOSIS IN 
RHEUMATOID ARTIIRITIS 

B~lv M 
National lnslitate of Rheumatology arid Physiotherapy. Bu&tpesl. Hungary 

Objective: Systemic secondary (AA) amyloidosi.~ was studied in a mndomi/ed autopsy 
population of 234 in-patients with rhculnatoid ardirilis (RA). The aim of this study was 
to determine the prevalence of systemic secondary (AA) antyloidosis in RA, the clinically 
missed diagnosis of (AA) amyloidosis, the correlation between (AA) amyloidosis and 
coexistent complications: vasculitis (SV), sepals (NI), active tuberculo,~i.v (fbL and 
,mligntmt turnouts (mTu), the morlalily due to (AA) amyloidosis, and the contribution of 
(AA) amyloidnsis to mortality due to r compUcatinrm: S/,~ .".Z Tb, mTu in RA 
Methods: The tissue specimens were fixed in 8% formaldehyde solution and embedded 
in paraMn Serial sections were cut, and stained with HE and Congo red. Amyloid 
deposits were characterized ltistochemically according to Romh~yL The correlation 
between (AA) amyloidnais and coexistent complications were determined by Z2-test. 
Results: Systemic secondary (AA) arttvloidost.v was observed in 48 (20.5%) of 234 cases. 
Twenty (41.7 rel%) of 48 complications with AA amyloidnsis led to death by umemia, 
and only 15 (31.3 tel%) of these 20 was clinically rocogniscd. St" was accompanied by 
(AA) amyloidosis in 11 (Z2=0.0408), .W in 4 (~2=0.6414), Tb in 2 (~,2-0.0037). and mTu 
in 6 (Z2-0.3302) of 48 cases, There was no significant correlation between (AA) 
amyloidosis and any of the coexistent complications as nmnlioned, 
Discussion: (AA) an.wIoidosis is a major complication in RA. Amyloidnais may be 
regarded, based on the low value of correlation coefficients, as an exclusive complication 
of RA in the presented autopsy population. Massive amyloid deposition in the kidneys 
cause a renal insufficiency and uremia in ncatly one half of the RA polienls who bad 
(AA) amyloidosia. Systemic seconde~. (AA) amyloiflosis associated with SV may play 
an additive role in causing myocardial necrosis, multifocal myocardiocytolysis, and hnarl 
failure. Cardiovascular amyloidnsis may lead to circulatory failure. Vascular. and 
interstitial amyloid deposition in tim lungs may contribute to respiratory insufficiency. 
Gastrointestinal mnyloidosis may cause nmlabsorption, ulcer, bleeding, perforation and 
peritonitis. Amyloid deposition in the anterior pituitary, or adrenal corlcx may impsir 
ct~ocrinc funclions, cct. Clinically recognised amyloidnsis - diagnosed at tbe time of 
renal failure - represented in our autopsy population only about uric third of de facto 
existing mnyloidnsis (,,tip of the iceberg"). The clinical diagnosis of amyloidesis was 
based on deerensed renal function. Clinical signs of renal involvement (nephretie 
syndrome) corresponded histologicuUy an advanced stage of systemic amyloidnais. 
Missed diagnosis or late recognition of amyloidnsis limits the therapeutical possthilities 
and means a poor prognosis. 
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FAMILIAL ALZHEIMER'S  DISEASE WITH AN USUALLY 
EARLY ONSET AND SEVERITY OF DISEASE 
Bertrand E.*, Kulczycki, J.**, Wisniewski, Th.***, Wegiel, J.****, 
Lewandowska, E.*, Lojkowska, W.**, Dymecki, J.* 
Dpt. of  Neuropathology*, and II ~ Dpt. of  Neurology**, Institute of  
Psychiatry and Neurology, Warsaw, Poland; Dpt. of  Pathology, New York 
University Medical Center***, and The New York State Institute for Basic 
Research in Developmental Disabilitis****, Staten Island, New York, USA. 
Aims: Estimation of  histopathological features of  familial Alzheimefs 
disease (FAD) with a very early onset (24-33 yr.) and short duration of the 
disease (3-4 yrs.) on the basis of the neuropathological examination of two 
autopsied eases (two sisters in Polish family) was performed. 
Methods: Formalin fixed paraffin embeded tissue sections were stained with 

conventional filE, PAS, Congo red, modified Bidsehowsky silver method), 
and immunocytoehemical (anti-A4 amyloid protein mAb, 1:20; anti-Tau-2 
mAb, 1:50, Novoeastra) methods, using a standard PAP technique. 

Results: The leading histopathological features were: especially numerous 
senile plaques in the cerebral cortex, abundant congophylic angiopathy and 
relativelly scarse neurofibryllary degeneration. DNA analysis in presented 
two eases and other living family members revealed novel mutation 
(Pro117Leu) of  presenitin-1 (PS-I) gone localized on 14 th chromosome. 
Conclusions: The severity of  the clinical picture and high intensity of  histo- 
pathological features indicate the great importance of PS-1 in pathogenesis 

of  Alzheimer's disease. 
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CORRELATIONS OF CLINICAL AND HISTOLOGICAL 
PARAMETERS IN CHOROIDAL MALIGNANT MELANOMA 

I. Ciievschi*, Doinita Radulescu**, Diana Cijevschi****, 
Gioeonda Dobrescu***. 

* Dept. o f  Ophtalmology, ** Pathology and *** Histology 
University of  Medicine and Pharmacy, * *** Dept. of  
Ophtalmology Hospital "Sf~ Treime" Iasi-Romania 

Aim: To emphasize the importance of  correlating some clinical and 
morphological parameters in assessing the outcome of the patient 
with malignant melanoma of the uveal tract (MMUT). 
Methods: Twenty-nine patients with choroidal melanoma were 
examined and fragments collected by enucleation were processed 
by routine techniques. 17 cases were male and 12 female. 26 
tumors were located in the posterior pole and 3 at the equator. 
Results: The modified Callender's histological classification was 
used considering the type and size of  cells and nuclei, mitotic 
activity, pattern of tumoral vessels and invasion into the sclera. The 
histological parameters were correlated with the clinical ones of  
location, size, shape, and pigmentation of  the tumor, and presence 
of metastases. The extrancular extension was of little prognostic 
value, except when associated with the epithelioid type cells and 
largest dimension of  the tumor. 
Conclusions: Our study supports the need of a complex clinical- 
morphological analysis, the selection of  some factors with 
predictive value (cell type, vascular pattern, number of  mitoses) 
being useful both for establishing the treatment and assessing 
patient outcome. 
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Improved objectivity of grade in T,,t urinary bladder tumors by 
morphomctric proliferation and differentiation associated features and 
Ki-67 immunoquantitatinn 
Marco G.W. Bol. B.Se., L.S. Sehuta'mans, B.SC., Jan P.A. Bank, MD, 
Ph.D., FRC Path.. F.1.A.C.(Hon). Departments of Pathology, Academic Hospital 
Free University, Amsterdam, and Medical Center Alkmuar, Alkmaar, The 
Netherlands 
Baekgrennd: The grade of T~: urinary bladder tumors has therapeutic impact, bat 
mtra- and interobserver r~rodaoibility is poor. Previous studies have shown that 
mo~hemctric analysis of mean nuclear area of value for objective grading. 
Obiective: To analyse with single- and multivariate analysis whether mitotic 
activity index (MAIL nuclear area features and Ki-67 immunoquantitation, have 
additional discriminative value to each other in different grades of T,,t bladder 
tumors. 
Material and methoda: 15(1 consecutive T,,~ urinary bladder tumors have boon 
analysed. Duplicate blind assessment of grade was performed by three 
indelg~dent obsorvutions in standard HE-paraffin sections, which wore also used 
for morphometrie analysis. The QPRODIT 6.1 system (Lr Cambridge, UK) 
was used for mo~hometrie analysis and immenoquantitation of Ki-67. Single and 
multivariate analysis was applied to discriminate the different grades. 
Results: In the learning set (n=17 grade 1, 30 grade 2, 28 grade 3) the best 
discriminating features were MAI and Ki-67, and to a lesser degree the moan of 
the area of the ton largest nuclei. With multivariate analysis, all three features 
were included. The best discriminatmg features between grade I and 2 were 
MNA-10 and MAI, and between grade 2 and 3 the MAI and Ki-67. With these 
features, 93~6% of the original grade I and 2 eases were enrmetly classified (3 of 
the ,grade 2 eases were classified as grade 1). Of the grade 2 and 3 cases, 96.6% 
was correctly classified (2 grade 3 cases were classified as grade 2). In the test 
set, the classification results were similar (89,4% of the grade 1 versus 2 and 
94.8% of the grade 2 versus 3 were correctly classified). 
Conclusions: 
1, Combination of MAI, Ki-67 and MNA-IlI givus much bettor discrimination 

between grade 1, 2 and 3 T,a urinary bladder tumors than MNA-10 alone. 
2. The similarity of the classification results of the test set and the learning set 

enenttrage us to apply the classification model in o prospective analysis. 
Literature: Blomjoas et al, 1989, Anal. Quant. Cytol. Histul. 11:426-437 
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HOW BIASED IS THE STATIC "IFAJ~ATHOLOGY? THE IMAGE PYRAMID 
S Y S I t ~  AS AN UNBIASI~, INEXPENSIVE AND BROADLY AO2EgS1B~ 
ME'IHOD 
qont~ P., ~ U, sv, q ~  J~ 
Division o f l ~ ,  MI Cenlral H ~  B u ~  I-kn~n~, l ~ o f  Medicb~ 
~d ~ r  ~ c e ~ U g  

~ ~  urns ~ baron apl:am~ does not p~y a ~r/tmt ~art m ~ duly 
rou~ d~no~ pahdogy. Th~a~ m easy, ~ rmhod or t ~ a ~ q ~  (TP) 
u~lmg ~ ~ a m  ~n~d br d~dop~ The h ~ a  ~ t~ ~ ~ o  ~.Ig) a" 
umfemxi f~l~Cif~Hmon ~'~leas~ biased i s l h ~ c o r ~ .  
Methods: Se~ml~x~mdsc~a~scs ascyt:~F~calsmm~ 
ha~ been di~iz~ sm~d md dc~ to ~nc~ ~ EIR has bccn m~y~ to 
~f~m a d~ ~msin ,,rams static ~ sysmms F~r d~mrs ways oft~xt and 
gmph~ file r~, '~x~s ~ t~cd md ~r~-cd. Them ~zh dc~z~ n~ 
w~ ~p~ ~ sm~ Wce~ W~ Web (WWW) p~s ~pk~_ w~ ~m~ 
~ a h ' , a n d ~ s o e a l ~  ~ l ~ - i : l ( l r , )  syannen~Inmn~  
l~mlm We f~d ~ ~ I~R of m~C~d s~ m~ capa~d ~n an mak~ 

n'~gmficalion lhe EIRh~el;~-c~bra~ly l:l m ~,,atl l~q~butit~alx~t l:lOOenlarge 
nmmak Ur~md stoic ;,~i~ion can be mmsfumd by ~ i~ke~g u~g a la~e 
sa-~s of hd/vk~ m ~ s  on ~ WWW. l~sis abw md pm,~l~ br ~ J  
methed. One ofthe caha- ~ v,4-/ah may also lind t~ tr/~sat stoic TP oena ~ ,om is 
n ~ g ~  r~t~on ~ camera H o ~ ,  ~ r~s  in ~ m~s w~h hish ~ 
~ and nam~ed EIR. ~ damx~ n ~  inrush- ncr WWW-p~ smm~ is abls 
~ hmd~ ~ ~s r ~, ~ totem ~ pmam Th~ ~ ~d t ~ ,  acoes#~ 
malxxl ~r ~ sm~ic TP p ro~  to br bhr IP-sysmn w l '~  ind rt~ a hi~d/mlorder 

~ ~ m ~ o f ~ w h o ~ r m ~ m m i a m a ~ s k ~  mab~d byu~g 
d i ~ s o d y r m ~ ~ s y s ~ m s  8utpabap~ d m t o ~ h c o m ~ u s ~  
,,~y h-/tsd. Ti~ ~ ~ s l~  s3stans iaduding bw EIR can ~ ovcrom~ by ~ uso 
of~hr P sys~t S~ TP ~ s  can al~ br used ~ ~ puqx~s 
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PROGNOSTIC IMPACT OF TUMOR CELLS IN WOUND BLOOD 
SHED DURING CANCER SURGERY 
Hansen E~*, Stierstorfer F.*, Knuchel R.**, Hofstaedter F**, Taeger K.* 
Dpts. of Anaesthesiology* and Pathology**, University of Regensburg, 
Germany 
Aims: The impact of disseminated cancer cells in bone marrow, in the 
circulation, or in the peritoneum on outcome and tumor recurrence is under 
intensive investigation. We recently have demonstrated and characterized 
tumor ceils in the blood shed during various cancer surgery proeedures as a 
sample from the surgical field. 54 month later we now have evaluated the 
local tumor recurrence, metastasis and survival time of these patients 
dependent on the tumor cell number in the wound blood. 
Methods: In 83 patients with R0-reseetion of their primary tumor shed 
blood was collected and cancer cells detected by analysis of cytokeratins, 
nueleolar-organizer-regions and morphology after density gradient 
centrifugation. For follow-up of the patients the data bank of the Tumor 
Center Regensburg and a questionaire for the patient's doctor was used. 
Kaplan-Meier curves and Cox regression were derived for survival analysis. 
Spaerman correlation was analyzed to compare the results with the median 
survival times from a local cancer register. 
Results: Patients that died within 54 month had significantly higher tumor 
cell numbers in their intmoperative wound blood. Survival curves were 
steeper for patients with cell numbers exceeding 4000 in the whole shed 
blood volume. Even after stratification for matching T, N, or (3 status this 
tendency remained. In univariate and multifaetorial analysis Cox regression 
revealed the tumor cell number in wound blood as a separate prognostic 
factor (regr.eoeff.0.79, p<0.003). In addition, patients with higher cell 
numbers had a shorter tumor-free survival time than expected from their 
staging and grading, and vice versa. 
Conclusions: The number of tumor cells in the blood shed during cancer 
surgery is an independent predictor of survival time, recurrence rate and 
metastasis rate with statistical significance, and might become a useful 
parameter in clinical routine. Further investigations on these cells in wound 
blood are needed to define their role in cancer disease. 
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IMPLANTATION OF CRYOPRESERVED FETAL SUBSTANTIA 
NIGRA: COMPARISON OF GRAFT SURVIVAL AND HOST- 
GRAFT REACTION 
Kosno-Kxuszewska E.U.I, Ilnieki K?, Wierzba-Bobrowicz T.t, 
Lewandowska E. 1, Gwiazda E t, Bet-trend E. t, Leehowicz W), Dymecki J)  
Dpt. of Neuropathology, Institute of Psychiatry and Neurology ~, and 
Dpt.ofGenetics, Menaorial Children Hospital ~, Warsaw, Poland 
Aims: Studies concerning fetal neural transplantation in Parkinson's 
disease provide evidence that the clinical results depends on the 
transplantation technique, including the preparation and preservation of 
tissue. Cryopreservation is one of method of pr~avation used in clinical 
transplantation, and two models of fetal tissue are used alternatively: solid 
tissue block and call-suspension. The aim of this study was to carry out of 
comparative analysis of survival'and maturation of intrace~ral aUogenic 
grafts of two models of cryopres~ved fetal substantia nigra, solid tissue 
block and cell-suspension and the host tissue reaction against both graft 
models. 
Methods:A fetal eryoprcscrved rat substantia nigra was grafted into 
striatum of 153 healthy adult rats, apllying two different forms: solid block 
and cell-suspension. The fetal tissue was p r e ~ v ~  in liquid nitrogen for 
30-80 days. The corarols were subjected to sham transplantation. Results 
were evaluated by means of histological and imm~ooytoch~nical 
methods filE, TH, GFAP, Fe~ritin, W3/3). 
Resulm: It was found that fetal cells of c r y o p r ~  rat mcsencqahaloa 

transplanted into adult rat striamm in two models, survive similarly. The 
host cellular reaction against the graft was nonspeeific and similar to that 
found in the comrol groups. Over a post'a-ansplantation period of 21 days 
no graft rejection was observed in any of  experimental groups. 
ConeluMons:There is no difference between two forms of implanted tissue 
as far as survival and maturation of grafts and cellular reaction against graft 
is concerned. 

375 

P-731 

CARCINOID OF THE PANCREAS WITH HEPATIC, ADRENAL 
AND LYMPH NODES METASTASES 

Stanieeanu F.* **, Ardeieanu C.* ***, Hytirogiou P.****, Mm-dari L.* 
**, Zurac S.**, Costinean S.* **, Andronescu P.* ** 
University of Medicine and Pharmacy "Carol Davila" *, "N. Gh. Lupu" 
Hospital **, "Victor Babes" Institute ***, Bucharest, Romania, 
Aristotelian University of Medicine and Pharmacy, Thessaloniky, 
Greece* * * * 
Carcinoid of the pancreas is extremely rare, literature research was done 
using Medline from 1966 to 1996 and includes 34 published cases. 
Clinical presentation in the reported case was atypical carcinoid 
syndrome, including pain, diarrhea and weight loss. Elevated urinary 5- 
hydroxyindolacetic acid and serie amylase were the main laboratory 
findings, lntraoperatively, the pancreas was partially replaced by a tumor 
5/5/4 om, the liver displayed multiple tumoral nodules between 1 and 3 
cm diameter, the right adrenal g/and appeared compressed by a tumor 
4/3/3 cm and pericaval lymph nodes were enlarged, with the largest 
diameter about 1,5 am., the bowel was free of tumor. 
Microscopically, the neoplasm belongs to the classic insular type of 
neuroendoerine tumors, occasionally presenting aoini and rosettes. 
Immunohistochcmical studies revealed reactivity for serotonin, 
chromogranin, synaptophysin, neuron-specific enolase, TBO1 (CD 57) 
and negative staining for gastrin, vasoaetive intestinal polypeptide, 
pancreatic polypeptide, somatostatin; insulin and glueagon were positive 
only in normal islets. These results converge to the diagnosis of carcinoid 
tumor and assure the differential diagnosis with other neuroendocrine 
tumors, as insulinoma, glucagonoma, gastrinoma, vipoma, 
somatostatinoma, PP cell tumor, The absence of palpable intestinal tumor 
and the voluminous metastases infirm a secondary origin of the pancreatic 
tumor. 
The clinical presentation and the presence of distant metastases in the 
reported ease are those common to the pancreatic earcinoid (Maurer, 
1996), unlike the behavior of the more frequent intestinal counterpart. 

P-732 

PRIMARY MULTIPLE TUMOU'RS STUDIED AT AUTOPSY 
MATERIAL 

Dpt of Pathology, Cancer Research ~ t e ,  
Rostov-on-Dr Russia 
Aim: lu ~udy primary multiple tumours at autopsy mat~--lal for 
the period of 20 years (1978-1997). 
Mefimds: Merphologic m d y  was performed at ihe ievd of iighi 
microscopy using b/~tologic and histochmical methods. C2inico- 
morfologic characteristic of the material was givem 
Results: For tb~ period of 20 y ~ r s  we reveJded 51 cases of 
lzMymmpbMa that c~ f l tu ted  2,5% to the number of performed 
autopsies (199:3). 
There were 29 male and 22 female patient~ 
Various combinations of turnouts, the variety of clinical 
symptoms, complica~ons and causes of death were determined. 
D e p e n d ~  an the t ime of  occurrence polyneopl .~,  was 
dmracterised as s~uchronous or metachronm~ Autopsy allowed 
to revul mmours not recognized during lifetime but playing a 
certa~a role in thanatogcnesis, leading to definite c'imical 
symptoms and sometimes bering the main disease and the csaise 
of death. 
Cmu:lusiem: Autopsies allow to solve some problems conuected 
with morpho- and histogenesis of primary multiple turnouts. 
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THE KXPRESSION OF VI'-K,-PROTEIN IN HUMAN INVASIVE 
DUCTAL CARCINOMA OF THE BREAST 
U. Krm~*, A. Kehl*, R. Hinze*, J. Duast** 
*Institute for Pathology, Mar~-Luthcr-Umvcrsity HalloWitt~aerg, 
**Eg'tm~eat of Radiotherapy, Martin-Luther-Umversity Halle- 
WitU-nlx-~ 

Introdnction: Angiogenesis is a very complex process, which is con- 
trolled by many pro- and antiangiogenic factors. One of the recently 
dcs~'b~d mmangiog~c factors is the VHL-prot~in, a protein whicb 
dor not work in presence of Von-Hippel-Lin&m disease and which is 
thought to be an e2~ago~ist ofvasou/ar endothdia~ growth factor. 
Aims: We investigated the expression of VI-II.~pmtein in human/nvs- 
sire ~ ca~'moma of the breast and examined the r e l ~ o n ~ p  
between ~ i o n ,  iaUaumoral micro-vessel density (MVD), 
histological grading and local tumour spread (TNM-system). 
Method: Representative peraffm blocks of formAlin-fixed tmnour 
~ssue from 46 patients with invasive ductal carcinoma of the breast 
were selected for immunohistochemi,r Micro-vessels were stained 
by anti-C'D31 (Clone: JC70/A, Dako) and 10 vascular hot-spots were 
coumed following the method of Weidner. VHL ~ i o n  in turnout 
tissue was detected using a polycloual anti-VHL anffoody fi'om rabbit 
(Phar Mi~gen). 
Renl~:  We found a negalive correlation ~ ~ i o n  
and MVD (r=-.751, pffi.O 1 ). There was a significant negative correla- 
tion between ~ s i o n  and histological grading (pffi .041)~ A 
higher expression of VHL-protein was more often ~ with a lower 
tamom s u ~  - but this was not stat~caUy significant ( j~ .058). 
Condmions: The results of ore study could suggest an imponam role 
of VSL-cxpmssion in the regul~on of angiog~esis in human invasi- 
ve duct~ c~cmoma of the breast The VHL-cx'pression ~ to be 
associated wifl~ prognosis in breast cancer. 


