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G~ GANGLIOSIDE: A MARKER FOR THE DIAGNOSIS AND TREATMENT 
O~JNEUROECTODERMAL TUMORS? 
VI. Dippold, A. Knuth, H.P. Dienes, K.H. ~eyer zum 
BUschenfelde 
Monoclonal antibody (mAb) R-24, recognizing ganglioside 
GD3 on neuroectodermal tumors, shows several functional 
propert ies in v i t ro :  i nh ib i t i on  of cel l  growth, complement 
f i xa t i on  and mediation of antibody dependent ce l l u la r  cyto- 
t o x i c i t y  (ADCC). The tissue spec i f i c i t y  of th is  mAb R-24 
was studied on 190 cryopreserved, unfixed human t issue 
sections by ind i rec t  immunoperoxidase sta in ing.  The 
spec i f i c i t y  for  neuroectodermal tumors was s t r i k ing .  
Ganglioside GD3 was detected in a l l  21 t issue sections 
of 21 patients with primary melanoma and in a l l  37 probes 
of 24 patients with metastatic malignant melanoma. The 
major i ty of tumor ce l ls  in the samples of primary malig- 
nant melanoma expressed GD3: however, GD3 expression was 
more heterogeneous in samples of metastatic lesions even 
in d i f fe ren t  metastases of the same pat ient .  Of 18 nevi, 
16 reacted with monoclonal antibody R-24, while melano- 
cytes in the basal layer of normal skin stained only 
weakly and i r regu la r l y .  None of the 32 normal and 12 feta l  
human t issue types were R-24 pos i t i ve ,  but a strong 
cytoplasmic staining was observed with single ce l ls  in the 
dermis and in the i n t e r s t i t i a l  t issue of the gastro in-  
test ina l  t rac t ,  in the in ter lobu lar  septa of the thymus, 
and in other d i s t i nc t  locat ions.  Only two malignant 
carcinoid tumors of 38 nonmelanomatous tumors tested 
reacted with monoclonal antibody R-24. The presented 
f indings are pa r t i cu la r l y  relevant in view of the c l i n i ca l  
appl icat ion of th is  mAb in v ivo.  Local inflammatory 
response at the tumor s i te  and tumor remissions have been 
observed a f ter  appl icat ion of pur i f ied  mAb R-24 in a 
percentage of pat ients.  Side effects (skin rash) have been 
minimal with th is  speci f ic  antibody. 
New monoclonal ganglioside antibodies have been generated 
to cover the complete antigenic phenotype of neuro- 
ectodermal tumors. 
I .Med.Kl in ik ,  Joh.Gutenberg Univers i t~t ,  6500 Mainz W.Germ. 
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T-LYMPHOCYTOT0XICITY IN MALIGNANT ~ :  INDUCTION 
WITH AUTO--S MUTAGI~NIZED TUMOR CELL CLONES 
A.Knuth, A.van Pel*, K.-H.Meyer ZLTa Bueschenfelde, and 
T.Boon* 

Mutagentreatment of spontaneous non-J/rmunogenicmouse 
ttTnors induces variants that elicit a strong rejection 
response in syngeneic mice. The rejection response is 
due to so-called t~n-antigens regcx]nized by cytolytic 
T-l}~llohocytes (CTL). After rejection of t um tumor 
cell clones, ITLiCe show a cert~n degree oz resistance 
against a challe~qe with the original non-mutagenized 
timer cells (tL~nt). Our study was to investigate if 
thins phenomenon of iirmune protection would have 
relevance in human cancer ~munotnerapy. Melanoma 
cells from a 38 year old patient with metastatic 
melanoma were ad&pted to ~issue .culture (MZ-MEL-2), 
clonea ana repeat-edlymutagenizeain vitro with 
mutage_nic compounQs. After several intracutaneous 
ir~nuf/zations with lethally irradiated mutagenized 
autologous tt~nor cell clones peripneral blc6d 
mononuclear cells (PBL) were cultured in vitro with 
these melan.ana clones, e xp@nded in IL-2 containing 
culture meoiL~nand tested for cytolytic activityano 
specificity in vitro. Strong CTLactivity directed 
against the autologous melanoma cells, Put not 
I~pstein-Barr-virus transformed autologous B-lymphocyte 
cultures, K562 cells or alloqeneic melanoma tarqets 
was seen. Mutagenized as well as non-mutagenized 
autolggous melanclna target cells were lynCh. The 
specizlcizy oz non-cloned CTLwas conzirmea in 
competitive inhibition assays. We are presently 
investigating, if CTL bulk cultures or CTL c• 
after coculture with different mutaqenizeo auto• 
tumor cell clones will preferentially l~se a single 
tLm~Dr clone, ana+not the non-mutagenlzea original 
tt~nor cells (tt~n). This would be the evidence of a 
~ tagen induced expression of a new antigen (tum?). e c•177 course oz this melanoma pa~zent evoivea 
r~markably well under continued vaccination with 
r epeatedlymutagenized autologous melancmacell 
clones. An abdoddnal tt~normass graaually disappearea. 
Thepatient remains in cc~lete remission for over 
twelve monr-ns. A correlation between tne unexpectedly 
favorable clinical course andthe occurrence oz an 
anti-ttm~or CTL response is suggested. 

I.Medizinische Klinik und Poliklinik, Johannes 
Gutenberg-Universitaet, Langenbeckstr.l, D-6500 Mainz; 
*Ludwiq Inst. Cancer Research, Ave. Hippocrate 74, UCL 
7459, B-1200 Bruxelles, Belgitm~ 
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COMPARISON OF THE IN SNORT-TERM METABOLIC ASSAY AND 
IN VIVO TREATMENT OF HUMAN MELANOMA XENOGRAFTS 
H.-J. Ochel, Glatte. P., Schmidt, C.G., and Osieka. R*. 
Histology and stage are major prognostic factors for the 
treatment of neoplastic disease but tumors with similar 
histology may respond heterogeneously to ant• 
drug treatment. For the short-term metabolic assay 
extensive claims have been made as to i t s  general appli-  
cab i l i t y  as a predict ive test,  although only two drugs 
are used to indicate sens i t i v i ty  or resistance. This 
contrasts sharply with findings of other investigators 
who describe unique chemosensitivity patterns in xeno- 
grafted human tumors ( I ) .  We have exposed 3 human mela- 
noma xenografts to "alkylat ing agents and adriamycin and 
compared tumor growth curves to results from short-term 
assays performed on these xenografts. 'S t r '  is about 
• more sensitive to dacarbazine than 'Gr l l '  and may 
be cured by intermediate doses of methyl-CCNU. Adriamycin 
is only very weakly ef fect ive against this tumor, and an 
activated form of cyclophosphamide, mafosfamide (ASTA Z 
?55?), induces some growth delay. MethyI-CCNU, mafosfam- 
• and adriamycin were totally ~neffective against 
melanoma '3aI', although the latter line is somewhat 
sensitive to dacarbazine. 
~aking a 50~ inhibition of 3N-uridine (or 
H-thymidine) incorporation as a cutof f -point ,  tumor 
line 'Str' was correctly classified as sensitive to 
methyl-CCNU and mafosfamide but falsely as sensitive to 
adriamycin. All three drugs were falsely classified as 
effective for completely resistant melanoma 'GrII', and 
for line '3aI' 0nly resistance to methyl-CCNU was indi- 
cated correctly by the short-term assay. Therefore. the 
limitation of predictive testing to one or two key anti- 
neoplastic drugs is not warranted by the heterogeneity 
present even among human tumors of similar histiogenetic 
origin. 
{I) 0sieka, R: Primary and acquired resistance to anti- 
neoplast ic chemotherapy. Cancer 5&: 1168-117& (1984)  
*Supported by BMFT (PTB 8315) 
Westdeutsches Tumorzentrum, HufelandstraBe 55, 43 Essen I 
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A RANDOMIZED PRASE-III-STUDY ON DTIC, LEVAMISOLE, and 
PLACEBO AS ADJUVANT TREATMENT OF HIGH RISK STAGE I PRIMARY 
MELANOMA 
E. Macher, U.R.Kleeberg, F. Lejeune, Ph, RUmke, M. Prade, 
D. Thomas, S. Suciu 
for the EORTC Malignant Melanoma Coop. Group (18761) 

This study was designed to assess the value of chemo- 
therapy vs. immunotherapy in high r isk melanoma after 
surgical removal of a primary malignant melanoma of the 
skin. E l i g i b i l i t y  c r i te r ia  included the following conditions: 
previously untreated, h is to log ica l ly  confirmed, primary 
cutaneous malignant melanoma of Clark stage I l l ,  IV, V 
with a Breslow's thickness equal or exceeding 1,5 mm, 
no evidence for  lymphnode metastases. 0nly melanoma of the 
extremities were submitted to elect ive lymphnode dissection. 
Randomization for  3 arms was done between DTIC and immuno- 
therapy plus placebo. DTIC (250mg/m 2 b.s./dayx5, q4w) was 
given for  a total of 6 cycles. Levamisole or placebo 
was taken o ra l l y  on 2 consecutive days every week for  
2 years (150-250 mg tablets per day according to weight). 
Results: 235 patients were entered and 94 considered as 
~ l e .  Subgroup analysis reveals that the 96 limb 
melanoma patients did better than the 172 head, neck, and 
trunk patients: 5 years DFI 70% vs. 45% and 5 years S 75% 
vs. 50% resp. This highly s igni f icant difference may 
be due in part to the histological selection of node-negative 
patients for  limb melanoma. 107 out of 276 e l i g i b l e  patients 
reported a progression, which was local in 19, regional 
in 47 and distant  in 41 pat ients.  
Tox ic i ty  has been acceptable but higher in the DTIC arm 
where more protocol v io la t ions occured. 
This report indicates that neither DTIC for  6 months not 
Levamisole for 2 years had any ef fect  on disease free 
interval  (DFS) or survival (S) of patients with high 
r isk  primary melanoma. 
Haemat.-onkol. Praxis Altona, 2000 Hamburg 50, Germany 
Secretariat of the EORTC Malignant Melanoma Coop. Group 


