
S 105 

Lym 12 
~SIVE CHIIMOTHERAPY FOR AGGRESSIVE LYMPHOMAS 
- CLINICAL IMPLICATIONS OF THE GOLDIE-COIDMAN HYPfYPHESIS 
M. Graubner, P. Klimo*, J. Connors* and J. Goldie* 

The development of drug-resistant tumor cells during 
cancer chemotherapy is the most important reason for 
treatment failure. Based on the somatic mutation theory, 
the Goldie-Coldman-hypothesis implies an early intensive 
treatment with alternating noncross-resistant drugs. 
In Hodgkins disease (stage IIIA2, IIIAS, IIIB, IVA, IVB) 
the following HYBRID-schedule was used: day I : Nitrogen 
~ustard 6 mg/m = , Vincristin 1.4mg/m = (max. 2.O~g),day 2 
-8: Prccarbazine 100 mg/m = , day 2 - 12: Prednisone 40 mg 
/m = , day 8: Adriamycin 35 mg/m = , Bleomycin 10 mg/m ~ , 
Vinblastine 6 It~/m 2 , Repeat q 28 days x 6. From 54 pa- 
tients treated 88 % achieved cc~lolete and 6% partial 
remission. 46 patients were relapse-free after a median 
follow up of 20 month. 

In Non-Hodgkin-Lymphomas (large cleaved, large non-clea- 
ved, ial~unoblastic) stage II (only mass 10 cm diameter or 
extranodal disease) and stage llI and IV the following 
MACOP-B regimen was used: day I and 15: Adriamycin 5Omg/ 
m ~ , Cyelophosphamid 350 ~7/m ~ , day 8 : Methetrexat 400 rm]/ 
m~ + Leucovorin rescue, Vincristin 2 mg, day 28: Vincris- 
tin 2 rE~, Bleomycin 10 mg/m = . Repeat q 28 days x 3. 
Day 1 - 84: Prednisone 75 mg, then taper, Cotrimoxazol 
960 mg. 61 patients were treated and a cc~olete remission 
rate of 84% was achieved with a relapse free survival of 
90% after 23 month; 16% had a partial remission. 

Compared to similar regimens with much longer duration 
these results are among the best and possibly superior. 
As toxicity is not increased, these results clearly show 
the feasability of cytotc~ic drug application in weekly 
intervals with the advantage of a very short treatment 
period of 3-4 rsDnth. 

Zentrum Innere Medizin, Klinikstr. 36, D-6300 Giessen 
* CCABC Vancouver (Kanada) 

L y m 1 4  

CARBOPLATIN VERSUS IPROPLATIN IN SOLID TUMORS AND 
LYMPHOMAS - A PHASE-III-STUDY 
E. Schmoll, A. Hars t r i ck ,  B. Metzner, J.. Aqagnou, ,~ 
S. Le Blanc, H. Diedr ich,  B. Lentmann, n . -a .  ~cnmoil 

In a prospective ~and@mized t r i a l . t h e , ~ ) ~ t ~ n u m  der iva-  
tiv?s c@rqopla~n t o ~ )  ana Iprpplat]n ~oi~t~.qaye been in- 
yeszjgateo in ~u eva/: p~s. w1~n var!ous squa tumors, anp 
lymQnomas, .in oraer .~9 ipves~igate ~ne aFzlwxx.gT bgzn 
analogues In pzs. w!znoutprlor zreatmen; or wlzn .pr~gr 
bisplatinum-treazmenz and zo compare the ~oxicizy oT bozn 
drugs. The starting dose was 400 mg/m 2 i .v .  for JM8 and 
300 mq/m 2 for JM9 with reduction of i0% in the, f i r s t  cycle 
for ~ s .  with heavy Drezreatment and succeeaing~y aose 
escalation to 110%. Cycles were~epeated Day z9 with a 
minimum OT Z qyc~2s. Kesults: mere was no remission 
either^with Carp, opjatin nor,with Ipro~latin. NC Was seen 
~n b/z~ p~s. wi%% U~L~nd ~/z~ p!sx.~ith #M9 wizn a megian 
gpra~on of 14,(8-2U+) anu zb L~<~; wge~s ~es~eq~ive~y. 
tne mb occurreD in~ z co,on-ca. {JMD; dm~), J D~aooer-ca. 
(JM8~ JM9~, I rena~-.ca. [JM9), l.oyarian:ca. (JMS], 2 non 
sma)~ ce~j )ung ca. ~JM8.;JM9) flnp z lympnoma [JMS),.Pts. 
~iznbisp~azinum prezrea~m?nz OlD @s pgpr.~$.p~s, ~%~D 09n 
uispma~nu~ co~?a~ni~g.pr?~rea~men~ w~n • ana ?/~ mu 
respec~!ve~ ~s~,w~nou~ pre~rea~men~nao a ~reazer 
chance Tor mb ~9/o). !ne major ~ozici~y.was Don~ marrqw 
gepress~on,.witq a moa?rate granu~ocytopenia mainly ~rage 

ana.z~ ana moa?ra~e,~o severe thromoocyzopenia gr4ae U 
- IV (WHO). The.~nromDocy~openia was more Rronouncea wi~n 
JM9 with thromDocytes ~ess. than 50.000 i 9 10% of  the, 
cycles versus b~ w~th JM8. Ibe rena! toxicizy was ~ow wizn 
5%.grade. I (JM8) and 2% grade II. (JMg). No.severe nausea 
an~ vomi%ing was ~DserveqDy p.rezrea~men~ wisp aexamezna- 
so~.~ mg/m ~ i . v .  )ne gas~coinzestinal t ox i c i z~  was gene- 
r a l l y  well to~erazea a.na OT very snort  durat ion ouz cumu- 
I f l t iv increasing., mo neavy agv?rse reac~iops 0ave Deen T. 
9oserv@o., uon~us~ons: barDoplaz~n ana lproblaz~n.ar?.we U 
~oleraze~.anq can De manag@o e a s l ! y  o%, an gu~p@zl~nT 
oasis,  wi~nouz sev?re renat o#sTunczlon. Lne major xoxlc~- 
ty_ is  Done marrow ~ox ic i t y  ano m~ld ~o.moaeraze naus?a(vo- 
mz ing,  uowever~xn@ anxixumqr eTTeCX lS very poor w~zn no 
remissiqnx a)~ J pxs . .w i th  .xeszicular-ca.  progresseo on 
dmm or am~ wnicn IS a h in t  ~o a cross-resiszance oexween 
Cisplatinum and the ~latinum analogues, used in th is  study. 
from zne l i ze raxure  0~6 seems only zo De acxive In unxrea- 
ted small ce l l  lung cancer and ovarian cancer. 

~ bt. H~matologie-Onkolggi ~ Med iz in isKheHQ~chu le  
annoyer, monsxanzy-buzscnow-m~rame m, u-Juuu mannover 61 
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PRECLINICAL AND CLINICAL STUDY OF ANAXIRONE USING 
AN HPLC ASSAY (NSC 332488; TGU) 
R.B.Schilcher,M.R.Nowrousian,C.Doberauer,B.Hof- 
mann,N.Niederle,K.HSffken,C.G.Schmidt,K.Donhujsen 

TGU is a new triepoxide with activity in experi- 
mental and human tumor systems which is currently 
evaluated in Phase II studies. Because of dose - 
limiting toxicities such as phlebitis and bone 
marrow suppression a sensitive HPLC assay was 
needed to determine elimination behaviour. Plasma 
samples were obtained at selected times from nine 
pts. with solid tumors before2and following a I 
min iv. injection of 600 mg/m (pretreated pts.) 
and 800 mg/m2 (untreated pts.). To one ml plasma 
9 ml chloroform were added for extraction, cen- 
trifuged at 2800 rpm and supernatant removed. The 
organic phase was evaporated to dryness at 40=C, 
resolved in 100 ~i methanol, and 20 ~i injected. 
The HPLC system consisted of a manual injector, a 
M45 pump (Waters Assoc.) set at I ml/min flow 
rate, a C18 ~ Bondapak column 10 ~ .(3.8x250 mm), 
an UV detector at 216 nm and a strip chart recor- 
der. Aqueous standards were linear from 5 ng/ml 
to 20 mg/ml, and the recovery from plasma was 78% 
with a detection limit of 15 ng/ml. Preclinical 
studies in F I mice revealed sustained drug con- 
centrations. In heart, liver, lung and kidney 
tissue were found 906, 815, 474 and 332 ng TGU/mg 
tissue on Day 7 following 108 mg TGU/kg ip. No 
drug was seen in muscle tissue. In pts. a plasma 
concentration of 23 ng/ml was measurable 22 hrs 
after a single iv. dose of 600 mg/m 2. One pt. had 
fatty atrophy of bone marrow following 3 courses 
(total dose 4500 mg TGU). Two PR and 3 NC were 
observed in this study. Further trials will in- 
corporate pts. with multiple myeloma and leukemia 

Innere Universit~ts- und Poliklinik (Tumorfor- 
schung), West German Tumor Center, D 4300 Essen 
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MITOXANTRONE ALONE AND IN COMBINATION WITH CYTOSINE ARA- 
BINOSIDE IN REFRACTORY HODGKIN'S AND NON- HODGKIN-LYMPHOMA 
A.D. Ho, B. D~rken, W. Hunstein 

Phase I and Phase II studies suggested that mitoxantrone 
might be effective in the treatment of malignant lymphoma. 
The studies reported here are sequential. In the initial 
study, patients with refractory Hodgkin's disease (HD) or 
Non-Hodgkin-Lymphoma (NHL) received mitoxantrone as mono- 
therapy. Antitumor activity was seen but no complete re- 
miss$ons (CR) obtained. In a subsequent study, mitoxantro- 
ne was administered in combination with cytosine arabino- 
side (Ara-c). All the patients have stage III and IV di- 
seases and developed resistance to at least 2 different 
chemotherapy regimens. In the initial st~dy,mitoxantrone 
was administered at a dosage of 5-7 mg/m daily x 3 and 
treatment course repeated every 3 weeks. 3 of the 6 pa- 
tients with HD and 3 of the 14 patients with NHL achieved 
a partial remission. The clinical data of the patients 
are summarized in the following table: 

Median 
Histology Eval. Age Pretreatment CR PR SD Prog. 
Hodgkin (HD) 6 33.4 COPP,ABVD,IMVP-16o 3 1 2 
High gr NHL 7 59.7 CHOP,IMVP-16 o 1 1 5 
Low gr NHL 7 57.4 COP,IMVP-16 o 2 o 5 
This monothera~y was well tolerated. Granulocyte nadirs 
below I,o X io /i were observed in ~ of the 20 patients 
and platelet nadirs below 5o,o X io'/ 1 in 7. Mild to mo- 
derate stomatitis was seen in 6, mild nausea and vomiting 
in 5, FUO or infections in 3, tachyarrhythmia in i. In 
the subsequent study, the regimen cqnsists of mitoxantrone 
7 mg/m~ daily x 3 and Ara-C 75 mg/m~/12 hours x 6 (s.c.) 
every 3 to 4 weeks. Up till now 3 patients with HD and 2 
patients with NHL were evaluable. 1 CR (in HD) and i PR 
(in NHL) have been achieved. Thus, mitoxantrone has acti- 
vity in patients with refractory malignant lymphoma. We 
are concurrently conducting a multicenter study with 
the combination of mitoxantrone and Ara-C. 
Med.Univ. Poliklinik, Hospitalstr.3, D 69oo Heidelberg 


