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TANDEM HIGH-DOSE @ID) CHEMOTHERAPY (CT) WITH VP- 
16, IFOSFAMIDE (IFM), AND CARBOPLATIN (CBDCA) WITH 
AUTOLOGOUS BONE MARROW TRANSPLANTATION (ABMT) 
FOR PATIENTS (I’TS) WlTH GERM-CELL TUMORS (GCT) OR 
GESTATIONAL TROPHOBLASTIC DISEASE (GTD). 
JP, D Machover, A BelI;iiche. T Andre. A Esteso, V Iua~l. Service d’Onco- 
logic Mt!dicale, HGpital Tenon, Paris. France. 
T&it&y-two pts with previously treated GCT or GTD entered a trial consisting of 
two S-day courses of combined VP-16. IFM and CBDCA with ABMT, as 
previously described (.I. Clin. Oncol. 9 : 1860-1870, 1991). 20 pts had gonadal 
(testis, 16 pts; ovary. 4 pts) Gfl (17 with previous resistance to CT, 3 with no 
proven resistance to CT), 8 pts had extra-gonadal abdominal and/or thoracic GCf (7 
with prior resistance to m, 1 with non proven resistance to CT). 4 pts had 
refractory GTD. Median age was 27 y (range, 18-47). All pts had prior CDDP 
containing regimens. The dose ranges (in mg/nrZ/d x 5 d) were VP-16 : 200-250. 
IFM : 1500-2500 and CBDCA : 175225.23 pts received the 2 planned courses. 9 
received only one. The main toxic effects (WHO grades III-IV) were (in No. of 
episodes) : mucositis (22). renal toxicity (3) and diarrhea (22). 7 pts died of therapy- 
related complications. The median No. of days to attain 0.5 x 10 E9 PMN/L from 
the day of BMT was 20 d (range, 10-30) and 20 d (range, 3-40) for the first and the 
second course, respectively. The maximum tolerated doses were (in mglmZ/d x 5 d) 
250. 1500 and 200 for VP-16. IFM and CBDCA. respectively. 29 pts (of whom 
28 were refractory to CT) were assessed for response : 7 pts (24 %) (gonadaI GCT. 
5 pts; GTD. 2 pts) attained a CR of 2,25.38+,52+, 58+,68+ trios. and 5pts (17 
I) achieved a PR (median : 4 mos). This regimen is highly efftcient in refractory 
gonadal GCf and GTD. No CRs were attained in pts with extra-gonadal GcTs. 
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A PILOT STUDY OF ACCELERATED CEF PLUS G-CSF AS 
ADJIJVANT THERAPY IN EARLY BREAST CANCER (EBC). 
Del Ma * L. Gmune 0, Ventwini M, Settoli MR. Addamo G, Ross0 R 
Jkptment of MedicaI Gttcology, Istitttto Nazionale per la Ricetca sul Cancro 
(ST), Genova, Italy. 

In O&X to evaluate the feasibility of CEFl4 (Cyclophosphamide 600 tng/m2, 
Epidoxontbicin 60 mg/m2. 5-Fluomwil6Ot.l mg/m2. i.v. day 1) given every 
14 days (d) for 6 cycles plus G-CSF @anuIocyte-colony stimulating factor, 
Roche) 5 pg/kg S.C. d 4-11. from March to October 1992.32 patients @u) 
were treated. Main pts characteristics were: 59% age 2 50 yts, 25% node 
negative, 94% Tl-T2,66% conservative surgery plus radiotherapy (RT). AI1 
but 5 pts completed 6 cycles of chemotherapy (CT): 4 pts stopped due to 
psychological reasons. one pt due to grade II anemia requiring blood 
transfusion, refused by pt. No grade IV toxicity was recorded. Grade III 
toxicity: 9% pts suffered from nausea/vomiting, 9% from stomatitis; alopecia 
was almost universal. Noteworthy, 66% pts received concurrently RT and CT 
without any increase in toxicily. G-CSF related toxicity was mild and no dose 
reduction or suspension was necessary. The mean duration of treatment was 71 
d (planned 70). AU drugs were administered at full planned doses. The mean 
Cyclophosphamide dose-intensity (D.I.) actually given was 278 mg/m2/wk, 
which corresponded to 93% of planned D.I. (300 mg/mz/wk). In conclusion 
accelerated CEFt4 plus G-CSF is a feasible regimen and allows a 46% 
increase of D.I. compared to a standard CEFzt given every 21 d. A randomized 
study in EBC pts comparing this regimen to CEFzt is now in progress. 
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TANDEM HIGH-DOSE (ED) CHEMOTHERAPY (CT) WITH VM- 
26, IFOSFAMIDE (IFM), AND CARBOPLATIN (CBDCA) WITH 
AUTOLOGOUS BONE MARROW TRANSPLANTATION (ABMT) 
FOR PATIENTS WITH STAGE IIIC-IV OVARIAN CANCER (OC). 
JP L&z. D Machover. A BeIIaIche, C Botdeuc. A Esteso, V. lust’. Service 
d’Onwlogie Medicale, H6pital Tenon, Paris. France. 
Tbirthy-three pts with previously treated stage IIIC or IV OC (5 pts initially 
refractory to CX 10 pts in relapse; 2 pts with stage IV in CR, and3 pts with stage 
IV OC in PR; 13 pts with stage IIIC in CR after second-look Iaparotomy (n = 9) or 
(n = 4) with persisting tumor) were treated with two &Jay courses of combined 
VM-26, IFM. and CBDCA. with ABMT, as previously described (J, Clin. GncoI 9 
: 1860-1870.1991). AI1 pts had prior CDDP and/or CBDCA containing regimens. 
The dose ranges (in mg/mZ/d x 5d) were VM-26 : 150-200; IFM : 1500-2000; 
CBDCA : 175200.25 pts received the 2 planned courses, 8 received only one. The 
main toxic effects (WIIO grades III-IV) were (in No. of episodes) : mucositis (31). 
oesophagitis (17. including 2 grade IV episodes) and diarrhea (22). 3 pts died of 
therapy-related annplicationsrRenaI toxicity consisted in 21 grade I and 11 grade II 
toxicities. The median No. of days to attain 05 x 10 E9 PMN/L from the day of 
BMT was 20 d (range, 9-30) and 21 d (range. 10-30) for the tint and the second 
ootnse. re~p&~ively. The maximum tolerated doses were (in m&2/d x 5d) 150. 
1500, and 200 for VM-26, IFM and CBDCA. respectively. 16 pts with measurable 
disease were evaluable for response : 2 pts (12.5%) attained a CR (IO-28+ mos) aud 
7 (43%) attained a PR (5-13 mos). Of the 15 pts without any perceptible tumor 
who received the treatment as consolidation therapy. 5 were in continuous CR at 
4+,11+.16+.16t and 34t mos. Further randomized studies will be necessary to 
determine the impact of HD CT in advanced stage OC pts. 

277 

FBASlBHlTV SIUDY OF HIGH WSE IFGSFAMlDE 0 PLUS CUTLATIN 
(C) COMBINED WITH rh-GCSF EVERY 2 WEEKS IN ADVANCED SOLID 
lWMORS 
Plaotinr A., Goey S., v.d. Burg M.E.L., Stoter G., Verweij J. 
Rotterdam Cancer Iustitute, 3075 EA Rotterdam, the Netherlands 

Dose limiting side effects of the combination of C and I are bone marrow 
toxicity and uephrotoxicity. Administration of rh-GCSF behveen courses can dimi- 
nish the risk of grauulwytopeuis; administration of C in hypertonic saline diminis- 
hes the risk of nephrotoxicity. III this study 14 pts, 8 males and 6 females, median 
age 45 y( 32-66~). non small cell lung cancer (NSCLC) 8, melanoma 6 pts, median 
WHO performance status 0 (O-l) were. treated with I at a dose of 2000 mg/u? days 
l-3 and C at a dose of 33 mg/m* days l-3 every 2 weeks for a maximum of 6 cow- 
ses. I is administered as a 4-hour infusion combined with mesua 3x 400 rug/m’ 
followed by C in 250 ml 3% NaCl as a 3-hour infusion with standard pre- and 
posthydration. rh-GCSF is administered se. at a dose of 300 ug from day 4 until 
day 12. Iu case of WBC < 2.5 x 109il or trombocytopeuia < 75xl@/l on day 14 
retreatment is delayed until recovery. Dose reductions are not made. Nine pts are 
evaluable for response and toxicity. Seven pts received 6 courses , two without any 
delays, 3 pts with once a delay of 1 week and 2 pts with 3 times a l-week delay. 
One pt received 5 and 1 pt 3 courses because of PD. Toxicities observed: anaemia 
grade 1 in 1, grade 2 in 6 and grade 3 in 2 pts; except 2 pts all had at least one 
episode of grauulwytopeuia and trombocytopeuia grade 3 or 4; of a total of 50 
courses 11 courses were complicated by gramdocytopenia grade 3 or 4 and 15 
courses bv trombocvtooeuia wade 3 or 4. There was 1 e&ode of ueutrooeuie 
fever. Noh hematol&ic’ toxicities: N/V grade 3 in 1 pt, ueu~otoxicity grade i in 2 
its. ototoxicitv made 2 in 5 its. There was no ueohrotoxicitv. Three otr with 
hScLC had a &tial respous~ The dose intensity o? C and I-reached \;ith this 
schedule is high. The study is ongoing. 
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COMBINED SYSTEMIC CDDP-INTERFERON ALPHA 
(IFNa) IN ADVANCED PLEURAL MALIGNANT 
MESOTHELIOMA (MM). 
P. Souli (I)? L. Trandafir (1). P. RuffiC (2), I. Monnet 
(3). A. Tardwon (2). E. Cvitkovic (l), T. Le Chevalier 
(2). I. kignon (3). JP. Armand( 
lnstitut G. Roussy La Grange (1) et Villejuif (2), HBpital 
Inter-Communal de Cr&eil(3) - France. 

MM is a rare, ehemores.istMt hmmr. CDDP md IFNa have shave low anti tumor 
sctivily (IO-20%) in clinical trials and am synergistic in cxperimenul MM models. 
Concomitant w&ly administration may pmduce optimal and durable iolemction. From 
919 L LO II93 26 tmtrealed pstienta (pts) were included in 8 phase l-11 study of CDDP- 
IFNa (CDDP 60 mglsg. IFN 3 mui x 4/w) given as 5 w cm13 w off (12 pls). 4 w on/ 4 
w off (I4 pts). Cycles (8 mcks) are resumed once at minimum (except early 
progression). &were : 22 males, 4 females, median age : 57 (30-70) ; median PS : I 
(O-2) ; prmmstiE factors = thmmbocytosis : 7. weight Iw >lO% : 3 ; histologic 
subtype = epiorlial : 14. ~rccoM1ow : 3, biphssic : 9 ; UICC stage : II : 8 pts, III : 
I I pls. IV : 3 pls : asbestos exposure : I5 pts. &6& (WHO gmdclpl) : 23 evnluble 
pL1. 55 cy [me&an cumulative dose CDDP : 560 mg/sq (240-1200) ; median weight 
las : 5.1% (O-XX%) ; flu like syndrome 100% ; nause&omiting (N/V) : gr 2 : 9 , gr 
3 : 4, gr 4 : 3 : peripheral neurotoxicity : gr t : 6, gr 3 : 2 ; hemat&gial : act&a gr 
2 : 6, gr 3 : 6, gr 4 : I, neukopmia gr 2 : 4. gr 3 : 5. thmmbopeaia gr 2 : 6, gr 3 : 6. 
8’ 4 : 1. hypomgnescmi. : 12, hypoknlemia : 3, hypocalcemis : 4. hypmulremis : 5, 
I ramI toxicity md I owoxicity. 
I&q& : 22 ev&uble pts : 8 PR : 8.8.7.7+,6.6+.6+,2 (5 epithelial, 3 biphasic) ; 1 
MR.3 SD, 10 PD. 
This schedule i feasible with limiting taicitia being NN and bemat&+ (both 
cumulative); Mmcnt shmtaing (49 an. 4w off) provided beatn u~lemw. Ib 
encoungiag rtivity. spcially in @h&l subtype (6r’9 evaluble p(a), may be clinical 
ccmtirmatim of sIFN-CDDP pc&ive interaction cxmcq. 
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TIlkm?m cp laxI-mmLB lIEPmLLuLnR CAKINaa WIllI UXTINw 5 II 
llIKwcM I.V. AND I- .w?m 28 S.C. 

m, E.Scbmll, &pOliwoda, B.J.Scim~ll 

li&atolcgie uad Cnkolcqie, Madirinisck llochbule Eannover, FIG 

IntroduCtl9n~ Iiepatccelluhr wcinanas @CC) are buwn as only moderate 
chw&heqyseasitivs aggressive tupors. Chwhlisation arid intraarterial 
dwMsrapy of t&s Iiver ware described for snbqnxps of MI resxtable KC. 
In 1992 wa have started a prospective pha~ I study with Hihnycin amtinnos 5 
clap infusion i.v. asd Interferw alpha 2b s-c.. Rthtrr ginca now we have 
adminm the therapy tn 7 patients with pretreated (5 pats)/ previowly 
tmtreated (2 pats) kpatBcellular carchw. scbduls: 5 HI0 I.E. Inwferwle 
alpha 2b were applicat& tixxe tires every n&z (Ho,wed,4ri) s&cutanwly 
w&had witb 5d contisux.i.v. isf&3n of 20 rg/le ltitqcln. First course 
with 581 dose Ifdtilon. 
To%bity: siucs IIW 6 pats me evahble for toxicity: leukqsikia yflo III in 
2 pat, kU0 II in 3 pats, tkavbq&a VBD III in 4 pats, an&e: V!@ II ln 1 
pats, &appetenw with Wght loss XX 0 in 2 pats, diarrhea II in 2 pats,m, 
Ido X/III alapach was 33een toti1 ww.In one putient we could ok3e1~ an 
increasedwrwlevelof~las3andlipssa. 
kqmsef Sltttx aMI 5 pmtmatefl patients mare evaltile for qwsse. 1 PR, 4 
SD, 1 PD cotid ba cesfined with CT-seas. 
~:~~~f~pretratedgati~tsaresafarverp~.I 
folbn up will be prewltsd. 


