
Proffered Papers s119 

PHASE I !RUDY ON 4WEBKLY 6 HOUR INFUSION OF BMY- 
25067 JN PAlTENTS (ITS) WITH !XXlD TUMORS. 

ilYv 
Flanting A., van der Burg M., Sto&r G., de Boer-Dennert 

eWJ1 R., Santabarbara P., Kolkers l-l and Schellens J.. 
Rdberdam Cancer Institute, P.O. Box 5201, 3008 AE Rotterdam, ‘Zhe 
Netherlands. 

~h~~aOJ&tics 
(7 PLC metbod) in 2 pts revealed a t’h fl of 12 and 18 

h. aud a total p asma clearance of 60 and 150 ml/min. Objective 
responses were not yet observed. The MTD of BMY-25067 at this 
schedule is not reached at 19 mglm’. 
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CLINIC4 UPWIENE Niil TEWM #D LOY WE o#y LUICMRIN, b FWf I SMV. 
)bgul N., &&& eld 95pi NA 
lkdical 0icelcqy lhit. lbspital k &b&11. 

&$gg@ : Relpfotrrtd rdrlnitrti I L a of l@llr m ad mill ILV) is al 
ittrxtiw wMlr of Pdulrtim tint ptends to siulrte 1 Wlumur~il ad LV 
ccntinrw lnfudm rlth tb dvmtq5 of Dutpatint drinistrttim. A dw ftiiq vt@ 
UI pwfwmd imQlviq n nd LV. 
f$timbmd ntb& I 33 patimb rithdvncd admomrcinov (19 N, IIF, din ag! 
57.3) IWZ Inch&d. The trmtit cmsisb of FI, 0.73 grM/dq, fcf 21 days, with oral 
cmtiwus LV at diffmnt dow 1mlr1 15, 30, 4, 60 nd 90 qldq in 128 dy cycln. 
&I& t A correldiol mlmal tk LV dDII d m inclwe of pr& lII/lV tmicity 
Idi5frtu, cd mco5itb nd frw1 ass sstdlirt*d in the nm llassf fqrsmim sods& 
mchiq a plrbu st 64 q/&y al LV. 

“,tr 
Pd.bllW Brrdc III/IV toxicity (epipilodni Patimb with 
q&5 Fw h&i) w bidcity (1) 

15 7121 1 2 217 128.51 
50 6120 I 2 1 2/b [31,31 

45 b/13 I I 2 Sib (90) 
bo lll4 2 4 5l7 171.41 
90 7111 1 2 2 517 (71.41 

m 1 Yitb MS schdul~ it Is psible ta obtain 1 m&Mm of S-N, ritb a &a- 
-t toxicity.Fortk Flda,uwJ,r~mrkd daaofLVisin tlrrgaof4M 
WY. 
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PHASE I S’IWDIES OF GEMClTABlNE (G). -FV, Abbnuzsse J, Pang 
A, Gravel D, Tams&f P*, Lippman S, Rabar M, Hong WK. University of Texas 
MD Andamon Cancer Csntar, Houston, TX; +EIi Lilly Co., Indiilis, IN. 
USA 
Gemeitahii, a aovd pyrimidina analogus, has activity in a wide ranga of solid 
tumors.InZ~I~swsstudieddi~trppmcbsstodose~onofiv 
GgivarweddyX3wLsQ4wlrs.STUDY?:Gdoa~~mdgivea 
over * fixed tilm of 30 mins. 22 chmno&ve pt.9 with advanced non-small call 
lung cancer @?SCLC) received G et 1006 to 1750 mgld/wk/3O mhs. 4/21 pts 
(19~)~putLlraspoase(pR)~thssa~ wem aoen at SlI do%? lavels. 

hvkl30 plipa (6 @a). dodimJting toxicity (DLT) is mvarsibla 
&Fksibla rism in B valuea) (H’l’) and myeloqprmsion 
(MS):gnds4llsutropeaia(NP)inlpt,gr3pla~~~ialpt,~gr3HT 
in 2 pts. STuDys: Based on phumrcologic d& &owing tlmt infusion at 10 
mg/m’lmin results in maximum intracellular accumulation of difluomdeoxvcvtidme 

in&ion rate was constant at 10 solid tumor pts (14 with 
prior chemo) received G at 1200 mg/m*lwk/l20 mim to 2800 mg/m%vW280 mios. 
2/g pts (25%) with psnereatic cancer and 1 with cholangi-inoma had PR. DLT 
isMS.At2250mPl~l~(Spts),we~wgr4NPin2pts~gr3TP 
ia2pts;~~mnlm’hvw28omins(2pts),wc~wgr4Npio2ptslodgr3Tp 
in 1 pt. CONCLUSION& G has activity against pancr&ic cant and NSCLC. As 
a 30-min infusion, 1750 mg/m%vk in chemo-naive pts is naaring maximum 
toIarated dose (MID); DLT is HT and MS. By prolonged infusion. 2250 
mglm*lwk/225 mins is MTD; DLT is MS but not HT. 
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PHASE I TRIAL OF BUTHIONINE SULFOXIMINE (BSO) IN 
COMBINATION WITH MELPHALAN 
PJ O’Dwyer, TC Hamilton. FP LaCreta. D Kllpatrick, JM Brennan, RC 
YOUllg.RLCOttliS.RFOdS 
Fox Chase Cancer Center, Philadelphia, PA 19111 USA. 

Resistance to alkylating agents and platinum compounds is 
associated with elevated levels of glutathlone (GSH). Depletion of GSH 
by BSO restores the sensitivity of resistant tumors to melphalan in v&o 
and in vlvo. In a Phase I trlal each patlent recdves two cycles: BSO alone 
i.v. ql2h x 6 doses, and one week later the same BSO as cycle 1 with 
melphalan 15 mg/mZ i.v. lh after the fifth dose. BSO doses have been 
escalated fmtn 1.5 to 17 @n2 in 34 pts. The only toxicity attributable to 
BSO is grade I or II nausealvomitlng in 50%. Dose-related neutropenia 
required a melphalan dose reduction to 10 mg/m2 at BSO 7.5 g/m2. 
Feripheral mononuclear cell GSH nadirs were about 10% of contlol from 
7.5 g/m2; at 13 and 17 g/m2 all patients had nadir values in this range. ln 
sequential tumor biopsies findings were similar. The pharmacokinetics of 
the active S-BSO diastereoisomer were linear over the dose range 5 to 
10.5 e2. The terminal half life was 1.78 k 0.39 hours (SD), Czn 143 
rnmm of which 64% was renal, and the V, 17.0 f. 6.9 liters. Disposition 
of the BSO isomers was stereoselective. most strikingly in non-renal 
clearance. The Phase II dose will be based on further tumor biopsy 
samplii for biochemical endpoints. 
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INTRAPERITONBAL (I.P.) INFUSION OF TUMOR NECRCk# 
FACTOR (TNF) AND MITOXANTRONE IN PATIENTS WITH 
NEOFl.ASTlC ASCITES: A PHASE I STUDY. 
hmx&Q, Addamo G, Oliva C, Cnmino F, Come PF, Del Mastm L, 
GaIkti P, Vigani A, Russo P, Ventmini M. Rosso R. 
Dept. Medical Oncology Genoa IST, Dept. Med Oncol Piss, La Spexki, 
Torino. Knoll Italia. 
oUrprevious~~studyonovarycarcinomacclllinesdemonsoatedan 
increase of cytotoxic activity between TNF (Knoll Iralia) and some 
Topoisom- II inhibitors, such as Mitoxantrone (Mite) (Gynecol Oncol 
1991). On this basis, a phase I study in pretreated patients (pts) with; 
neopla%ic ascites or peritoneal canzinc& has been started. Treatment plan’ 
provided simultaneous administration of TNF plus Mito by weekly i.p. 
infusion for at Icast 4 cycles. Mito has been administered at 6 mg/m* fixed 
dose, while TNF dmage has ken progressively krcased by cohort of pts: 
0.060.0.110,0.160.0.200.0.248 m@n*. Pts received premeditation with 
Par~tamol500 mg 0s t.i.d. Six pi entered the 1” cohort: main toxicities 
were nausea and vomiting (N-V) g1 1 ps fever gII2 PCS; chills gI1 2 pts; 
abdominalpaingIIlpt;anemiagII2pts;fatigucandmalaiseglIIlptIn 
the 2nd cohott 3 ps were treated: N-V gIII1 p: chills gII2 pts: abdominal 
paingIIlp(;anemIagIIlpt;plateletincreaselpt.~ptsenierodthe3~ 
cohort N-V gII 2 pts; fever g1 1 pt; chills g1 1 pt; fatigue gIl 1 pt; pain at 
in’ 

r 
tion site gII 1 pt; progressive platelet increase 1 pt. One pt entered the 

4 cohon,andheisstillontherapy.Anascit*ldecreasewas~rvedin5 
out of 12 evaluable pts: 2 CR, 3 PR. Since Maximum Tolerated Dose has 
es+ sudy is ongoing. 


