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NE”ROTOXICITE (NTX) OF LONG TERM OXALIPLATII~ IL-OliP, ‘TilLckhl~Y. 
S. Brienza’, J. Gastiaburu’, A. Fandi, P. IlugreL’, M. 
Itzhaki, S. Lecouturier’, P. D&x&s-Drummer, J.L. Missei rind 
F. Levi. SMST - HOD P.-Droussc. Villeiuif - Fr;lncc. 
*Dcbiopharm. Lausanne 1 Switzerlilnd 
Recomcnded phase II dose of L-OHP is 125-150mg/m2 q 3 weeks. 
Cumulative neurotoxicity. its duration and reversibility ilre 
presented on 193 consecutive pts (111 men/82 women) from 
12188 till lo/92 ; 160 with colon ca, liver 11. biliary tract 
8, stomach 8, pancreas 3, misc. 3. 154 had liver involvement, 
10 pts had renal insufficency, 7 diabetic, and 15 had prior 
CDDP. They had 1874 cvc1ss (CV, of cbrcl”omodulated L- 
OHP-COllt.i~iIlg chemo -(Cancer -62.92, vol 69, 893-9001 
(49pts: lOOmglm2 q 2 w and 144 pts: 125mglm2 q 3 WI. L-ONP 
total dose (media”) WILS SOOmg/m2 (loo-a735mg/ml). Nb 
of cy/pt: 9.7. with 151 having 2 6 cy. 76 with Z 100Omg/m2, 
20% had 2 1300mg/m2. Hedisn follow up: 340 days (30- 
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L-OHP given at the dose intensity rate of 30mg/m2/w with 
120mg/m2 single dose allows prolonged administration with 
less than 4% persisting grade III NTX after a median of 8 
months treatme”t. Unlike other neurotcxic pl~tinU”l 
comDounds L-OHP’B WTX is completely reversible in 
70% of vt.s/5 months after ifa discontinuation. 

634 

chemth.rapy (“DC) lnclud. ,mly”n..turated f.tty .cid. in 
nmnbrane Upid. .“d l‘poProt.ln.. I” 17 p.tl.“t. u"d.c- 
going ban. maeTow tr.“spl*“t..tlo” ,w,, po1yun..tur*tti 
fattv add. WI-. aonihord thr” ‘Au. w..klv. 1”di”Uu.l 
anti&lid."t., "ihml" a. C, uric .cid and -bllirubi” . . 
well . . the total r.d‘c.1 a”tioxid.“t pu.wt.r (TRAP, of 
Pl.mo. WT. moa.ured in 7 of tlms. p.tl.“t‘, who e.c8lvM 
allcqenslf BIIT. Llnolelc .cid d.er...ed f- norm.1 
ccmcentration. Of 28.1i1.3 wt. at d.y -7 ,d*y of Bwr-0, 
to 11.5+,.a wt. at d.y +3 ,pd.Ol,. lico..tri.noic lOi.3 
increae.* fern no-1 co”e.“tr.tlo”s ,o.ls*cl.O6 IIt., day 
-7) to 0.71 + 0.39 .,t, (day +3; p 0.01). I"dic.ti"g m.- 
sential fatty acid deficiency. TRAP-va1u.e in pati*nte 
prior to ND.2 were similar to theme of ha&thy controls 
(pt.: 1064f189 ,m,l,l, contr.r 90% 167,. d=reas.d du- 
ring “DC (d.y +5t 602*1X ,m,ol,l, p 0.001) .“d I”cr....d 
slowly th.re.ft.r, r..cbing norm.1 v.lu.. at day +35 
follovlng BI4.r. “r‘Ic .c‘d l.vel. during HDC p.r.ll.1l.d 
T-P-values, wher... vlt.mi” E, C .“d blllr”b1” did not. 
S*CYm iron 1sv.*e wer. l"".r..ly cerr.1.ted to TRAP- 
vslu... Thl. .tudy d-".tr.t.. tb. d.t.rior.tio" of th. 
antioxidant st.t". durina HDC and =.I... the a"..tio" of 
Pharmacological an* nu~r~tion.1 interv.nt1on. - 
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PHASE I STUDY OF TAXOL PLUS DOXORLJBICIN PLUS 
GRANULOCYTECOLONY-STlMULATlNG FACTOR (G-CSF) IN 
PATlENTS WITH METASTATfC BREAST CANCER&, O’Shawhnessv. 
J Fbhennen, M McCabe, M Noone. and KH Cowan. Mediine Branch, 
National Cancer Institute. Betftesda, Md, 20892 
We oonduoted a Phase I study of escalating doses of tax01 and 
doxorubbfn hy 72-hour oontbuous intravenous infusion with G-CSF in 
metastatic breast oanoer ~atbnts. The 42 patients treated on study were 
prevbusly untreated wfth chemotherapy for metestetb dbeese, had not 
teceived doxorubbln in the adjuvant setting, and had nteesurehb 
disease. ThemaxfmaUytobmtedcbsesweretexol18Crrn@m2end 
doxoruhbin BOmglMs over 72 hours wfth G-CSF, lOf@kg, admbbtered 
suhouteneouefy days 4-18. The dose-limfting toxicity of this comhinetbn 
(taxol180mg-W and doxonrbbtn 75mgrm2) wes reversfbb grade 34 
dbrrheaand&bmfnnf pain. Ceoef thbkening qfgestNe of typhlftis was 
seen on CT eoen fn 3/2 petients. AH patients devebped grade 4 
putmpenla ,796 m 4 thromhooytopenfa; In 47% of oycfes 
hosp&eftxatbn wes required for treatment of fever end neutropenia. No 
sfgnWb3rW alb@ oar&o, or neumbgb toxbity was seen. The overall 
response rate wee 72% (28/89) wfth 10% oompbte responses. The 
rnedlan duratbn of response wes 7 months. There wes no dferenoe in 
tax01 (0.12 HIM) or doxorubbln (24nM) steady stete plasma oonoentrstbns 
when the drugs were gben abne over 72 hours versus in oombirtetfbn. 
Tax01 end doxoruM&t by 72 hour oontbuoue fnfuebn wfth GCSF ls 
associated wfth hfgh overall response rates and sfgnlfbant 
gastrointestinal and hemetobgb toxicity. 
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EFFECT OF VINBLASTINE BOLUS VERSUS SPLIT 
DOSE) ON SA-1 ASCITIC TUM 6 R CELLS IN MICE 
G Se&k, M Auersperg, M (&ma&x 
Institute of Oncology, 61105 Ljubljana, Slovenia 

To determine the dependence of antitumor effect of vinblastine 
(VLB) on the mode of administration (bolus vs split dose 
treatment) an animal tumor model was used. SA-1 ascitic tumor 
cells growing in s 
different doses 
mal). Survival o Ir 

geneic A/J mice were treated with VLB in 
5pg, S.Opg, lO.Opg and 2O.Owg VLB per ani- 

cells was determined after bolus or split dose 
treatment simulating continuous infusion doses were split into 
4 fractions and injected in g-hour intervals . The effect of bolus 
treatment was dose dependent; 2.5pg VLi /animal reduced cell 
number to &l%, and the highest dose (2O.qUg VLB/animal) to 
47% of the untreated controls. The split dose significantly 
increased VLB cytotoxicity, which was reflected in reduced cell 
number to 20% at 2&g and 19% at 5.& VI-B/animal of the 
untreated controls. According to these pre irmnary results, split f . 
dose treatment was much more effective than bolus at the same 
dosage. This corresponds to our clinical observations in thyroid 
tumors. Also, SA-1 tumor model seems to be suitable for fur- 
ther studies on drug administration and underlying mechanisms. 
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ISOLATION PERFUSION WITH RTNFa + RlFNy + MELPHALAN FOR IN 
TRANSIT METASTASES OF MALIGNANT MELANOMA UPDATE OF A PILOT 
STUDY. 
Lejwne F’-*, Lienard 0’.*, E&@mwnt AM? BchrsWcnSKoops H4 
(1) cm Lausanne CM (2) B&et InstIMe BN&~ (B) 
(3) Rotterdam Cancer Instime (NU (4) Univsrsi~ Hcq+ Groningen (NU 

This is an update of the pilot study on melanoma previously reported (J. Clin. 
On&, 1 : 52-W. 1992). 55 patients ware accrued between Oct. 88 and June 92. 
There were 44 F and 11 M aged 64 (2264); 36 had stage IIIA. 15 stage IIIAB and 
4 stage IV. 21 presented 10 to z 100 in transit nodules. 30 had been previously 
treated mainly by regional chemotherapy. Protocol in&dad 90 min. Isolation 
Perfusion at 40 “C wkh 3-4 mg rTNFa (Boehringer Ingelheim). 0,2 mg rlFNy 
p3oehringer Ingelheim), 10-13 mgll melphalan (Wellcome) (for 60. Septic shock 
like syndrome was prevented with dopamine and fluid overbading. Toxicity 
remained acceptahla with 7 hypotension, 7 ARD6, 1 grade Ill kidney toxicity. 
There has been nc toxic death. 
Response rate remained Very high with 49/55 (91.5 %) CR. including 2/49 after 2 
perfusions, 865 PR (8.5 %) and IX) failure. Wnh a madiin folbw-up tima of 18 
months (in 54 patients). them were 12 (22 %I regional recurrences, 19 (34 %) 
distant metastases and 6 (11%) local + distant racunences. Median DFI has been 
9.04 months and median overall survival 24.02 months. Limb salvage was 
achieved in 52/55 patients (95 %). 
We conclude that hih dose rTNFa aaaociatad to melphafan in isolation parfuabn 
is the therapy of choice for in transit malancma metaataa8s of the limbs. However. 
the risk of septic shock like syndrome limits its application to specialixed centers. 
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