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INFLUENCE OF G-CSF ON FLIJDARABINE AND ARA-C METABOLISM 
IN AML BLASTS DURING THERAPY 
W Plunkett, E Estey, KJ Keating & V Gandhi 
Departments of Clinical Investigation and Hematology, 
Univ. TX M. D. Anderson Cancer Ctr, Houston, TX USA. 

Comparison of fludarabine and ara-C metabolism in 
vitro in Al4L blasts taken before G-CSF infusion with 
those obtained from the same patient after G-CSF 
demonstrated a 2-lo-fold increase in the accumulation 
rate of both active triphosphates, F-ara-ATP and ara- 
CTP . To evaluate the effect of G-CSF on F-ara-ATP and 
ara- CTP metabolism during therapy, we designed a 
clinical protocol that stipulated fludarabine infusion 
(30 mg/m2 over 30 min) 4 hr prior to ara-C (2 g/m2 over 
4 hr) daily for 5 days. 24 hr after the first 
fludarabine/ara-C infusions, G-CSF (400 pg/m2) was 
infused daily until recovery of counts. Comparison of 
F-ara-ATP accumulation rates in blasts before and after 
the first G-CSF infusion indicated an increased 
accumulation rate in 4/5 patients. The rate of ara-CTP 
accumulation, studied only after fludarabine infusion, 
was not enhanced further by G-CSF infusion. The 
enhanced F-ara-ATP accumulation exhibited both in vitro 
and in viva, was associated with an increased clinical 
response rate to fludarabine, ara-C and G-CSF therapy. 
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5FLUOROURACIL (5-FU) COMBINED WITH THE [6S]- 
STEREOISOMER OF FOLINIC ACID (16Sl-FA) FOR PATIENTS 
iVITH ADVANCED COLORECTAC C-ARdINOMA (CRC). 

er D Goldschmidt E, Zittoun J, Lotz JP, Metzger G, Izrael V, 
GuillotvT. kpartment of Oncology, Hspital Tenon, 75020 Paris, 
France. 
We carried out 2 phase I-II studies of 5-FU combined with the [6S]- 
FA given in high doses for pts with CRC. Treatment comprised 5-FU 
by IV infusion for 2 hours (the initial dose was 350 mg/nQ/d; it was 
incremented by 25 mUd 

7 
until a maximal dose of 550 

m2./d by rapid IV injection 
mg/m2/d) 

and [6S]-FA (100 m 
100 m 

J m% 
m2 by rapid IV injection followed by a 2-h zz 
in Repimm for 5 days, every 2 1 days. Twenty-five pts and 

27 pts were assessed in Regimen 1 and in Regimen ?, respectively. 
They had had no prior chemotherapy. For pts treated with Regimen 1, 
the response rate (RR) was 52% (CR, 12%; PR, 40%). The median 
time to disease progression (‘lTDP) was 9.2 months. Survival at 12 
months was 73%. For pts treated with Regimen 2, the RR was 37% 
(CR, 7%; PR, 30%). Median ‘ITDP was 8.9 months. Survival at 12 
months was 67%. Imvement in quality of life was achieved in most 
patients. The dose-limiting toxic effects (WHO grades 2 3) were 
diarrhea, dermatitis, and mucositis. One single episode of grade 4 
diarrhea occurred. The [6S]-form of FA potentiates the antitumor 
effect of 5-FU given concomitantly. However, increase of the daily 
dose of the folate did not result in a therapeutic improvement. 
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FULL DOSE OXALIPLATIN (L-OHP, IN 49 PATIENTS ,I”I’SI W1’1’11 
RENRL FUNCTION IMPAIRMENT (RFI). 3. Bsienza’, J. 
Gastiaburu*, X. Grison, S. Lecouturier*, M. Fcrreres, El. 
Itzhaki, E. Cvitkovic and J.L. Misset. SMS’I’ - 118~ Paul- 
UTOUSSC, Villejulf - France. * Debiopharm, L~usiannc - 
Switzerland 
Full dose Cisplatin (CDDP) is contraindicated in fpis wiLh 
WI. CDDCA needs dose reduction to avoid incrcascd toxiciLy 
(TX). L-OHP is a non hematatoxic active platinum 
salt without renal TX. Ae of 10192 we treated 49 
consecutive RF1 pte with L-OHP. They arc PO 1~icn,2’1 
worncn , rncd,an Cm) age 60 137-79). PS O-9, 1 -21. ?=I(;. 3-3 
; 11 pts were previously untreated, 13 had one ~ICVIOUS <:I’. 
20 had > 2 CT : DX was 22 ovary, 11 urothclial. 10 colon, 1 
NHL, 3 others ; 30 pts (60%) received previous CUDI’. IIN: 
510mg/m2 (55-1020mg/m21. 9 had CBDCA, m: 9DOrng/inZ (350- 
1570/m2,. RPI ca”se w*.B, previous CDDP 23, diueane 
21. post RT 4. unknown 2. The Pre Ia-OHP plasma 
creatinine level (PCRL) wan (m) 1.6 x N tnorna1 
“PP*= value) (l.l-5.3XN). calculated creatininc 
clearance (ml 33mllmin ~12-65ml/mn~. L-011P was givcu 
in 31 pt* as single agent, 10 pts in combination ; a~. 2-G 
hours IV in 36 pts. as 4-5 day chronomodulatcd 1217 inlw:ion 
in 13 pts. The dose/m2/cycle was < 80mg in 10 pts. lOliing/mZ 
in 19 pts. 120-135mg/m2 in 20 pts. The m: nb/cy/lL w.\u ,l 
11-27). with 17 pts having > 6 cycles. Total L-OIIP dar;a 

YaD m: 4OOmg/m2 (67-2675mg1m2). 16 pro having > 
6OOrnollrn2. nax TX (WHO): Anemia ar III-IV io 3 “to. 
g= -111 thrombo&ia in 3 bt.. neurotoxicity 
(dysaetheniae) g‘r II-TIT in 8 Pfs ; m : L-OIIP doss 

1000mg,m2 000-2750), RPI increased in 5 POD, 4 of 
them dua to the diaaane. 
L-OHP is the platinum compound of choice in RFI, wiLhout 
Increased TX despite full dose administration 
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CLINICAL PHARMACODYNAMICS OF 5FU. SIGNIFICANT RELAIlONSm 
BETWEEN RESPONSE TO TRFATMENI AND SYSTEMIC M3sE JNTENSITY 
G. Milmo, M.C. Etiumc, A. Rsmaioli, N. R&e, M Sclmeidcr, F. Demsni. 
Centre AntokAacassagne, Nice - FRANCE 

We have previously demonstrated the usefulness of 5FU adsptative control for 
redwing treatment side dkcts (Br J Cancer, 1989, 59: 287-290). We have now 
analyzedthehypot&icallinkbetween5PUsy&cmicdoseintcnsity(AUC)and 
responseinalargcsetofpatlents. Onchundnxlaud6Ryheadandneckcancer 
patients (35 stage II and 115 stage III-IV, mean age 61 yrs) were all treated by 
firstlinec~consistingof3cyclesofcisplatin(l00mg/m2Dl)and5- 
day cmtinuous venous infusion of 5FU (1 glm’ld D2 to 6 with &ptative control 
at D3). The AUC was determined (HPLC method) at each cycle and mean AUC 
(mAUC) ealculsted for the 3 cycles for each pstlcnt. Me&m survival was 2 yrs 
(range 2-56 months). mAUC varied between 15,300 and 47,000 ng/ml.h 
(average = 28,140). Response to treatment was CR 32 %, PR 45 % and NR 23% 
There was a sign&ant relationship @ = 0.001) bctwxn the intensity of the 
rcsponseandtheimxase in mAUC values. Notably, mAUC value at 29,000 
ng/ml.h wss the best threshold for predicting overall smvival @ = 4.104) : 
median muvivd was 27 months for patients with mAUC > 29,000 and 19 
months for those wltb mAUC < 29,000. Cox anslysis for overall smvival 
showed tmnor staging @ < 10m3) and mAUC (< or > 29,000, p = 5. 10m3) to be 
independent progmxtic indicators. This stsdy establishes for the first time that 
systemic dose intensity of 5FU is linked to tumoral response and significantly 
intlucnccs patient survival. 
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THECONCEPTOFDOSEPmNStlYWN EOALWVANT CHEWTHE- 
RAPYFOAHWANDNECKCANCEFlS:AP~ INEnc STU- 
DY OF 90 PATIENTS 
-E’..~P’..AkhP’.. MhbrJ.P..hrMnS., Lump. 
‘-deP~-CHU-ANGER9-FRANCE 
* Lsborddn do Pharmrodn(tlq km - CENIRE PAUL PAPH 
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INTRAAKfwAL @AH) Cl-TIN FCR THE TREATMENT CF LJVER 
MAIJaANaEs-FHARMAciKlNEncSANDmARMAaDYNAMl~ 
R Gorodecsky. A Vexler, X Mou, & A Oabizon 
Department of Oncology, Hadassah University Hospital, Jerusalem, Israel. 

The pharmacokinencs of cisplatin (cDDP) was examined after 11 mrra- 
anerial hepatic route (IAH) and 34 intravenous (IV) treatments. IAH 
treatment was prescribed to patients with primary or met&static liver 
carcinoma. cDDP was given in a dose range of 580 mg/m’ per treatment with 
a time interval of 3-4 weeks berween courses. IAH mannitol pretreatment was 
given to enhance drug uptake by the target organ in the first path and to 
achieve diuretic effect for the reduction of system toxicity. The peak Pt 
concentranon in plasma at the termination of cDDP infusion (Time 0) 
correlated well with Ihe dose of cDDP given for both IAH and IV 
administion and the mean peak pt concenhations normalized to 35 me/m’ 
were 1.3wO.65 PO/ml and 3.96+0.98 pg/ml respectively (p&001). In both 
forms of drug administration sunilar bi-exponential pbsrmacokinetics were 
recorded but the mte of clearance was significantly different. More than 9096 
of the circulating cDDP derivatives were fouod to bind to proteins within the 
first 2 hours following drug administration. The unbound cDDP level was 
found to be most slgniticant oonsidcring cDDP cytotoxiciy as assayed in cell 
culrures. Our findings suggest that tbe first pass extrsctlon of IAH cDDP 
increase exposure of the liver to the drug with a sigoilicaht reduction of its 
systemic level. Patients receiving IAH cDDP treatment had only mild 
manif&ations of the acute side effects typical to the IV treatment. No 
neplmtoxicity cx neurotoxocity were observed in the IAH group. 
Sspjmred by gmnts fron the Chief Scienfi.vr of the Israeli Minimy of Health the 
Israeli Miniury of Inmligmtion Abso?ptioih lhe lsrael conur -n and lhe 
Joint Research Grant by the Heimw Univem’ty and Hodas. ?hw@al. 


