
Insertion In 5'-nanklng region of apo AI, apo Gill, apo AIV and hence some 
weak changes In appropriate metabolic processes. 

NOVEL THERAPEUTICS AND PHARMACOLOGY --

Clinical and pharmacoklne11c (PK) results of 4 phase I 
studies of the second generation matrix 
metalloprotease (MMP) Inhibitor bay 12-9566, a 
non-pep"dlc blphenyllnhlbltor of MMPs 2, 3 & 9 

L. Sevmour', L. Grochow-2, G. Eckha.n:lt3, C. Erllchman•, H. Hu1e1
, A. Goei1 , 

R. Humphrey6, I. Eiias5 . 1 NCI-Cans.da Clinical Trials Group; 2Johns Hopluns, 
Baltimore; 3CRTC, San Antonio; 4Mayo Clinic, Rochester; 5Bayer 
Corporation, West Haven, CANADA 

Introduction: MMPs are Involved In Invasion, metastasis and angu)Qenesls; 
MMPs 2 & 9 are overexpressed In the tumor/stroma of multiple cancers and 
correlate with outcome In many. MMPs are thus attractive targets lor Inhibition. 
BAY 12-9566 has nanomolar Inhibitory activity against MMP 2, 3 & 9 with 
anti-lnvasive, anti-metastatic and anti-angiOgenic effects In predimcal models. 

Methods: 4 dose ranging trials of oral BAY-129566 were conducted In 
North America to define PK/safety. Dose ilmillng toxlclty (DLT) was toxlclty ::: 
grade (gr) 3; symptomatic or DL gr 2; MTD was declared If > 2 patients (pts) 
experienced DLT. Eligible pts had PS o-2 and acceptable organ lunctlon. 

Fle8ults: 90 piS (median age 67yrs) with colon (31), breast (10), renal(10), 
ovary (8), sarcoma (7), melanoma (6) and other cancers (18) entered 9 
dose levels. Dose related effects were limited to reduction In platelet counts 
(plts)(nadir d 15-27) reversible with continued therapy; In 4 heavily pretreated 
pts pits fell to gr 213 leading to prophylactic dose reduction; and mild anem1a. 
Mild reversible transaminase elevations and Gl effects (nausea, flatulence) 
were observed In some pts; musculoskeletal effects were not reported MTD 
was not reached although DLT (pits) was seen in 1 pt at DL 6, 8 & 9.6 pts 
remaln on study (mean 236d [14o-314d]). 1 pt wtth refractory melanoma (3 
prior regimens) had PR < 4 wks duration; 1 pi with refractory ovarian cancer 
(7 prior regimens) has SO alter 9.5 months. 

Dose Level (DL) 2 3 4 5 6 7 8 9 

Number ol pta (N) 10 3 3 16 10 15 12 18 
TotaVday (mg) 100 125 150 200 400 aoo 1200 1600 1600 
Dose (mg) 100 125 150 200 400 400 400 400 600 
Schedul<l 00 00 00 00 OD BID no OlD BID 
028 Trough (mean: mg/L) 38 37 51 64 72 125 125 117 132 
AUCo-.:i• 028 (mean, mg/M..) 1161 - - 1739 1411 2300 3035 2275 3135 

Conclusions: Oral BAY 12-9566 (800 mg bld) Is well tolerated With transient 
and usually clinically Insignificant decreases In pit counts and m11d anemia the 
only dose related toxicltles. 

j6020 J Updated results of a phase I trial of Tomudex® (T) In 
combination with oxallpiatln (L-OHP) In advanced 
solid tumors: A promising and active combination 

M. Ducreyx, K. FIZBZI, C. Daniel, P. Ruffle, A. Kabouche, A. Fandi, M. Sm1th, 
J.P. Armand. lnstltut Gustava Roussy, V/1/ejurf (France), Zeneca 
Pharmscautlcals, Cergy, (France) 

Introduction: The aim of the study Is to determine the m8XJmum tolerated 
dose and the recommended dose IOf subsequent phase II trials. The drflerent 
mechanisms of action and toxlclty profiles ofT and L-OHP are the rationale to 
test their combination 

Methods: Twas administered as a 15 minutes Infusion followed by L-OHP 
as a 2 hours Infusion, repeated 3 weekly. Dose escalation Is shown below: 

Dose~ 1 2 3 4 5 6 7 

T/L-OHP 2185 2.5/M 2 51110 3/110 31130 3.51130 3.751130 
(mglrrf) 
Number ol 3110 3121 3112 3110 16/63 14161 516 
(ptslcyclea) 

Patients. so far, 4 7 patients (pts) have been entered: 30 M/17 F, median 
age 57 years (29- 72), PS (WHO)· 0 = 15, 1 = 25, 2 = 7. Primary neoplasms 
were malignant mesothelioma (17), gastrointestinal malignancies (14), renal 
carclnoma (5), lung cancer (4), other (7). Thirty six pts were pre-treated. 

Results: During the first 4 levels, no dose-limiting tOXJclty was observed. 
An asymptomatic Increase in transamlnases was frequent whatever the step. 
During the subsequent steps, grade 3 + 4 toxicities Included: pta (cycles) 

Step 5: vomiting 3 (3), diarrhoea 2 (3), neu1ropenla 1 (2), thrombocytopenia 
1 (1 ), anemia 2 (2), periplheral neutoXIcity 1 (1 ), asthema 1 (1) 

Step 6: vomiting 2 (2), neurotoxicity (fugax amaurosis) 2 (2), asthenia 3 (4), 
anemia 1 (1), thrombocytopenia 1 (1), diarrhoea 1 (1) 

Step 7: Is ongoing and no grade 3-4 toxlclty was observed. However, 
gastrointestinal toxicities and asthenia seem dose-limiting. 

Molecular oncology/ Novel therapeutics and phannacology 

Fourty lour pta are evaluable lor response and 3 pts are too early: 9 partial 
responses (7 mesothelioma, 1 pancreatic cancer, 1 renal carcl noma) 18 stable 
disease and 17 progressive disease. 

Conclusion: Th1s combination IS well tolerated and has shown actMty. In 
the light of these good results, we are planning two plhasa II trials at a dose of 
3 mgT and 130 mg of L-OHP: one In mesothelioma and another In advanced 
colorectal cancer. 

J6030 J Phase I study of RPR109881A, a new taxold 
administered as a three hour Intravenous Infusion to 
patients (pts) with advanced solid tumors 

C. Sessa 1 , S. Cakilera 1 , J. De Jong1 , C. Monnerat2, D. Perartfl, L Vemliietl, 
A. Riva3 , M. BesenvaP, J. Bauer2. 10sp. San Giovanni, Belllnzona, 2 CHUV, 
Lausanne, Switzerland; 3 Rh6ne-Poulenc Rorer, Antony. France 

RPR1 09881 A has shown a broad spectrum of activity in In villo and In vitro 
tumor models and Is able to cross the blood bram barrier. Rve phase I 
studies are ongo1ng to define the recommended dose and schedule (1-, 3-, 6-, 
24-hour and 1-hour dl-08 q3w). We report the preilmlnary results of the 3-hour 
schedule with an oral premedication with dexamethasone (-25, -13, 1-hour). 
The starting dose of 75 mgtrn2 was defined according to the safety profile of 
pts treated with other schedules (1-hour/6-lhour). Dose escala!Jon was done 
according to the modified Rbonaccl's schedule. 13 pta (9 maloo/4 females -
median age: 52) previously treated with ::: 2 prior chemotherapies (CT) were 
included. The dose limiting toxlcttles (DLTs) are as follows: 

Dose :: 1 prio< CT ~ 2 prior CT 

rroo;ym2 Nb of DLTs at the flrat Nb of DLTil at the first cycla 
pts cycle piB 

75 1 oo 2 no 
90 8 febrile 4 toxic death. acute resplratOfY distress 

nuetropenla (1) syndrome" (1) 
diarrhea gr.3, fatigue gr3 (1) 

dlarrM8 gr.3, febrile neutropenia (1) 
neutropenia gr.4 > 7d (1) 

·In NSCLC pi with pulrnonruy fibrosls secondary to radiotherapy 

50% pts presented neutropenia Gr.4. Alopecia Gr.213 was universal; other 
toxlclties were: arlhraigiB, nausea, rash of mild to moderate severity. One pt 
d1ed because of viral Infection while neutropenic alter the 4th cycle. Blood 
samples were collected over a o-48 h period for PK analysis. PK parameters 
were eimllar over the 2 tes1ed doses wtth mean valuea of plasma clearance, 
volume of distribution and terminal half-life of"' 40 1../h/rnl!, 1000 Um2 and 30 
h, respectively (n=11 ). Additional pts wlll be treated at 90 mg/m2 (::; 1 previous 
en or 75 mg/m2 (::; 1 praVlOUS CT + RT) and randomized between 1-h versus 
3-h to establish the best schedule and to confirm its feasibility lor phase II 
study. Two confirmed partial response In 2 NSCLC pts has been observed 
at 90 mg/m2: one untreated pt Pfesented brain metastases and responded In 
both lung and brain leslons. 

16040 I Evidence for the duration of the antlfolate action of the 
thymldylate synthase (TS) Inhibitor ZD9331 using 
plasma dUrd as a surrogate marker of enzyme 
Inhibition 

A. L Jackman, F. Mitchell, S. Lynn, G W. Aherne, C. Rees, A.H. Calvert, 
I.A. Judson, S. Dlab, K. Mayne, M. Smith. the ZD9331 Phase 1/nternBtional 
Investigators Group; CRC Centre for Cancer Therapeutics, The Institute of 
Cancer Res9Brch, Sutton, UK 

Introduction: lnhlbiuon of TS by rallltrexed (Tomudex~; Zeneca) or the non
polyglutamatable drug ZD9331 leads to a rise 1n the level of intracellular 
dUMP and hence plasma dUrd In mice and humans. Plasma dUrd levels were 
measured In lour plhase I dose escalating trials of ZD9331, Including two trialS 
where a 30 mm mluslon was g1ven elther on day 1 or on days 1 and 8, with 
cycles repeated every 3 weeks. 

Methods: Pre- and post-treatment blood samples were Immediately cooled 
on Ice and spun to separate the plasma (stored at -700C). Following de
protelnlsatlon and solid-phase extraction, samples were analysed for dUrd by 
lsocratic reverse-phase HPLC uslng a spectral scanning UV detector. 

Results: Both trials started at a dose of 4.8mglm2/d. A rise (~2-lold) In dUrd 
was seen at th1s dose that was of -48h duration (-d2-3/d9-1 0). As doses 
Increased, a more prolonged effect and In some patients a greater rise In dUrd 
levels was seen e.g. at 19.2mglm2/d, 3 patients had 3-4-fold rises on d2 that 
had not returned to pre-treatment levels by d5. In those patients who had a 
second dose on d8, a further rise In dUrd of the same magnitude occurred on 
d9 wrth return to pre-treatment levels by d15-22. At 32mg/m2/d, some patients 
had plasma dUrd that had not completely returned to pre-treatment levels by 
d8. One patient had 5, 2, 8 and 3-lold rises on days 2, 8, 9 and 15 respectively. 
These data pi"OVlde evidence of TS 1nhlbltlon that Is of longer duration with 
increasing doses of ZD9331. Two patients at 4.8 and 9.6mg/m2/d on the d1 
and 8 schedule showed a partial and minor tumour response respectively. The 
trials are ongo<ng and the MTD has not yet been reached. 
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Conclusions: A rapid, sensJtive and reliable method has been developed for 
the measurement of plasma dUrd in patients receMng anbfolate drugs. These 
data suggest that the duration of TS Inhibition Is dose-related and will help In the 
cholce of dose and schedule for Phase II trials of ZD9331 and understanding 
the relationship of durabon of target Hlhlbltlon and response/loxJdty. 

16050 I Strategies for Improvement In dose escalation using 
the continual reassessment method (CRM) In phase I 
clinical trials 

LL Siu, X. Paoletti, J. O'Qulgley, E.K. Rowlnsky, G.M Clark, D.D Voo Hoff, 
S.G. Eckhardt. Cancer Therapy and Research Canter, San Antonio, TX, USA 
and U436 INSERM, Paris, France 

The CAM has been proposed as an alternative dose escalation method in 
the phase I clinical trial deslgn of antineoplastic agents, with the alm of 
exposing a greater proporbon of patients (pts) to therepautlc drug doses than 
traditional approaches. The statistical model utilized Is a sequential Bayesian 
estimation scheme In which a prior distribution functlon of the rnBXImum 
tolerated dose (MTD) and a dose toxic-response model are selected before 
the trial. The MID Is the dose at which a pre-<letermlned percentage (e.g. 
30%) of the pt )Xlpulatlon would experience dose-limiting toxicity (DLT, e.g. Gr 
3 non-hematologic or Gr 4 hematologiC). In response to the pracbcal and safety 
concerns of cytotoxic chemotherapy, mod1flcatlons of the CRM (MCRM) were 
Implemented which lndude the use of a conventional startlng dose and the 
fixation of dose levels a pnon, customarily by applying the modified Fibonacci 
sequence. However, our experience with !Ius dose escalabon method has 
been problematic due to the dependence on non-clinical toxicity Information 
prior to the trial, and the dif!ICUtly of predicting a fixed number of dose levels. 
Therefore, we have deslgned a "dual-stage" escalation scheme. The 1nitial 
stage Involves utilization of a conventional starting dose wrth doubling of the 
dose In single-pi cohorts until moderate toxicity (e.g. Gr 2 non-hematologiC or 
Gr 3 hematologic) Is encountered, at which point 2 additional pta are secured 
and dose escalation proceeds In a more conservative manner (e.g. at 33% 
to 50% Increments). The second stage begins ooce DL T Is reached, and the 
CAM Is used to guide subsequent assignment of dose levels Instead of the 
Bayes1an methodology, a maximum likelihood approach (O'Qulgley and Shen) 
Is applied which offers greater flexibility wtthout restriction by the paudty of 
prior data. Pracbcal examples and slmula!Jons of models will be provided to 
Illustrate this proposed dose escalation method. 

16060 I Synergistic antitumor effect by novel modified 
oligonucleotides targeting PKAI combined with 
cytotoxic drugs or monoclonal antibodies 

G. Tortora, V. Damiano, R. Blanco. S. Papa, A.A. 81anco, S. Agrawal1 , 

J. Mendelsohn2, F. Clardiello. Oncologla M9dlca, Unfv F9derlco II, Napo/1, 
Italy; 1 Hyt>ridon, Cambridge, MA, USA; 2 UT-MD Anderson Cancer Center, 
Houston, TX, USA 

Introduction: Protein kinase A type I (PKAI) plays a key role In neoplastiC 
transformation and conveys mijogenlc signals of different growth factors and 
oncogenes. Moreover, PKAI Is overexpressed 1n cancer cells wtth an active 
TGFa-epldenmaJ growth factor receptor (EGFR) autocrlne pathway and shows 
a structural and functional interaction with EGFR. lnhlblbon of PKAI, or its 
regulatory subunij Ria, results In cancer growth Inhibition In vftro and In vtvo. 

Methods: A novel class of mixed backbone oligonucleotides (MBOs) tar
geting PKAI (ASRia), with Improved pharmscoklnetic and b!oavallab1hty, and a 
humanized monoclonal antibody which blocks actlvat1on of EGFR, MAb C225, 
have been tested In vitro and In viYo on several human cancer cells. 

Results: A dose;:lepandent Inhibition of soft agar growth was obtained In 
all cancer types tested with the AS Ria MBOs, as compared to mismatched 
control ollgos. Non-lnhlbltOf)' doses of each MBO r68ulted In a synergistic 
growth Inhibition and Increased apoptosls, when combined wtth taxanes, 
platinum-derlvatJves and to)Xlll-selectlve drugs. When the MBOs administered 
elther J.p. or p.o. were added to paclrtaxel, a cooperative effect was also 
obtained In vivo, causing tumor growth Inhibition and Increase of survival In 
nude mJce bearing human cancer xenogralts Finally, cornbmed treatment of 
human breast and renal cancer cells, whiCh overexpress PKAJ and EGFR, 
wtth the AS Ria MBO and MAb C225, caused a cooperative antitumor effect In 
vitro and In vivo. 

Conclusions: Since both the AS Ria MBOs and the MAb C225 are currently 
studied In clinical trials, the combination between them or wtth selected 
cytotoxic drugs may represent a feasible novel therapeutic strategy 

j6070 I Pharmacoklnetlc (PK) Interaction of the combination 
of doxorublcln (DOX) and Taxotere (TXT) 

J. Schuller, M. Czajka, E. Krexner, K. Lehner, H. Buchar, G. Schemthaner. 
Hospital Rudolfs~ftung Oncol. Dep., Instil phllrma chem V1enna, Austna 

Introduction: Cornblnatioo of DOX with TXT has been shown to be highly 
effective In advanced breast cancer recently Introduced into adJuvant treatment 
Purpose of the present study was to detect a potential PK lnteractlon between 

DOX and TXT, as already proven for Paclltaxel + DOX leadlng to Increased 
DOX-AUC and enhanced cardiotoxictty (Gianni at al). Therefore PK behavior 
of both, DOX and TXT, was analyzed using 2 different time schedules: DOX 
50mgim2 30mln Int. followed Immediately (A) of after 1 HR Interval (B) by TXT 
75mgim2 1 HR Infusion. 

Methods: All pts received TXT alone at cycle 1 for baseline determination 
followed by DOX + TXT (1 8 pts schedule A, 13 pts B, sampling for both DOX 
and TXT), followed by DOX baseline analysis (12 pts A, 6 pts B, TXT then 
given delayed after end of DOX sampling). Sampling period 4HR for TXT and 
6HR for DOX, measured by HPLC, Wln Nonlln noocompartlmental analysls 
parlormed. 

Result&: of the respective AUG last: 

AUG Taxotere Doxorubicin 
ng/mi.H n TXT OOXfTXT p n OOX OOXfTXT p 

A 18 1484 1956 0.03 12 859 848 0 9 
B 13 1703 2450 0.05 6 906 833 0.6 

Conclusion: No Influence of TXT oo DOX-AUC documented, DOX-ol cone 
(n=S) Wlth or wfthout TXT n.s. different (p 0 2 - 0.8), thus explamlng low 
cardlotoxlclty of the combination. In contrast, TXT-AUG was SJgnlftcantiy In
creased when combined wrth DOX, suggesbng lnterlerence at the hepatic 
microsomal level, partly expla1ning high clinical efficacy. A 1 HR delay between 
end of DOX and start of TXT does not change the respective PK behaviour of 
both drugs. 

I608P I Gemcltablne (GEM)- clsplatln (COOP): A schedule 
finding phase VII study 

J.R. Kroep 1 , G.J. Peters 1, C.J.A. Van Moorsel1, J.B. Vermorken3 , 

P.E Postmus2, A. Cetlk 1 , H.M. Plnedo1, C.J. Van Groeningen 1 • 1 Dept. Oncol. 
and 2Pulm., Univ. Hosp. VU, Amsterdam, NL snd 3Dept. Onco/., Unlv. Hosp. 
Antwerp, B, The Netherlands 

Introduction: Gem and CDDP are active agalnst various solid tumors. Slnce 
precilmcal studies demonstrated the efficacy of various schedules we evaluated 
the tolerabtlrty and clinical efficacy of 4 different Gem/CDDP schedules as part 
of a pharrnacoklne!IC and -<lynamlc (PKIPD) study. 

Methods: Gem BOO mg/m2 was administered as a 30 min lnfuslon on d 1, 8, 
15, and CDDP 50 mg/m2 over 1 hr on d 1, 8 every 28 days; Gem 4 hr before 
CDDP (1 0 pts), or vice versa (14) and Gem 24 hr before COOP (9), or vice versa 
(9), after one cycle followed by the reversed schedule. Pts (19 male/23 female, 
median age 54 years [31-77], and performance status 1 [0-2]) lnduded, g 
ovarian, 7 non-small cell lung (NSCLC), 5 head/neck squamous cell (HNSCC), 
5 esophageal, 4 melanoma, 4 cervix, 3 edenocarclnoma, 2 pancreatic, 2 colon 
and 1 small cell lung (SCLC). 26 pts received prior chemotherapy, of which 21 
platinum based. 

Results: A mean of 4.2, 2.6, 3.8 and 3.5 cycles was given In the foor 
schedules, rasp. The most frequent overall grade 314 CTC-toxiclty was throm
bocytopenia, 6110, 4/14, 219 and 619 (overall 60%), followed by leukopenia, 
8110. 5/14, 619 and 619 (43%), in the 4 schedules, resp. Therefore, Gem was 
not given oo d 15 In 36% of pts in cycle 1. Anemia was observed In 64% 
of pts. No serious bleeding occurred. Myelotoxlclty was cumulabve, but not 
schedule dependent Non-hematological toxlclty consisted mainly of grade 1/2 
nausea/vomiting and fatrgue. One pabent died of toxlcrty following severe neu
tropenia and sepsis. Creatinine clearance decreased sl1ghtly during therapy. 
Ann-tumor effects In 36 evaluable pts: HNSCC, 1 CR; esophageal, 1 CRI2PR; 
ovarian, 2 PR; NSCLC, 1 PR; melanoma, 1 PR and adenocarcinoma, 1 PR. 

Conclusion: (Cumulative) myelosuppression was the major toxicity, al
though ij was not schedule dependent. Based on toxicity, efficacy and PKIPD 
data a phase II study, CDDP 24 hr before Gem, has been started in pts wtth 
upper gastro-mtestlnal tu mars 

lsogp I MTA (LY231514): Relationship of vitamin metabolite 
profile, drug exposure, and other patient 
characteristics to toxicity 

C. Nlvlklza, s. Baker, R. Johnson, J. Walling, D. Seltz, A. Allen. Ulfy ResBBrch 
Laboratories, Indiana, USA; Cancer Trestrnent and Research Center, Taxes, 
USA; Unlv of Colorado HeBltfl Sciences Canter, Colorado, USA 

Introduction: MTA 1s a novel multitargeted antifolate wtth Inhibitory activity 
against mulbple enzymes. Phase Vll studies have shown activity In a variety 
of tumors Hlstor1cal data on other antifolates have suggested that a patlenfs 
nutntlonal status may play a role In the likelihood of experiencing severe tox!clty. 
The purpose of th1s study was to assess the relationship of vitamin metabotrtes, 
drug exJXlSUre, and other prespeclfled baseline patient characteristics to toxlclty 
following treatment wrth MTA. 

Methods: Homocysteine (Hcys), cystathionine and methyl maloniC acid were 
measured In 139 phase II patients with tumors of the colon, breast, pancreas, 
and esophagus at baseline and ooce each cycle thereafter. Stepwise regres
SIOO modeling, multivariate analysis of variance, and discriminant analysis 
were Implemented to determine wh1ch predictors might correlate wlth severe 
toXJclty after one course or MTA. Prognostic factors considered were age, gen-
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der, prior treatment, baseline albumin, liver enzymes, ANC, platelets, vitamin 
metabolites, and AUC. 

Results: Statistically slgruflcant pred1ctors of Grade 4 neutropema (n=21 
pts) were albumin (p = 0.0006) and Hcys (p = 0.0012), wh1la Grade 4 
thrombocytopenia (n=8) was h1ghly predicted by Hcys (p < 0.0001) and 
pre-treatment AST (p = 0.0012). Hcys ;:: 1 Oi<M predicted Grade 4 neutroperua 
In cycle one 75% of the time. Grade 4 neutropenia was predicted by Hcys 
alone In 70% of cases. Hcys and albumin levels cfld not appear to change 
from baseline during treatment wrth MTA While AUC was not found to be a 
predictor of toxicity, little variabtlrty was observed In AUC. Maximum values 
ware still below AUC values related to hematologic toXIcity In phase I studies 

Conclusions: Toxicities resulting from treatment with MTA appear to be 
predictable from pretreatment homocysteine levels. Elevated baseline ho
mocysteine levels (:: 10JLM) highly correlate with severe hematologic and 
nonhematologic toxicities following treatment with MTA. Homocysteine was 
found to be better than albumm at predicting toxicity. These results apply to 
the tumor types studied. Further studies are underway In patients with renal 
Impairment or patients who received prior clsplabn. 

ls1 OP I Phase I and pharmscoklnetlc (PK) study of Tomudex 
(TOM) + 5-Fiuorouracll (5-FU) and levofollnlc acid (LFA) 
In advanced head and neck end colorectal cancer 

F, Gaponlgro, R. Gasarettl, H.L. McLeod', A. Budlllon, G. Certenl, F. De Vita, 
A. Avallone, M. Blglletto, A. Tuccl, J. Morsman1 , D. Barbarulo, G. Catalano, 
P. Comella, G. Comella. Southam Italy Cooperative Oncology Group c/o 
Nations/ Tumor Institute of Naples, fTALY; 1 University of Aberd8en, UK 

Background: Synergism between TOM and 5-FU + LFA Is observed In vitro 
when cells are exposed for 24 hours to TOM. followed by 5-FU + LFA. 
Preclinical studies support the idea that TOM might down-regulate the actlvt1y 
of dihydropyrimidlne dehydrogenase (DPD). 

Patients and methods: Patients (pts) with advanced head and neck and 
colo rectal cancer were treated with escalating dosea of TOM on day 1, and 
bolus 5-FU (Immediately after LFA) on day 2, every 2 weeks. In tihe 2"" course 
LFA and 5-FU wBfa administered on day 1 and TOM on day 2 with the alm 
of evaluating DPD arid 5-FU AUC wrth and without pretreatment With TOM. 
Further treatment was giVen according to tihe sequence used In tihe 1"' course. 

Results: Avallable clinical data are summarized below. 

Step TOWLFAISFU (rng.im2) Pta 

1.512501600 6 
2.()'2501600 6 
2 01250/750 6 

4 2 51250/750 6 
5 2.51250/g()(J 7 
6 3. ()'2S0/9()(I 8 
7 3 012501 1050 16 
s 3 0/250/ 1200 3 
Total 58 

CIHN" DLT 

1/5 016 
5/1 016 
511 016 
511 Or'6 
611 017 
610 118 
917 3115 
2/1 213 

41/17 

Type. Response 

Or'6 
1/e(PR) 
1/6 (PR) 

316 (2CR, 1 PR) 
017 

N 4 1/8 (CR) 
N 4, N 4; N 4 6/13 (1CR, 5PR) 
N 4, M 3, R 3 113 (PR) 

OR 

-c. coloroctal cancer; HN=h&ad & neck cancer. c. 6139 (15%); HN a 7/16 (44%); • N. 
neutropenia; M • mucoaJtls, R a Renal 

DPD activity has been measured m 14 pts thus far. Pretherapy DPD actlvtty 
was a median 34% higher than aft9f TOM administration (95% C.l. -93 to 
+62%). PK data are available 1n 6 patients thus far, and 5-FU AUC basal 
values do not slgnlflcantly differ from values obtained 24 hours after TOM. 

Conclusions: The combination of TOM+ 5-FUILFA Is well tolerated every 
2 weeks. Clinical actlvl1y looks very encouraging, since the majority of pts had 
already recelved prior chemotherapy. We are now treating some additional 
chemo-nalve patients at step 7, In order to have a more reliable estimate of 
the actMty of the regimen. 

ls11 P I Radio-localization of pulmonary nodules using 
gamma-probe and resection by video-assisted 
thoracic surgery 

A. Chell a, G.F. Menconi, F.M.G. Melfi, A. Gonflottl, G. Bonl 1, G Grosso 1 , 

E. Baldlnf2, C.A. Angeletti . Service of Thoracic Surgery, Department of 
Surgery, 1 Service of Nucl68r Medicine and 2 Service of Medical Oncology. 
Department of Oncology, University of Ptsa, Italy 

Vldeo-asslsted thoraciC surgery (VATS) Is emerging as safe procedure for 
diagnosis and treatment of peripheral pulmonary nodules. One limitation of 
thoracoscopic technique Is the lnabilrty to detect those nodules which are very 
deep beneath the pleural surface, and could only be Identified via manual 
palpation. Several methods are used to localize VATS occult lesions prior to 
exclelon, Including methylene blue Injection and Introduction of hooked-wire; 
however, all suffer from limitations. Recent advancements In Intraoperative 
radio-localization of non-palpable breast lesions prompt us to develop a new 
technique for detection of pulmonary nodules by VATS. CT-scan are used 
to guide perileslonal Injection of 0.2 - 0.5 ml of solution ol 99m Tc-labeled 
human serum albumin mlcrospheres (5-1 0 MBq) and 0.2 ml of iod1ne-non-lomc 
contrast medium, two hours before surgery. In VATS a gamma ray detector 
(Sclntl Probe MR 100 - Pol hl.tech., Aquila, Italy), equipped with 11mm 
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diameter-<:allimated probe, allowed us to locate that lesion for thoracoscopic 
resection. From June 1997 to January 1998 we treated 15 consecutive patients 
(pts) with sutK:entlmeter pulmonary nodules. Nine pts were affected by a 
synchronous and metachronous malignant neoplasm In other sltes. Computed 
thomography of the chest helped In the planmng of the operative procedure, the 
poslbon of pts, and ideal ports. A hot-spot was eas1ly detected, In all patients, 
by the probe Introduced In the pleural space through a 11.5 mm trocar. The total 
exclslon of the lesion was confirmed by detection of radioactivity In the removed 
SpeCimen and Its absence In the resection margins of the lung. Pathological 
examination of specimens showed 8 benign lesions and 7 malignant leslons 
(4 metastases and 3 lung cancer) and It confinned the absence of lnflijration 
In the resection margms The surgical procedure was extended for an average 
of 56.6 minutes (range 35-100 min). The average post-<>PSrative hospital stay 
was 3.6 days (range 3-6 days) In our experience this technique proved safe 
and accurate, allowing easy detection of the pleural surface projection and fast 
removal of the lesion. This technique offers a simple and reliable method for 
localization of pnmary and metastatic tumors by VATS. 

ls12P I Pharrnacoklnetlc (PK) of Tomudex® (raltltrexed) (T) 
and oxallplatln (0) combination: Preliminary results of 
an ongoing phase I study 

K. F1zazl1, M. Bonnay', D. FourcauH1 , P. Ruffle', 0. Couturas2 , M. Smittr!, 
R Gomenf!, A. Fandi2 , J.P. Armarid'. 1/nstltut Gustave Roussy, V/1/ejuif, 
2 Zeneca PharmaceuticaJs, Cergy, France 

Introduction: The a1m of this study was to evaluate the posslble kinetic 
mteractlons between T and 0 administered to patients with advanced disease. 

Methods: Patients first received T (15 min Infusion), followed 45 minutes 
later by 0 (2-hour Infusion). Three patients recetved T at a dose of 3 mg/m2 
arid 3 at a dose of 3.5 mg/m2. All of them received the same dose of 130 
mgtm2 of 0. 

Results: Plasma concentrations of T declined trf-exponentlally after the 
end of the Infusion. The terminal t1/2 derived from samples up to 28 hours 
post-dose vaned between Individuals from 9 3 to 193.2 h w1th average values 
of 73.4 and 33.7 for the two dose levels. The max1mal concentrations varied 
between 323 and 1185 ng/ml with averages of 681 and 813/n the 3 mgtrn2 and 
3.5 mg/m2 groups respectively. The AUC varied between 720 and 3192 ng.hlml 
with average of 1577 and 1378 In the two groups. The comparisoo between 
the two groups did not revealed any difference, probably due to the very large 
Intra subject vanabllity, however the mean AUC showed an approximately 
proportional Increase with 1ncreaslng dose. The estimated klne~c parameters 
were In agreement with the values previously published. Plasma concentrations 
of 0 declined bi-exponentially aft9f the end of the Infusion. The terminal t1/2 
varied from 18 to 30 h (average of25). Cmax rengadfrom 3.13to 4.53 (average 
of 3.69) llg/ml. The AUC ranged from 74 to 120 (average of 195) 1•g.hlml and 
the Cl vaned between 1.76 arid 3.43 (average of 2.47) 1/h. The comparison 
of the kinetic parameters of 0 to the ones previously published In the same 
experimental corldrtlons seems to Indicate that T lrlduced an Increase of 0 Cl 
(from 1.32 to 2.47 1/h) with a reduction of the terminal t1/2 from 38.7 to 24.8 
h and a reduction of Cmax measured at the end of the lnfuslon from 5.11 to 
3.69 JLg/ml. 

Conclusions: These preliminary results suggest that the expected concen
trations of 0 obtained after administration of T may be lower that the ones 
observed when 0 Is admlmstered alone. These results Indicate possible PK 
Interaction between the two drugs. 

1613P I A phase land pharmacoklnetlc (PK) study of ET-743, a 
novel minor groove binder of marine origin 
administered on a dally x 5 schedule 

M. Hidalgo, M.A. Vllla/ona-Calero, S.G. Eckhard1, G. Weiss, E. Campbell, 
M. Kraynak, J. Beljnen, J. J1meno, D. Von Hoff, E. Rowinsky. Cancer Therapy 
and Research Center, San Antonio, TX, The Netherlands Cancer Institute, 
Amsterdsm, The Netherlands; PharmaMar, S.A., Madnd, Spain 

ET-743 Is a novel tetrahydrolsoqulnollne alkaloid Isolated from the marine 
organ1sm EstenBJSCidian furblnata which binds to adenln&-<:ytosine rich regions 
within the minor groove of DNA. This study Is evaluating the feaslblll1y and 
PK behavior of ET-743 administered as a 1-hour lntuslon daily x 5 every 3 
weeks In patients with advanced solid malignancies. Twenty-seven patients 
(median age 58, range 35-79; median ECOG PS-1) have received 67 courses 
of ET-743 at doses ranging from 6 to 380 ttg/m2!day. At the 380 JLg/m2day 
dose level, 1 patient with extensive prior treatment with 16 cycles of BCNU 
developed grade 4 thrombocy1openia, grade 4 neutropenia with fever, grade 
3 elevabon In transamlnases. and acute renal fa1lure which resulted In death. 
Four patients (8 cycles), at the 216 (1), 287 (1) and 380 (2) ltgtrrlllday dose 
level developed asymptomatic elevation 1n hepatic transamlnases of grade 
3 severity that typically peaked on day 8 and resolved by day 21. M11d to 
moderate, dosedependent nausea and vomiting, which appeared on day 4 
and resolved on day 8, was observed In 14 patients. Two patients at the 380 
JLg/m2/day dose level suffered supertlclal venous thrombophlebitis at the drug 
Infusion site. PK parameters obtained In 2 patients at the 216 !1Qim2day dose 
level1ncluded: clearance, 137 and 589 mUmln!m2; t112 , 13.7 and 23.1l.lh; and, 
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AUCo-.2.<n. 158 and 367 ng-minlml. AUCc-6c~ay~ (790 and 1835) were::: than 
the mouse AUC at the LD10 (854 ng-mlnlml). No drug accumuiabon was noted 
from day 1 to 5. In condusJon, ET-743 produced severe toxiCity with multlorgan 
involvement at the 380 l'glm21day In one exceptionally heavily-pretreated 
patient. Additional subjects are being evaluated at this dose level to define the 
MTD of ET-743 on this schedule of administration. 

I614P I A phase I and pharmacologic study of the oral matrix 
metalloprotelnase Inhibitor, BAY 12-9566, In 
combination with paclltaxel and Corboplatln 

S.G. Eckhardt1
, J. Alzzol, C. Britten\ L Siul, A. Humphref, L. Smetzer1

, 

M. Sorensen2, P. Sundaresan2, D.O. Von Hoff1
, E.K. Rowinsky 1 • 1 Cancer 

Therapy and Research Center, San Antonio, Texas, USA; 2 Bayer 
Corporahon, West Haven, CT, USA 

BAY 12-9566 is a biphenyl nonpeptidic 1nhlbltor of zinc-dependent endopeptl
dases (matrix metalloprotelnases, MMPs) that degrade the extracellular matrix 
and are associated with the processes of angiogenesis and metastasis 1n 
human malignancies. This phase I and pharmacologic study was perfonned 
to evaluate the feaslblllty and pharmacologic lnterec!Jon of oral BAY 12-9566 
when administered continuously With Intravenous pacU1axesl and/or carboplatin 
every 3 weeks. The study was dMded Into 3 consecutive cohorts of 6 patients 
(pts): 1) padltaxesl alone (course 1: 175 mg/m2; course 2: 135 mg/m2), 2) 
paclltaxel (175 mg/m2) and carboplatin (AUG--£), and 3) carboptabn (AUC=6) 
alone. Daily oral doses of BAY 12-9566 (800 mg BID) were Initiated 1 week 
following the first dose of intravenous chemotherapy. Thus far, 5 of 6 pts 
(median age, 53 [range, 25-59]; median PS, 1; prior therapy: chemo, 2; AT + 
chemo, 3) have been accrued to the first cohort. Hematologic toxlclties include 
grade 1 neutropenia (1 pt) and 1 episode of grade 4 neutropenia (1 pt) tasbng 
2 days. Nonhematologic toxlcltles have been m11d and Include grade 1 nausea 
and alopecia. No dos&-limltlng toxiC1ty has occumed. Pharmacolog lc analysis 
of plasma samples obtalned In 3 pts following administration of BAY 12-9566 
and paclitaxel, reveals plasma concentrations of BAY 12-9566 that are similar 
to those achieved In previous studies of BAY 12-9566 alone. TM plasma 
concentrations of BAY 12-9566 attalned with the combination are consistent 
with those required for In vitro Inhibition of MMP-2 and -9; 11 and 301 nM, 
respectively. Accrual Is ongolng and updated results of this novel lnteracbon 
study will be presented. 

1615P I Clsplatln-related anemia Is linked to pharmacoklnetlc 
abnormalities 

X. Pivot, E. Guardiola. M. Schneider, R.J. Bensadoun, 0 Dassonville, 
G. Polssonnet, A. Thyss, M.C. Etienne, J Otto, G. Milano. Centre Antoine 
LaCBSSBgne, Nice, FnJnce 

Clsplatin-related anemia remains a toxicity wrth a significant 1mpact on patient 
quality of life We perfonned a retrospective study on 40 head&neck cancer 
patients who received at least 3 courses of a combination chemotherapy. The 
population Included 5 females and 35 males, the median age was 60 years 
(range:38-71 ). The chemotherapy regimen lnclud1ng clsplabn 100 rrl!im2, and 
5-FU 1000 mg/m2/day by continuous Infusion over 5 days, every 21 days. An 
Initial hemoglobin (Hb) value was higher than 11 g/dlln ali study patients Total 
(T) and ultrafiltrable (UF) platinum (P1) were measured 16 hours after the end 
of clsplatln administration according to a single po1nt strategy (Cancer Chern 
Phann 21: 75-77, 1988) 5-FU pharmacokmetlc (full cycle AUC) was also 
determined. The median value ofT and UF P1 were 209 ng/ml (range: 47-361) 
and 40 ng/ml (range: 1 Q-1 00) respectively. The median value of 5-FU AUC 
was 30966 (range 12978--48372). The median Hb loss between course 1 and 3 
was 22 gldl (6.6-<J). Rfteen patients were considered as undergoing significant 
anemia because they required a red cell transtusoon or because they lost more 
than 3 g/dl of Hb between course 1 and 3. When comparing these 15 patients 
with other patients In the study, no significant relationship was found between 
age, gender, and 5-FU AUC. In contrast, T P1 and UF P1 concentrations were 
significantly higher In the 15 patients with severe anemia In comparison with 
the others (median value of T P1, 268 versus 199 ng/ml, p = O.Q15; med1an 
value of UF P1, 52 versus 30 nglml. p a 0.004). The Incidence ol severe aneml8 
was four-fold higher In 12 patients exhibrtmg UF-P1 concentration above an 
optimal CU1-Qff at 50 ng/ml than in 28 patients With a UF-P1 concentration 
below cut-Qff value (p < 0 001 ). Early asplatin pharmacokmetlcs appear to 
be a powerful and Independent predictor of severe anernla, and may allow 
better management of cisplatin-related anemia by selecting patient candidate 
for prophylactic erythropoietin administration. 

Phase I trial and pharmaclklnetlcs of 
beta-D-glucosyllsophosphoramlde mustard (D-19575) 
administered as a 6-hour Infusion every three weeks: 
An EORTC-ECSG study 

E. Bnasoulls 1 , I. Juclsort'!, N. Pav11dls 1, P. Beale2, Y. Groot!, G. Veerman3 , 

M. Schuessler', D. Aammou, A. Walkerl!, A. Hanauske5. 1/oannma University 
Hospital, Greece; 2 Royal Marsden Hospital, UK; 3 EORTC-NDDO, 4 ASTA 
Medica AG, 5 Gasthulsberg University Hospital, Leuven, Belgium 

Introduction: D-19575 Is a beta-D-glucose-llnked isophosphoramlde mustard 
aiming to exploij the transmembrane glucose transporters overexpresaed In 
tumour cells. This compound was taken Into clinical tesbng because preclinical 
data showed a higher selectivity and less myelosuppression than ifosfamide. 

Methods: The present study employed a two-step 6-hour Intravenous 
infusion (1/4 of the dose In 30-mlnutes, followed by 314 over 5~ hours) In 
order to 1ncrease the exposure end cellular uptake of the drug that has a short 
hall-life. Treabnent was given once rrvery 3 weeks. Blood and urine samples 
for PK analysis were collected In all pauents at the first course of treatment 
Thus far, 17 patients (BF/9M, medl8f1 age 54, range 33-72) with refractory 
solid mal1gnancles have been treated over the range of BOO to 6000 mg/m2 
and a total of 44 courses of treabnent have been given 

Results: Nephrotoxlclty was dos&-llm1tmg at 6000 mg/m2 which was defined 
as the MTD for this schedule. Additionally, a short lived grade 4 nau1ropenle or 
leucopenia was seen In 316 pabents at this dose level. Renal toxicity occumed 
In 216 pattents as shown by tubular dystunction and reversible 1mpalrment of 
glomerular f!ltratlon that developed eight days after the second and third course 
of treatment respectively and required hospitalisation. Mal n findings consisted 
of prolonged metabolic acldosis, polyuria, grade 3 hypokalaemia, prolonged 
hypophosphataemie with phosphaturia, renal glycosuria, proteinuria, a high 
urinary beta 2-mlcrogtobulln excretion, and a mild transient Increase of serum 
creatinine lrrvel. Evidence of anbtumour activity was seen In 3 patients. Minor 
changes on CT scan and a fall In tumour markers was seen In two patients 
with refractory colon adenocarcinoma and objective response In a patient With 
pancreatic adenocarcinoma. 

Conclusion: The dose-f1mltlng toXICity of D-19575 given as a 6-h lntuslon 
every 3 weeks consisted of renal tubular dysfunction and MTD was 6000 
mg/m2 . Currently, the dose level of 4500 mg/m2 Is being Investigated with 
close monitoring of renal function end acld-base balance. No toxiclty has 
been seen In the first two patients at this dose level after two courses of 
treatment and an objective response has been documented. The din leal trial 
and pharmacoklnetic analysis Is ongoing. 

I617P I Daunorublcln and daunorublclnollevelsln human 
glioma tumors after administration of llposomal 
encapsulated daunorublcln (Oaunoxoma) 

M. Zucchetti'. A. Bolardl2 , A. S1ivanf2, I. Parlsl1 , S Plccoirova..zzJ3, 
M. D'lncalcl1 1 Dept. Oncol., lstltuto Mario Negri, Milan, Italy; 2 istltuto Naz. 
Neuro/oglco "C. 88sta", Milan, Italy. 3 Naxstar PharmaceutJcals ltalla, Milan, 
Italy 

Introduction: Daunoxome Is a liposome formulation contalning Daunorubidn 
(DM) currently used In patients with Kapos1's sarcoma. In mice tumor levels of 
OM were higher after Daunoxone then after free drug treatment. This wor1! was 
performed to evaluate OM and DMol lrrvels In different areas of glioblastoma 
of patients receMng Daunoxome. 

Methods: N1ne recurrent glioblastoma patients, previously operated and 
treated With radiotherapy and chemotherapy gave 1nformed consent to enter 
the study. 50 mg of Oaunoxome were giVen as a 1 h t.v. Infusion. Surgery 
was performed In 8 cases 24 h after the end of the Infusion and In one case 
after 48 h. Tumor biopsies were divided In three parts: peripheral, lntermedl8te 
and central. A complete pharmacoklnetlc study was conducted taking plasma 
samples during the 48 h post Infusion and at the time of tumor dissection. OM 
and DMol were determined by HPLC. 

Results: The drug was rapidly cleared from the body. At 4Bh OM and DMol 
were In the range of < 5-50 ng/ml and < 5-20 ng/ml. At 24 h, concentrations 
of OM and DMol In the central part of tumor were m the range of 0.020-0.80 
J.Lg/g and 0 030-1.58 !Lg/g (median 0.11 and 0.250 J.Lg/g) for OM and Dmol, 
respectively. In all casas except one similar concentrations ware found In the 
Intermediate and peripheral areas of the tumor. High coocentratloos ware also 
found In the case studied at 48h (0.4 and 2.8 ILg/ml), Indicating prolonged 
permanence of OM and DMol In tumor tissues. 

Conclusion: This study shows that after Daunoxone treatment, cy1otoXJc 
levels of OM and DMoJ are achieved In brain tumor for a long time wrth low 
drug plasma levels These data should be taken with caution as previous 
therapies could have Impaired the Blood Brain Barrler, thus Increasing the 
drug penetra!Jon. 
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I618P I Phase I study of different sequences of MTA 
(LY231514) In combination with clsplatln In patients 
with solid tumours 

R. Th0d1mann1·2, H. Depenbrock1.2, H. Dumez1, U Ohnmachtl, J. Blatter3, 
A.T. van Oosterom 1, A.R. Hanauske 1·2 • 1 UZ Gasthu/sberg Lauven, Ba/g1um; 
2 TUM Munich, Garmany; 3 Ell Ulfy Garmany, Bad Homburg, Gennany 

Introduction: The novel multi-targeted anblolate (MTA) 1s a po1ent lnh1bltor of 
thymldylate synthase, dihydrofolate reductase and glyclnamlde ribonucleotide 
lonmyltransferase. MTA has shown encouraging antitumour actJvrty in vitro 
and In vivo and In single-agent phase I and phase II trials. The purpose 
of this study was to detenmlne the maxlmum tolerated dose (MTD) and 
005&-llmltlng toxlcltles (DL T), pharmacokinetics and anti tumour actJvrty of MTA 
In combination with clsplatin (C). 

Patients and Methods: Patients (pts) wfth solid tumours wtth no proven 
treatment options were entered Into this tnal. In cohort 1, both dnugs were 
administered on day 1; In cohort 2 MTA on day 1 and C on day 2. Treatment 
was repeated every 3 weeks. In cohort 1 the starting dose was MTA 300 
mg/m2 and C 60 mg.tm2; In cohort 2 the starting dose was MTA 500 mg.tm2 
and C 75 mglm2. 

Results: In cohort 1, 40 pts were evaluable for toxldly. The MTD was 
reached at MTA 600 mg/m2 and C 100 mg/m2, wt1h thrombocytopenia and 
febrile neutropenia as DLTs. In cohort 2, 11 pts were evaluable lor toXicity. In 
this schedule, thrombocytopenia grade 4 occurred In 1 pt at MTA 500 mg/m2 
and C 75 mg/m2, and In 1 pt at MTA 600 mg/m2 and C 75 mg.tm2. Grade 4 
Infection was observed In 1 pt at each dose level, rash grade 3 In 1 pt at each 
dose level. Grade 4 diarrhoea occurred In 1 pt at MTA 500 mglm2 and C 75 
mg.tm2, and grade 4 mucosl!Js In 1 pt at MT A 600 mglm2 and C 75 mg/m2. At 
both dose levels 1 pt died due to therapy-related toxlcltles. Pharmacoklnetlc 
parameters of MTA were not Influenced by C administration and hydration 
Several responses were observed: In cohort 1, 11 pts, 1ncludlng 4 of 7 pts wrth 
mesothelioma; In cohor1 2, 3 pts had minimal responses, and remain on study 

Conclusion: The MTD of this combination Is MTA 600 mglm2 and C 100 
mgtm2, II administered on day 1, with myelosuppression as the DLT. The day 1 
schedule was clinically superior. This combination of MTA and clsplatin shows 
encouraging antitumour actlvlty. 

I619P I Reduction of mlcrometastatlc tumor load by 
monoclonal antibody therapy: Influence of tumor 
antigen heterogeneity 

S. Braun, F. Hepp, W. Jannl, H.L Sommer, K. Pantel /. Frauenk/inik and 
Institute for Immunology, Unlv. of Munich, Germany 

Introduction: Disseminated cancer cells In bone marrow (BM), are regarded 
as suitable targets for adjuvant Immunotherapy, because they are easily 
accessible for both Immunoglobulins and Immune effector cells. This pilot 
study was des1gned to examine the Influence of the Individual antigen profile 
of such target cells on the po1entlal treabment efflcacy 

Methods: Individual breast cancer cells In BM were Identified by the anti
cytokeratin (GK) monoclonal antibody (mAb) A45-BIB3. To evaluate the antigen 
profile of these cells, we applied a quantitative double-marker assay and typed 
for four potential therapeutic targets (17-1A, MUC-1, Lewlsv, c-erbB-2). In a 
plio! study, flve breast cancer patients with a CK• BM finding were treated with 
a single dose of 500 mg Panorex~, and were momtored lor the elimination of 
17-1A co-expressing CK• cancer cells after 5-7 days. 

Rasulte: GK+ cells from 20 breast cancer patients typed In this study 
for the expression of the four antigenic targets were found to represent a 
heterogeneous cellular population. The mean percentage of double-positive 
cells per total no. of CK• cells was 44% (0-75%) for 17-1A, 41% (Q-67%) 
for MUG-1, 34% (Q-59%) for Lewlsv, and 42% (Q-92%) for c-erbB-2. Th1s 
was contrasted by a mean count of 70% (34-100%) cocktall•fcK• cells ij all 
four antigens ware targeted simultaneously by the antibody-cocktail consisting 
of all four antigens. Thus, we considered tumor antigen heterogeneity a 
po1ential cause for Incomplete tumor cell elimination by monovalent therapeutic 
approachas. This assumption was supported by our p1lot study. Prior to 
!Jreatment patients presented with 17, 67, 97, 115, 524 GK+ cells per 1()15 
BM cells, and a mean percentage of 61% (range: 41-100%) C017-1A•/CK• 
double-posJUve cells per total no. of CK• cells. In all five pabents we assessed 
a remarkable reduction In both the no. of GK• cells (17-->5, 67-->11, 97-->2, 
115-..20, 524-->26) per 1dl BM cells, and the percentsge of 17-1A•tcK• cells 
(41%-->0%, 48%-->0%, 54%-->10%, 60%-->15%, 100%-->17%) per total no. of 
CK+ cells after the administration of Panorex". 

Conclusion: Genomic Instability of carcinoma cells resulbng 10 the reported 
polyclonal phenotype of the disseminated tumor cell population may 11m~ 
the efficacy of monovalent Immunogenetic treatment strategies. Individual 
Immunocytochemical mon1toring of therapeutic tumor cell ellmlnation Is feaslble 
and suggest that Panorex~ might be able to eliminate 17-fA+ breas1 cancer 
cells. 

Novel therapeutics Qlld phamwco/ogy 

I620P I A phase I and pharmacoklnetlc (PK) study of the 
multltargeted antlfolate (MTA, LY231514) with folic acid 
(FA) 

L Hlammond 1 , M. Vlllalona-Calero1, S.G. Eckhardt1, L. Siu1 , M. Hidalgo1, 
D. Thomton2, J. Walllng2, S. Baker, C. Coltman1, D. Von Hoff1, E. Rowinsky1. 
1 Cancer Therapy and Research Center, San Antonio, TX, and R Eli U/ty, 
Indianapolis, IN, USA 

Introduction: MTA, a new antrtolate that Inhibits thymldytate synthase, dl
hydrofolete reductase, and glydnamlde nbonucleotlde formyl transferase, 
demonstrated notable broad antltumour actMty when Infused 10 min l.v. ev
ery 21 days. Myelosuppression precluded dose escalation above 500-600 
mg.tm2 . As prectlnlcaJ evalua!Jons Indicate that FA supplementation increases 
the therapeutic Index of MTA, this study was lmtiated to cletenmlne If FA supple
mentation penmits slgnlflcant dose-escalation above the recommended phase 
II close of MTA alone. Vrtamln metabolites ware measured to determine their 
value as potential prognostic markers with this combination. 

Methods: So far, 33 minimally- and heavily-pretreated pts received 90 
courses of FA (5 mglday) for 5 days starting 2 days before MTA at 600, 700, 
800 925 mg/m2. Vitamin metabol~es were evaluated during cycles 1 and 2 as 
potential detenmlnants of principal toxlclties and effects. 

Results: Principal drug-related toxldties Include neutropenia, anaemia and 
thrornbocylopema, which were more severe In heavily-pretreated pts. Other 
toxicities (gracle (G) 1-2) include rash, somnolence, fatigue, leg oedema, 
and a decrease In creabnlne clearance (GrCI). Severe toxicities In 2 pts, 1 
who had taken a non steroidal anti-lnfllammatory agent and 1 with severe 
hypoalbum1naemla, resolved after administration ollaucovorin and thymidine. 
Preliminary vttam1n metabol~es In 26 p1s reveal: 2 and 3 of 11 pts with 
homocysteine ~ 1 0 had G4 thrombocytopenia and neutropenia, respectively; 
1 and 2 of 15 pts wfth homocysteine < 10 had G4 thrombocytopenia and 
neutropema, respectively; 1 and 2 of 9 pts with elevated cystathionine levels 
(cystathionine upper limit ol normal 342 nM/l) had G2 somnolence and G1-2 
fatigue, respectively; 1 and 10 of 16 pts wfth normal cystathionine levels 
had G2 somnolence and G1-2 fatigue, respectively; 1 of 4 pts with elevated 
methy1malonlc acid (methylrnalon1c acid upper limit of normal 271 nM/l) had 
G2 fatigue wh1le 12 of 22 pts with normal levels had G1-2 fatigue. 7 ol 15 
pts wfth elevated homocysteine, cystathionine, or methy1malonlc acid levels 
had a significant decrease In GrCI. Based on Information from the$e 15 pts, 
addition of FA may reduce the usefulness of vitam1n metabolites as predictors 
of toxlaty. 

Conclusions: FA supplementation appears to permit MTA dose escalation 
by ameliorating toXJCity. Heavily- and minimally-pretreated pts tolerate MTA at 
700 and 925 mg/m2 and accnual continues at 800 and 925 mg/m2, respectively. 

1621 PI Pharmacoklnetlc (PK) and pharmacodynamic (PO) 
analysis of a phas~ study of TaxoJ'll(T), Carboplatln 
(C) with P-glycoproteln (P-gp) modulator PSC-833 
(PSC) 

M. Michael, A. Oza, M.J. Egonn, A. PatnaJk, P. Flrby, LL Slu, M. Utchman, 
M.J. Moore. Princess Margaret Hosp/IBJ, UnivarsJty of Toronto, Toronto. 
Ontsrio, M5G 2M9, Canada, Unlvef"Sity of Maryland, MD, Novartis 
Phai7TillCBI.Itlca, NJ, USA 

Introduction: Cyclosporine analogues sucln as PSC reduce the clearance of 
P-gp substrates (I.e. T) and thelr max1mum tolerated close (MTD). This trial 
was designed to assess the MTD, PK and PD of T and C with oral PSG In 
patients (pts) with refractory solid tumors. 

Methods: All patients were planned to receive a fixed dose of PSG (5 
mglkg, p.o, 6 hr x 12, days o-3) and T (baseline dose 54 mglm2, 13.5mglm2 
Increments, 3 hr InfUSIOn, day 1) and C (target AUG 6-9 mglmLmln, day 1), 
3-weekly. G AUCs derived from a limited sampling model, and T PK parameters 
fitted to a 2-compartment model. 

Results: 58 pts entered Into 7 dose levels (DL), 41 had previous chemother
apy, (34, 1 prior regimen). PK for DL 1-7 summarized below. 

DL T Ta'll"t # C-AUC T-AUC T-CI 11mo 
Dose C-AUC pill mglml.hr 11M.hr Uhr/m2 (hr) 

mglm" mglm.hr T > 0.05/'M 

1 54 6 3 5.4 4.8 13.19 20.46 
2. 6, 7 675 6, 7.5, 9 28 6.3. 7 15, 7.55 5.94 13.31 26.52 
3. 5 61 6 23 5.2 7.46 13.47 26.0 
4 945 6 4 6.7 12.1 9.14 37.32 

No PK Interaction was noted between G & Tor PSC & C. The T and C doses 
showed a linear correlabon with% change nadir ANC (A'!= 0.95 respectively), 
their AUGs correlated less well with % change nadir ANC or platelets. PSG 
prolonged the timeT> 0.05 JLM at T 94.5 mglm2 >than T 175 mg/m2 alone. 
DL-2 and DL-5 were the MTDs of prior treated & chemonalve pts respectively. 

Conclusions: PSG by redudng rs clearance, prolongs the !Jme T > 0.05 
1<M, wtthout Influence on C PK. PSC reduced the MTD of the T & C combination. 

Annals of Oncology. Supplement 4 to Volume 9. 1998 0 1998 Kluwer Acndenuc Publisheta. Printed 10 The Netherlands 129 

\ 
NEPTUNE GENERICS 1008- 00005 

APOTEX 1 008 - 0005 



Novel therapeutics and pharmacology 

I622P I A phase I and pharmacoklnetlc (PK) study of ZD9331, 
a nonpolyglutamlnated thymldylate synthase (TS) 
Inhibitor, administered once every 3 weeks 

C.D. Britten, S. Dlab, M. Hidalgo, R. Young, S. Baker, B. Razvlllas, 
S. Averbuch, M. Smith, D.O. Von Hoff, E.K. Rowinsky. Cancer Therapy and 
Research Center, The University of Texas HBB!th ScJsnce Canter. S8n 
Antonio, TX; Scon and 'Nhite Cancer Canter. Temple, TX, and Zeneca 
Pharmaceuticals, Wilmington, DE, USA 

The antifol ZD9331, a potent nonpolyglutaminated TS Inhibitor, had an elimina
tion half-me (t112) of 5 hours In preclinical studies. Following the demonstration 
of a prolonged 1112 in humans of 73 h [Retain, Proc ASCO, 1997], this study 
was begun to evaluate the feasibllty and pharmacokinetic behavior of ZD9331 
administered as a 30 mln. Infusion once f!Very 3 wks. To date, 23 pts (medlan 
age 56 yrs, median WHO PS 1) have received 47 courses of ZD9331 over 
the following dose levels: 4.8 mg/m2 (3 pts, 8 courses), 9.6 ~m2 (3 pts, 
6 courses), 19.2 mgtrn2 (4 pts, 8 courses), 32 rngrn2 (3 pts, 7 courses), 48 
mg/m2 (6 pts, 10 courses), 67 mg/m2 (3 pts, 7 courses), and 89 mwm2 (2 
pts, 3 courses). The 48 rYllim2 dose if!Vel was expanded due to gr 4 thrombo
cytopenia and gr 3 neutropema In a heavily-pretreated pt No other pts have 
experienced severe hematologic toxicity. Two mlnimally-pretreated pts at the 
67 mg/m2 dose level with colorectal cancer df!Veioped severe gastrolntestJ
nal toxicity: one pt had gr 4 vomiting and gr 4 diarrhea during her second 
course, and another pt had gr 3 diarrhea during his third course. Transient, 
asymptomatic grade 1-3 elevations In hepatic transamlnases, which typically 
peak 8 to 15 days post-treatment and resolve pnor to the next scheduled 
treatment, have occurred at all dose lf!Vels. Drug exposure (C.,.. and AUC) 
Increased proportionally with dose. The PK parameters were well described 
by a 3-compartment linear modef, resulting In the following mean (± SO) 
parameter values: terminal t112 = 82.8 ± 43.5 h, v .. = 27.7 ± 13.5 L, end Cl = 
10.1 ± 6.7 mVmln. Preliminary plasma deoxyuridine data have confirmed the 
actMty of ZD9331 as a TS lnhiMor. G1ven the gr 3/4 diB.rrfnea seen during the 
last course In 2 ou1 of 3 pts at the 67 mg/m2 dose ifNel, the 89 mgim2 dose 
if!Vel will be expanded to 6 pis. These results confirm that there are substantial 
lnterspecies differences In the PK behavior of ZD9331 and that less frequent 
dosing schedules are rational from a PK perspectlve. 

1623P I All-trans retlnolc acid (ATRA) ± a Interferon (IFN) In 
squamous cell carcinoma (SCC): A randomized 
phase II study 

C. Domenge, A. Le Cesne, P. Pautler, A. Kramar, T. Le Chevalier, N. Bouvet, 
L. Thlll1, 8. Escudiar. /.G. Roussy, 94805 Villejuif end 1 Roche company, 
France 

Based on previous In vitro and In vivo data demonstrating synergy between 
IFN and retinolds In sec, we designed a randomized phase 11 study comparing 
ATRA alone or associated with IFN 1n metastatic patients (pts) wrth Sec of 
head and neck (HNC), lung (NSCLC) and cervix cancers (CC). 

Methods: pts were randomly trBBted with either ATRA, 45mglm2/d p.o. for 7 
d every other week, or ATRA (same regimen) plus subcutaneous IFN (Roferon, 
Roche) 9.1 otJ IU 3 times a week, every week, until progression of the disease 
or unacceptable toxicity. Tumor evaluation was repeated every 6 weeks. 

Results: 48 piS have been enrolled In this study. All the pts with NSCLC and 
ec had been previously treated, while all but 2 pts with HNC were untreated. 
As Initially designed, an interim analysis alter enrollment of1 B pis In each arm 
demonstrated tine lack of response In the ATRA alone arm; we thus stopped 
this arm and are continuing the study as a phase II study of ATRA + IFN 
assodatloo. Tolerance was satisfactory, and toXJCity was mainly attributable to 
IFN. ATRA Induced around 50% of skln toJOCrty :::grade 2 and few cases of mlld 
hypertrigtycerfdemla. Among 30 pts treated In the combined arm (HNC=15, 
NSCLC..S, CC=7), we observed 2 responses In HNC (2 CR) bu1 none In 
NSCLC and CC. The 2 responders were untrBBted and had lung metastases. 

Conclusion: ATRA alone Is unefective In sec. Moreover, despite some 
activity In non pretreated HNC, ATRA combined with IFN Is poorly effic1ent In 
sec. 

1624P I A phase I dose escalation study of docetaxel (TXT) 
with lenograstlm support In patients (pta) with solid 
tumours 

P,L.R. Mltch6111, R. Basser', P. Glbbs1, S. Ng2, C. Undarhllf2, M. Ch1pman1, 
J. Gargano4 , F. Soulas4 , F. Appla4 , M. Green2. CDCT R9568JCh Group 
(Austin & Repatriation M6dlca1 Cootra1, Royal Melbourne Hospltaf2, Western 
HospltBP ), Melbourne, Australia and Rhone-Poulenc R~, Melbourne and 
Paris, AUSTRALIA 

In previous studies of 3 weekly TXT, dose limiting toxicity (DL T) was neutropema 
and Its complications. To explore the potential for dose lntenslflcanon of TXT, 
Crt:SF was used In an ongoing phase I study. The maximum tolerated dose 
(MTD) was defined as the dose at which :: 3 out of 6 pis In cycle one 
df!Veioped a DLT (NCI CTC neurotoxlclty :: grade II on day 21 , prolonged 
febrile neutropenia, or other toxicities :: grade Ill). Eligible pts were performance 
status Q-2, with maximum of one pnor chemotherapy regimen. A 3 day steroid 

prophylaxis was g1ven, and pts received G-csF (lenograstim) 51Lglkg/day sc 
from day 2 until nau1rophil recovery. 23 pts have been entered to date, with 
NSCLC the most common tumour type. Median age was 60 yrs (29-76) and 
12 pts had previously recetved chemotherapy. 

Dosan<T Number ol pa~ents Type of DLT event 

(rng.'m21'J wl<s) entered evaluable with DLT 

110 3 3 0 
120 3 3 0 
130 6 6 2 neuropathy and skin 

desquamation In both pis 
140 5 5 0 
150 3 3 0 
160 3 0 

On cyde one, grade IV neutropenia was seen In only 5 pts: 2 pts given TXT 
130mglm2, and 1 pt each at the 140, 150 and 160 mg/m2 levels. Four pts 
had febnle neutropenia. Two pts had DLT with TXT 130mglm2, and for both 
pts, toxidties were transient and TXT was continued at reduced dose. The 
MTD has not yet been rBBched and the study Is ongolng. Final results will be 
presented. 

j625P I The new long-acting somatostatin analogue 
Lanreotlde In neuroendocrine tumors (NETs) 

L. Galli, S. R1cd, A Antonuzzo, C. Bengala, P.F. Conte. Dept. of Medical 
Oncology-()spedBie S Chiara-P/sa, Italy 

Introduction: Somatostatin analogues Induced symptomatic and biochemical 
responses, bu1 few tumor regressions In NETs. In the present study we 
report the activity of the new long-actlng somatostatin analogue Lanreotlde In 
cardnolds and other NETs. 

Methods: From June '96 to April '98, 20 patients (pts) with NETs (1 0 
gastrolntesbnai NETs, 9 pancreabc NETs, 1 lung carcinoid) received Lanreotkfe 
30 mg 1.m. every 14 days (IPSTYL 30 mg, IPSEN Spa). The treatment was 
continued until tumor progression. Pis characteristics: 9 male, 11 female; 
med18.11 age 62 years (range 31-78 years); metastatic sites: liver 17, peritoneum 
4, nodes 5, lung 2; 15 pts were symptomatic; 6 pts were pretreated with s.c. 
octreotide, 3 with chemotherapy, 2 with hepatic metastases alcohollsation. 
All pts were assessed wrth octreotide scintigraphy, neuroendocrine marl<ers, 
urinary 5-HlAA. Median treatment duration was 7.5 months (range 2-24). 
Responses were classified as objective, symptomatic or biochemical (PR: 
reduction > 50% m neuroendocrine marker if!Vel; CR: nomnal1zation). 

RBIIulta: Objective responses were observed In 5115 pts with measurable 
dlsease (33%): 1 CR (6.5%) and 4 PR (26 5%); 7 pts had SO 47%, 3 pts 
progressed (20%) The CR was observed In a naive pt with liver metastases. 
The duranon of CR was 5+ months. Complete control of symptoms was 
obtained In 7/15 pts (47%). A biochemical response was achieved In 8115 
fNBiuable pts (53%), with 2 CR (13%) and 6 PR (40%); 4115 pis had stable 
values (27%) and In 3/15 pta markers Increased (20%). 

Conclusions: This treatment IS active In terms of symptomatic relief and 
biological mar1<ers normallzabon. The observed 33% objective response rate 
with 6.5% CR, Is of partiCular interest Lanreotlde depot is well tolerated and 
Its schedule of administration may Improve the pt compliance. 

1626P I Effects of peripheral stem cell or bone marrow 
transplantation on peripheral serotonin metabolism 

A.N.M. Wymenga, W.T.A. van dar Graef, I P. Kama, E.G.E. de Vnes, 
G.A.P Hospers, N.H. Mulder. Depts of Medical Oncology and Clmlcal 
Chemistry, University Hosprtal Groningen, the Netherlands 

During relnfus1on of au1ologous peripheral stem cells or bone marrow, patients 
(pts) often complaln about flushing, palpltatlons, dyspnea and nausea. Because 
some of these side effects can be prevented by ondansetron, a selective 5HT3 
receptor antagonist, we hypothesized that these side effects are due to Infusion 
of serotonJn overload coinciding relnfuslon of peripheral stem cells or bone 
marrow. Therefore, we determined serotonin concentrations In the bags with 
penpheral stem cells or bone marrow and monitored affects of relnfuslon 
of these cells on platelet serotonm and unnary 5-hydroxylndole acetlc acid 
(5-HIAA) concentranons In 26 pts who received a total of 32 relnfuslons for 
treatment of different solid tumors. Mean total serotonin concentration In the 
bags was 2404 nmolll.. (n=17). Mean total amount of relnfuslon was 575 ml 
(n=17). After re1nfuslon, the mean (± SO) levels of serotonin In platelets In 
pts mcreased from 3.2 ± 1.4 nm/1~ at baseline to 3.8 ± 2.0 nmtl<Jll (p = 
0.02). The mean levels of urinary 5-HIAA remained stable 1.4 ± 0.4 mmollmol 
creallmne. The latter IS probably due to the measurement over 24 h, whereas 
platelet serotonin was measured 1 h alter relnfuslon. In addition, as Is known 
from a previous study, after chemotherapy the<e Is a depletion of total body 
serotonin, and this probably contrlbu1es to a rapid removal of the serotonin 
load. These results suggests that relntuslon of peripheral stem cells or bone 
marrow Is accompanied with alterations In serotonin metabolism, which might 
cause the observed slde effects. 
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I627P I Preclinical synergy of oxallplatln In combination with 
other antitumor agents 

S. Faivre1•2 , E. Raymood 1•2 , 0. Rtxa2, F. Goktwasser3, G.L. Mangold1
, 

D.O. Von Hoff1 , P. Junlewicz:', E. Cvitkovic3 1100. San Antonio, TX; 2 /GR 
and 3 FSMSIT, Vlfla}ulf, France; 4 Sanofl Rasearr:h, Great Val lay, PA, FRANCE 

Oxallplatin (L-OHP) was evaluated In combmation with nudeoslde analogues 
(5-FU or gemcltablne), tope I Inhibitors (SN38 or CPT-11), thymldllate syn
thase lnhibijors (AG337 or ZD1694), paclitaxel, clsplabn, and carboplabn. In 
vitro, drug comblnationa were tested on cancer cell hnes, including colonic 
(HT29, HT29-5-FU, HCT 116, CaCo2, Colo 320 DM), ovarian (2008, A2780, 
A2780-DDP), breast (MCF-7, MCF-7mdr, MDA-MB-231), caMx squamous cell 
(KB), and leukemia (CEM, L 121 0) using the Chou and Talalay method. In vr.o, 
combinations were tested against human MV-522 lung, HT29 colon cancer, 
L 1210 leukemia xenografts, and hormone-lndependant GAl mouse mammary 
tumor. The table shows call lines and xenografts In which the combinations 
elldted synergistic effects In vitro and potentiation of anti1umor activity In vivo: 

Colrobjnatlooa In vitro In vivo 

L-OHP + 5-FU HT29, HT29-5-FU, CaCo2, HT29 xenogmft 
2008, A2760, A2780-DDP GR1 tumor 

MDA-MB-231 
L -OHP + gemcltablne HCT116, Colo 320 OM, CEM 
L-OHP + SN38 (in vitro) HT29 
or CPT-11 (In vivo) GR1 tumor 
L-OHP + AG337 HT29, 2006 GA1 tumor 
L-OHP + pacl!taxel MV-522 

xenogmft 
L-OHP+~t.ln KB,A2780 L1210 
L-OHP + CBDCA KB,A2780 L1210 

The eynerglstJc effects of L-OHP In combination with gemdtablne were 
observed in mlsmatdh repair deficient, p53 proficient HCT116, c-myc amplified 
Colo 320 DM cancer calls. The effects of the L-OHP/5-FU combinations 
were maintained In 5-FU-reSistant CaCo2 and HT29-5-FU colon cancer, and 
A2780-DDP ovarian cancer cells. Our results give basis to L -OHP-based 
comblnabons In dlnlcal tnals. 

le28P I Phase 1 trial of ZD9331 given as a 30 mlnU1e Infusion 
on days 1 and B with cycles repeated every 3 weeks 

~~, P. Beale1 • R. Plummer'!. M. Highley2. A.H Calvert'!, I. Judsoo 1 , 

A. Smijh3, M. Hutchlson3, S. Averbuch3, K. Mayne3. Institute of Cancer 
Research, Sutton; Unlv. of Newcastle-Upon-Tyrtfl; Zeneca 
PharmaceuticalS, UK 

Introduction: ZD9331 Is a novel folate analogue and potent thymldylate 
synthase (TS) Inhibitor, which unlike ralbtrexed (TomudexTM). does not undergo 
polyglutamalloo and may therefore have a different spectrum of antitumour 
actMty and toxldty profile. Due to the long half-life (abou1 4 days) seen In the 
Initial phase I trials of 209331 using a 5 dey regimen, an alternate sdhedule 
was Investigated. 

Method: A phase I dose escalating brlal of ZD9331 gtven as a 30 minute IV 
lnfuslon days 1 & 8 q 3/52 In patients (pts) with refractory solid mahgnancles. 

Resutte: To date, 23 patients median age 52 years (range 37-75) have 
received 1 to 9 cydes of ZD9331 at: 4.8 (3), 9.6 (3), 19.2 (3), 32 (5), 42 (3) 
and 55 (6) mgtrn2 x 2 per cycle. The tumour types treated comprise ovary, 
colorectal, sarcoma, melanoma, bladder, gastric, and head and neck. At 32 
mg/m2 x 2, one pt developed grade 4 neutropenia, grade 2 thrombocytopenia 
and maculopapular skin rash, and grade 1 dlarmoea. At 42 mgfm" x 2, 
one pt had grade 3 neu1ropenia, and grade 2 thrombocytopenia, nausea and 
vomlbng. At 55 mgfm2 x 2, one pt developed acute renal failure (possible drug 
lnteractlon between ZD9331 and dldofenac, trlmethopnm or benzylpenldlhn), 
grade 4 thrombocytopenia, grade 3 neu1ropenla and mucosms. Her renal 
funCtion recovered as measured by EDTA clearance. A further pt at this dose 
level had gmde 4 thrombocytopenia but toxicity In the remalnder was ltmited 
to grade 1 and 2 neutropenia, grade 2 nausea and vomiting and grade 1 
diarrhoea. Patients at all dose levels have experienced mtld to modenste 
lethargy and transient asymptomatic rises (grade 1-3) In fiver transamfnases. 
Two pta with ovarian cancer had a fall in serum CA-125, one of whom (at 4.8 
mg!m" x 2) had a partial response and the other (at 9.6 mg.tm" x 2) had 
stable dtsease on CT ~SCan. Pharmacokmetics appear to be linear with mean 
clearance (± SD) of 10.6 ± 5.37 mllmlnute (3.81 - 21.2), mean volume of 
distribution of 24.1 ± 8 91 L (1 0.9 - 46.3) and temnlnal elimination halt-me 
of 59.1 ± 32.2 hours (21.1-150). The first 2 pts with grade 4 toXJclty had 
disproportionately high plasma ZD9331 levels. Preliminary assessment of a 
posslble phamnacolklnetic toxlcijy relationship shows that the toxldty threshold 
for AUC may be around 200,000 ng hlml. Preliminary plasma deoxyuridiriB 
data has confirmed the actlvijy of ZD9331 as a TS mhii:Mtor. 

Concluelona: The maximum tolerated dose ustng this SChedule has not 
yet been reached and dose-limiting toxicity Is likely to be myelosuppression. 
Antrtumour activijy has been seen tn ovarian cancer. 

Novel therapeutics and pharmacology 

I629P I Phase I dose escalation and sequencing study of 
Gemcltablna and docetaxelln advanced cancers 

N.A. Rlzvt, J. Marshall, W. Dahu1, M.J. Hawkins. Lombardi Cancer Canter. 
Georgetown University Medical Genter, Washington DC 20007, USA 

Purpose: Docetaxel (D) and gemdtabtne (G) are active as single-agents In a 
variety of solid tumors This study was designed to detemnlne the maxtmum 
tolerated dose, toxidbes, and the effect of drug sequence on toxldtles with D 
and G given In combination. 

Patients and Methods: 23 evalualble patients with advanced cancer were 
enrolled In this phase I study. Patients were treated with both drugs on Days 
1 and 8 every 21 days Dose escatation was not pemnltted withtn Individuals. 
Toxlclty was assessed using NCI Toxlclty Cn1eria. At each dose level, 3 patients 
were enrolled on elther Amn 1 (G-. D) or Amn 2 (D-. G) to evaluate the effects 
of drug sequence on toxlclty. If a dose limiting toxicijy (DLT) occurred that 
specific amn and dose level was expanded to 6 patients. Pharmacoldnetlc (PK) 
sampling was periomned from 0-24 hours. Doses were escalated as follows: 
dose level 1 (D 30 mg/m2 and G 800 mg/m2); dose level 2 (D 40 mgfm" and 
G 800 mg/m2); and dose level 3 (D 40 mg/m2 and G 1000 mg/m2). 

Results: Grade 3/4 neu1ropenla occurred in 8/23 (35%) of patients and 
was the most common DL T. The majority of Grade 3/4 neutropenia occurred 
In patients that had received 2 or more prior chemotherapy regimens. At 
Dose Level 3, the MTD was exceeded as 213 patients experienced dose 
limiting neutropenia and stomanlls. No fluid retention (with sterold medication), 
myalaglas, or neuropathy was obSisrved. No difference In dlnlcal toxicity was 
observed wrth eijher sequence (PK data will be presented at the meeting) . 
Mtnor and partJal responses were observed In 7123 (30%) of patients with 
non-small cell lung (215), gastnc (213), head and neck (112), and hepatocellulsr 
cancer (1/1 ). 

Concluelona: This preliminary study suggests that the combination ol G 
and D administered on Daye 1 and 8 every 21 days was active In a variety of 
solid tumors and was well tolerated. Based on this study, the recommended 
phase 2 dose(RP2D) In untreated or minimally pretreated patients Is dose 
level 3 and tn pretreated patients, the RP2D is dose level 1. 

I630P !Influence of the Antacid Maalox~ on the 
pharmacokinetics (PK) of Xeloda"' In cancer patients 

~1 , J. Casstdf!, D. Jodrell1
, B. Roos3, T. Goggtn3, B. Relgner'l. 

1Jmperlal Cancer Research Fund, Western GBflBf'Ell Hospital NHS Trust, 
Edinburgh, UK. iCJapartmant of Mad/ana and Therapeutics, RoyallnfirmBry. 
Aberdeen, UK; 3DepaJtment of Cl/n/ce.l Pharmacology. F. Hoffmann-La Roche 
Ltd, Basel, Switzerland 

Introduction: Capecltablne (Xeloda'") Is a novel fluoropyrlmldlne carloannate 
which was rationally designed as an orally administered and tumor-selectively 
activated cytotoXIc agent. The present study was performed to Investigate the 
tnftuence of the antacid Maaiox3 on the PK of capedtabtne and Its metabolites. 

Methods: Twelve cancer patients receiVed a slngle oral dose of1250 mg/m2 
of capecrtabtne (treatment A), a single oral dose of 1250 mg/m2 followed 
Immediately by 20 mL of Maaiox3 (treatment B) and a single CM'Bi dose of 
1250 mgtm2 followed two hours later by 20 mL of Maalox" (treatment C) In an 
open, randomized 3-way cross-over fashion. Serial blood and urine samples 
were collected up to 24 hours after eadh administration. Concenlrations of 
capecrtablne and Its metal:>olltes were measured In plasma using LCIMS-MS 
and In urine using NMRS. 

Results: Administration of Maalox" either concomijantly with capecltabiriB 
or delayed by 2 h did not mfluence the time to peak plasma concennmtlons and 
the elimination half-lives of C8J)ElQtai:Moo and Its metal:>olijes. Minor Increases 
of the Cm.x- and AUCo-c,-values of capedtabtne and 5'-DFCR were observed 
when Maalox8 was administered together with capecltablne. However, these 
Increases were not statisbcally significant (p > 0.05). There was no Indication 
of consistent changes In the plasma concentrations of the matn metabolijes, 
5'-DFUR, 5-FU and FBAL. Cmox· and AUCo.o.,-values of these three metabolites 
Increased and decreased In a stochastic manner. The magnijude of these 
changes was low ( < 13%) and not statistically significant. Total recovery of 
capecltablne and rts metal:>olijes In urioo was similar In the 3 treatment groups. 

Conclusions: There were no Significant dhanges In the piSSima concan
bmtlons of capecitabine and 5'-DFCR when Maalox" (20 mL of suspension) 
was adml nlstered together with capedtabt ne and there was no evidence of 
an effect on the 3 mam metabolites (5'-DFUR, 5-FU and FBAL). The effect of 
Mealox" on the PK of capecitablriB Is not dlnlcally slgmficant and therefore 
there Is no need to adjust the dose and timing of capecitablne administration 
In patients treated with Maalox". 

1631 PI A phase I study of TLC D-99 (llpoaome encapsulated 
doxorublcln) with G-CSF In patients with refractory 
solid tumours 

A. Elias, L. HQ()ftmlln, R. Mazanet, S. O'Day, L Lee, N. Azamia. Dans Farber 
Cancer Institute, Boston, MA, USA, and The Uposoms Company. Pnnceton, 
NJ, USA 

Single agent efficacy has been demonstrated With doxorublcln (DOX) In 
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patients with different types of cancer, lndudlng patients who falled other 
therapies. TLC D-99, a liposome encapsulated from of DOX, was desJgned to 
Increase the amount of drug delivered to tumours and decrease the amount 
golng to healthy organs, such as the heart. TLC D-99 therefore has a toxlctty 
profrle that differs from free DOX. A phase I dose escalation study to dehne the 
maximum tolerated dosa (MTD) of TLC D-99 with G-CSF support was con
ducted in patients who failed first line curative or palliabve chemotherapy for 
a metastatic or Inoperable form of cancer. Eliglbrlrty also included hlstologiCBI 
documentation of the tumour, Eastern Cooperative Oncology Group perfor
mance status between 0 and 2, iije expectancy > 2 months, cardiac ejection 
fractlon > 50% and no prior anthracycline therapy. Dose-lrmlting toxlcrty was 
defined as neutropenia 

(ANC < 0.5 x 10S/I..) or thrombocytopenia(< 20 x 10S/I..) for> 7 days In 
any two patients. Thirty patients, 17 male (57%) and 13 fennale (43%) entered 
the trial. Median age was 52.5 years (range 27-67). The most common 
malignandes were non-small-ceil lung cancer (37%), small-cell lung cancer 
(17%), colorectal cancer (13%) and soft tissue sancorna (13%). 

Result8: As per protocol-defined criteria, neutropema was the dose-limiting 
toxicity and the MTD of TLC D-99 with G-CSF support was detemnlned to ba 150 
mglm2 every 3 weeks. The obfectJve response rate In the evaluable popula!Jon 
was 22% (5123). Cumulative doses ranged from 90 to 788 mg/m2. One patient 
had a decrease In LVEF < 50% after a cumulabve TLC D-99 dose of 289 
mglm2. No patients developed cardiOillyopathy Grada 314 nausea/vomiting, 
mucosi!Js, Infection, and neutropenic fever were seen rn 10%, 47%, 53%, and 
13% of patients, respectively. Neutropenia (ANC < 500/J.tl), thrombocytopenia 
(platelets < 20,000/J.tl) and anemia (haemoglobin < 8 gldL) occurred in 58%, 
43% and 16% of the cycles, respectively. 

Conclusion: The MTD of TLC D-99 with G-CSF support was 150 glm2 
every 3 weeks. Neutropenia was the dose limiting toxicity. 

I632P I Malignant mesothelioma of the pleura: A phase II 
study of mitoxantrone, methotrexate and mitomycin In 
18 patients 

Andrea Martoni, Camnine Pinto, Alberto Cavalil1 , Antonella Marino, 
Monica GuaraJdl. DMsion of Medical Oncology, S. Orsola-Malplghl HospitBI, 
Bologna, Italy; 1 Division of Pneumology. S.Orsola-Malpighl HosprlBI, 
Bologna, Italy 

Introduction: Malignant mesothelioma IS a neoplasla of special lnterast be
cause of Its lncreasl ng frequency, poor prog nosls and dl rect assodation wrth 
asbestos exposure. Considered an uncommon neoplasia In the past, It can 
now no longer be seen es such. The extensrve diffusion of asbestos In this 
century has brought a sharp Increase In malignant mesothelioma rncldence 
and mortality, since asbestos Is a potent mesothelromatogan. The lack of uni
fomnlty In approach and the small number of pahents In most studres precludes 
at present any standardrzed treatment of this neopiB.Sla. 

Methods: Between July 1995 and February 1998. 18 patients with malrgnant 
pleural mesothelioma were enrolled In the study. Patients with histologically 
and/or cytologically confimned diagnosis, at least one measurable or assess
able tumor parameter end performance status (according to Kamofsky) ~ 
70% were eligible for this bial. Pabents pretreated with other chemotherapeu
tic drugs, with previous or concomitant tumor, with leucocytes < 4,000 JLI, 
platelets < 100,000 J.tl, serum creatinine > 1.5 mgldl, serum SGOT, SGPT and 
bilirubin > 50% of baseline and severe cardrac dysfunctions were exduded. 
The patients were treated wrth mitoxantrone (1 0 mglm2 lv or I pi), methotrexate 
(35 mglm2 lv) and m~omycln (7 mglm2 lv). The treatment was repeated every 
3 weeks, with m~omycln In aftennate cycles, up to progressron. 

Result&: All patients were evaluated for response. One complete response 
(CR = 5.5%) and 4 partial rasponsas (PR = 22.2%) were achieved; response 
rate (CR + PR) was 27.8%; 5 patients were stable under this treatment (NC = 
27.8%). The median survival time from onset of early symptoms and signs and 
from onset of chemotherapy was respectively 14 months (range 4-32) and 
8 months (range 1-27). This treatment produced a slgnlfiCanl rmprovement 
of subjective symptoms (dyspnea. pain) and pleural eflusJon. Hematological 
toxiCity was the main side effect Neutropenia WHO grade IV was observed In 
58.8% of patients, anemia grade IV In 5.9% and thrombocytopenia grade IV In 
17.6%. All side effects were reversible. 

Conclusions: Tha combination chemotherapy with mrtoxantrone, methotrex
ate and mltomydn used In this study has demonstrated objective actMty 
(response rate 27.8%). This treatment has also produced Improvements m 
subjective symptoms and pleural effusion. From the data presented here, 
this chemotherapy comblnabon can be consrdered active In the treatment of 
malignant pleural mesothelioma. 

1633P !Influence of paclltaxel (PAC) on topotecan (TPT) 
pharmacokinetics (PK) In advanced cancer patients 

J. SchOller, M. Czajka, E. Krexner, B. Springer, I. Eder, R. Terkola, 
B. Schelber. Hospital Rudolfstiftung Oncolog. Dep., InstiL pharmaC$111 
chemistry VIenna, Austna 

Introduction: Combination therapies of TPT with other cytostatic agents are 
cumentiy under Investigation for first line treatment of lung or ovarian cancer. 

In order to establish a PK base for comblnrng TPT with PAC, two PK studies 
were performed using TPT at a dosage of 1 mglm2 30 rnln InfuSion dl-5. 

Methods: In study 1, TPT-PK was compared between dl and d5, Including 
separation of Lactone (L) and Carlboxytate (C) (n=S). In study 2, a potential 
lnftuence of PAC on total TPT-PK was tested uslng a cross over design (n=7) 
wrth baseline TPT-PK detemnlnation on dl of the first cycle, then analysls of 
TPT-PK was repeated on dl of cycle 2 when preceeded by PAC 175 mglm2 
3HR lnfuslon. Sampling period was 6HR, TPT measured by reversed phase 
HPLC with fluormetrfc detacbon (for L and C separation bed side preparation 
of serum samples with cold acetonltril was performed), noncompartimental 
analySis calculated by WlnNonlln. 

Results: 

Cmax (fl\Vml) AUC Iaili Cl (rnllmln) VSS(1) 

no5 Sludy 1 
L d1 28 1662 941 100 
LdS 33 1956 742 104 
Cd1 22 3813 368 69 
CdS 29 3809 291 tOO 

na7 Study2 
TPT 69 7653 261 44 
TPTIPAC 52 7367 172 36 

Conclusions: No significant drflerence of TPT-PK parameters (Lor C) could 
be documented between dl and d5 lndlcabng no drug accumulation dunng 5 
days treatment. The addition of PAC did not change the PK behavior of total 
TPT (AUC last ng/ml.min p < 0.8). 

Schedule-dependent antitumor efficacy of lrlnotecan 
(CPT-11) and 5-Fiuorouracll (5-FU) In nude mice 
bearing colon tumor xenografts that are resistant to 
5-FU 

U. Vanhoefer, G. Hapke, A. Harstrick, W. Achterrath, Y.M. Rustum, S. Seeber. 
Department of lntennal Medicine (Cancer Res98rch), West German Cancer 
Center, Umverslty of Essen, Germany; Roswell Park Cancer Institute, Buffalo, 
New 'lbl*, USA 

The antitumor efficacy and schedule-dependent Interactions of CPT-11 and 
5-FU wera evaluated rn athymlc nude mica (nulnu) bearing xenografts of 
5-FU reslstant human colon caranoma HT29R1 cells. Drugs were given at 
their mBXJmum tolerable doses (Mm): 5-FU (300 mglkg, l.v. bolus); CPT-11 
(20 mglkg r.v., d 1-5). HT29R1 tumor xenografts showed naarlly complete 
resistance to 5-FU treatment (overall response rate 8.3%, no cures). In contrast 
treatment with CPT-11 at rts MTD produced 8 tumor response In 80% of mice 
Including 20% complete tumor regression (cures). No differences In toxlclty rn 
temns of maximum weight loss (MWL) between 5-FU or CPT-11-treated mice 
were observed (MWL: 17.6 ± 7.2% and 14.2 ± 6.5%, respec!Nely) and no 
treatment-related deaths occurred. The activity and toxlclty of the comblnation 
oi5-FU and CPT-11 were highly schedule dependent The sequence of CPT-11 
(10 mglkg l.v d 1-5) followed by 5-FU (100 mglkg l.v. d5) was slgnlflcantly 
more active than the reverse sequence (5-FU d1; CPT-11 d 1-5) In temns of 
tumor response but also resuijed In higher tol<JCity. 

Conclusions: CPT-11 showed signrftcant antitumor activfty agarnst 5-FU 
reslstant colon tumor xenografts. The data reported herein suggest that the 
administration of CPT-11 followed by 5-FU may resuij In superior antitumor 
eff1cacy agalnst 5-FU resistant tumors when compared with a schedule of5-FU 
followed by CPT-11, but may also produce increased toxicity. 

I635P I A sequential chemo-radlotherapeutlc treatmentfor 
anaplastic gliomas: A phase II pilot study 

C. Dazzl, A. Canello, M Giannini, P. Glovanls, G. Florentinl, M. Leoni. 
G. Rosti, D. Turcl, A. Tlenghl, M. Marangolo. Dipartimento dl Oncologia, 
Ospedale CMie, Ravenna, Italy 

Introduction: Oespije the slgnll1cant advances In surgery, radiotherapy and 
chemotherapy, the prognosis of patients with newly diagnosed hlgh grade 
gliomas rennalns dismal and virtually none are cured of their Illness. The 
propose of our study was to evaluate the actMty and toxicity of the sequential 
chemo-radiotherapeutic treatment on the basis of earty report by Grossman 
(ASCO 1989). 

Methods: Eighteen patients with histologically diagnosed malignant gliomas 
entered the study. The median age was 54 years (36-69). Fifteen patients 
had ghoblastonna multlfomne (83%), two had anaplastic astrocytomas (11 %) 
and one had anaplastic oligodendrogliomas (AAO). BCNU (40 mglsqm'die) 
30 mrnutes l.v. Infusion rn 4 doses a day and Clsplatin (40 mglsqm/dle) r.v. 
connnuous Infusion were administered concurrently for 3 clays every 3--4 
weeks. Radlotherapy was begun 30 days after the 2nd or 3rd cycle of 
chemotherapy and consisted of 45 Gy whole cranial rrradlation plus 8 15 Gy 
boost on the preoperative volume. 

Results: We administered 45 cycles of chemotherapy. Thirteen patients had 
mlsurable dasaase and were evaluable for response After chemotherapy we 
obtained 3 CRs and 4 PRs (RR 54%). Three PRs were converted to CRs 
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after radiotherapy, tor a complete remlss1011 rate of 48% (6113). The median 
duration of response was 10 months. The med1an survival of the entire pabents 
population was 9 months with 33% survival rates at 1 year. The patient wrth 
AAO Is free of desease at 82 months from the beglnmng of chemotherapy. 
Vomiting grade 3, hematologic toxicity grade 4 In one patient and grade 3 
In two patients were the major complications due to chemotherapy, while 
nephrotoxicity and neurotoxicity were usually mild. 

Conclusion: Our sequential chemo-radlotherapy regimen appears to have 
significant actJvtty in adults with newly dlagnosed high-grade gliomas. 

I636P I JE-941 (Neovastat), an Inhibitor of angiogenesis: 
Phase 1111 lung cancer clinical trial results 

M. Riviere 1 • J. Latreille2 , P. Falardeau 1 • E. Dupont1
• 

1 JEtema Laboratories 
Inc., Ste-Foy, G 1 N 4AB, 2 Centl9 Hospital fer de I'UniiiBrslte de Montreal, H2W 
1T8, Canad8 

Introduction: .<E-941 Is a complex derived from cartilage that has shown 
both antlangloganic and antimetalloprote1nase activities. Oral administration of 
.IE-941 (125 mg/kg) resu~ed In approximately 50-70% reduction 1n the number 
of lung metastases using the Lewis Lung Carcinoma mouse model. No signs 
of toxiclty were observed. 

Methods: JE-941 Is cunrentiy In Phase 1111 clmiCBl trials In Canada and 
In the US for the treatment of lung, prostate and breast cancers. Patients 
were administered escalating doses (4) of .IE-941 for 12 weeks. TolerabU~ 
and clinical benefits (tumor assessment, ECOG, body weight and analgesic 
consumption combined) were evaluated 

Results: Results obtained from 25 assessable pabents of the Phase 1/11 trial 
tor lung cancer show a trend in favor of a dose/response effect of patients' 
clinical benefits. Doses ranging between approximately 10 to 80 mg/kg were ad
ministered orally. Including the Canadian Spedal Access Program that started 
In July 1996 and the ongolng Phase 1/11 cllnlcallrlals, approximately three hun
dred and thirty (330) patJants have been exposed to JE-941 for up to 20 months 
without reporting any serious adverse events definitively associated wrth it. 

Conclusions: Oral administration of .<E-941 demonstrates a favorable safety 
profile and show a posrtlve trend in favor of a dose/response improvement m 
clinical parameters. Complete results of Phase II lung and Phase I breast and 
prostate trials w111 be available 03-98. 

1637P I In vitro cytotoxicity of Tomudex (TOM) In combination 
with 5-Fiuoroumcll (5-FU) and levotollnlc acid (LFA) In 
head and neck and colon cancer cell lines 

A. Budlllon, D. Barbanulo, E. Dl Gennaro, C. Manzo, G. Comella, 
F. Caponigro. lstituto Nazfonale Tumor/ G. Pascale, NBpOI/, Italy 

Tornudex Is a pure thymldylate synthase lnhibHor, with clmlcal activity In 
colorectal cancer and m other solid tumors. TOM has recently bean reported 
to down-regulate the actMty of dlhydropyrlmldlne dehydrogenase (DPD), and 
this implies a potential role for TOM In combination with 5-FU. 

We have evaluated the cltotoxlclty of TOM, 5-FU and LFA, when used In 
several different schedules In three colon cancer cell lines, (LOVO, GEO and 
SW620) and In one oml epidermoid carcinoma cell line (KB), using the SRB 
coionmetnc assay. 

LFA 5 11M alone had no effect on cell proliferation, while In combination 
w1tln 5-FU it reduced by about 50% 5-FU IC50 In all tested cell lines. as 
expected. If 5-FU was added Simultaneously to TOM, a slightly additive effect 
was observed. When LFA, alone or m combination with 5-FU, was added 
slmu~neously to TOM, It slgnlflcantly lnhlb~ed TOM-Induced ettotoxiclty by 
Increasing TOM IC50 up to 30 fold. The sanne effect was observed rt cells 
were treated with LFA alone or In combination wrth 5-FU followed 24 hrs later 
by TOM. In this case TOM IC50 was Increased up to 10 fold . When 5-FU 
alone was followed 24 hours later by TOM, an add1trve effect was observed. 
Interestingly, If cells were exposed for 24 hours to TOM and then to 5-FU + 
LFA, a clear synergism was observed In ali tested cell lines, wh1le only an 
additive effect was shown when 5-FU alone was added, thus lnd1cating an 
Important role for LFA In this schedule-dependent synerglstlc effect. 

In conclusion, our preliminary In ~ro studies suggest that LFA does not 
Interfere w1th TOM cytotoxi~ If a 24 hour Interval elapses between the two 
dnugs. In addrtlon, this study also Indicates that the combination of TOM 
followed 24 hours later by LFA+5FU is a worth pursuing approach for clinical 
investigation. Finally, we are currently measuring DPD actrvtty m all tested cell 
lines In onder to find out a possible correlation with in ~ro synergistic effect. 

ls38P I Resistance to Gemcltablne (GEM) In a Faa-ligand 
(Fasl)-reslstant cell line Is not dependent on the 
Fas/Fasl (CD95JCD95L) system 

M. Mell1·2 , M. Tolomeo3 , N. D'Aiessandw, S. Grimal.KJ<:il, G. Ruberti', 
G. Papoll", L Rausa 1 , L Dusonchet2. 11nstltute of Oncology; 21nstftute of 
Pharmacology; 3Chalr of Hematology; UniiiBrs/ty of Palermo. 41nstftute of Cell 
Biology. CNR Rome, Italy 

Introduction: The T -cell lymphoma HUT78B1 cells were selected by exposure 
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to a Fas-agonistlc Ab and, in contrast to the parental HUT78, are resistant 
to Fas-medlated apoptos1s owing to the expression of both a wild-type and a 
truncated Faa receptor. HUT78Bt retain sens1tivrty to apoptosls from various 
anticancer drugs, but are resistant to the cytidine analog GEM. 

Methods and results: Cytotoxicity was evaluated by vitality assay and 
apoptosis by flow cytometry and fluorescence microscopy. In comparison 
with HUT78, HUT78Bt exhibited a high (about !DO-fold) resistance to the 
cytotoxic and apoptobc effects of GEM. They were moderately cross-resistant 
to cytarablne, but retained sansltlv~ to fiudarablne or hydroxyurea. To clarify 
whether the Fas/Fasl systann plays a role in the callular response to GEM, we 
evaluated the effects of GEM In HUT78 after pretraabment with Fasl- (NOKI, 
NOK2) or Fas-(ZB4, DX2) blocking anbbodies or the inhibitor of caspase 8 
YVAD-ank. Overall, we did not observe any clearcut effect of such blocking 
reagents on GEM-Induced apoptos1s and cytoto~. in sp~e of an Increase In 
FasL levels after 4 or 8 h of exposure to GEM, as shown by Western blotting 
assay. However, the apoptotic effects of GEM were suppressed by Z-VAD, 
a wide spectnum inhibitor of caspases. Finally, HUT78B1 accumulated about 
1Q-fold less 3H-GEM than HUT78. 

Conclusions: The antitumor effects of GEM on HUT78 cells do not correlate 
to the Fas/FasL pathway, whereas they seem to be dependent on the caspase 
cascade. GEM accumulation by the cells might account for the response to 
GEM In this model The possible interactions between the Fas/FasL system 
and chemotherapeubcs agents deserve further Investigations and might have 
relevance to cancer therapy. Supported by Eli Ully. 

I639P I Ectelnascldln-743 (ET-743) 24 hours contlnous 
Infusion (CI): Clinical and pharrnacoklnetlc phase I 
study progressive report 

M. Rlofr1o1 , A. Taammal, B. Mckranter1 • F Goldwassef1 , J. Jlmenoi, 
C. Jasmln1 , J.L Mlsset1 • E. Cvitkovic1 . 1 FSMSfT. Ht}pltal Paul Brousss, 
Villejuif, France; 2 Pharma Mar, Madrid, Spain 

Introduction: ET-743, a tetrahydrolsoqulnollne alkaloid Isolated from the 
Ectelnasddia Turblnata, a mlnor grove DNA binding agent spedfic for the 
guanine rich regions, with potent actrvlty In murine tumor models and In human 
lines In v~ro and in vivo. Bone marrow and liver function toxiclty were shown 
in preclinical studies. A plhase I study with ET-743 I.V. 24 hours C.J. every 21 
days is ongoing, In solid avanced stages tumors. 

Methods: Slnce may 1996, 31 pts wane treated over 9 dose levels (DL) 
from 50 to 1800Jlg/m2. Median number of cydeslpts: 2 (1-8). median age: 55 
(26-74). F/M: 18/13, ECOG PS: 1 (G-2). Tumor types· colo-rectum (7), ovary 
(4), sarcoma (7), renal (3), breast (4), bladder (2), larynx (1), gastric (2) and 
ACUP (1), ail refractory to standand chemotherapy. Nausea/vomiting (grade 
2) and reverslble (4--6 days) transannlnase elevation starling 2-4 days attar 
treatment were seen from 800Jlg/m" DL. This to~ is self limiting (resolved 
by day 7-1 0). Maximal transaminase (ASAT-ALAT) elevation, and neutropenia, 
at the five h1ghest DL is shown below (NCIC-CTC) 

Dose level Pt&ICy Neutropenia Transamlnltls 
p.glm2 Grade Q--2 Grade 3-4 Grade Q--2 Grade 3-4 

600 316 316 316 
900 318 318 2fT 111 

1200 5119 5119 3/17 212 
1500 4/16 1/9 317 1/9 317 
1600 4f7 212 215 1/2 315 

Conclusion: The Incidence of reversible grade 4 transamlnates and fre
quency of grade 4 neutropenia suggest that MTD is close to !BOOt• glm2 

I640P j Optimization of tumor suppressor genes delivery 
using original cationic lipids In malignant 
mesothelioma cells 

S. Piperno-Naumann 1·2 , X A. Cao1 , R. Coudert1 , J.L Breau2, M.C. Jaurand1 , 

E. Talllandler1 . 1 Laborat01ra de Spectrom8trle Moleculalra, Unlversite Paris 
XIII, Bobigny. France. 2 Servlce d'Oncologle M6dicale CHU Avlcenne, 
Boblgny. France 

Human malignant mesothelioma (MM) d1splays chromosomal abnormalitles, 
particularly homozygous deletions of the p16 tumor suppressor gene. 

In attempt to replace altered genes in MM cell lines In culture and in nude 
mice xenograft, wa developed a non viral gene delivery technique, uslng 
orlg1nal synlhetlc cationic llposomes V14 and V5, and a DNA compacting 
agent spemnlne. Transfecllon us1ng naked DNA or commercialized cationic 
lipids is Inefficient In MM cells. Cell lines were established from the MM of 
pabents In accondanca w1th pathological criteria, and prior to therapy. 

The first step was to test the abll~ of different earners: DOTAP, llpofectine, 
and original V5 and V14. Therefore, we studied the f3 galactosldase (/jgai) 
gene expression In 3 human MM cell lines m culture (RAV, FER, BLA), aft9f 
transfectloo of a {jgal reporter gene (pCMV{j CLONTECH) oomplexed to lipids. 
2.1 ~ cells were transfected with 0.5 to 9 l'g of pCMV p alone, condensed with 
spemnlne, than complexed to cahonic l1pids. The {jgal actMty was measured by 
chemolumlnescence (Galactollgh( TROPIC) 48 hours after transfection. The 
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endogenous {Jgal actMty was determined in cell extracts, reduced using heat 
Inactivation, and subtracted from the measured level. Significant {Jgal gene 
expression was seen only In cells exposed to DNA-V5 or V14 complexes. 
There was low pgal activity In cells exposed to DNA alone, demonstrating that 
the cationic lipid carrier was required for transfectlon In MM cells. More, no 
slgniflcant {Jgal activity was detected 1n cells exposed to DNA complaxed to 
DOTAP (Boehringer) or llpofectlne (GIBCO BRL). In FER cefls using V5 ou 
V14, we obtained 4.1 ~ relative light unit per mg of total protein, corresponding 
to a ratio 20:1 In comparison with the endogenous measured level. Moreover, 
XGAL essay revealed a transfectlon efficiency about 70% (ratio between 
trsnsfected and total cell numbers). 

Finally, the cy1otoxlclty of the llpid-pCMV {J complexes was tested with MTT 
assay, showing no slgnlflcant toxioty for V5 or V14 up to tenfold concentration 
used for transfectJon. Currentiy, transfecllon assays uslng both pCMV{J and 
pCMVp16 are proceeded with the same procedures. The results will be 
reported In the final presentabon. 

1641 P I Phase I trial of docetaxel (DOT AX) and topotecan 
hydrochloride (TOPO) In patients w"h advanced solid 
tumors 

K. Tkaczuk, S. Brooks, J. Minford, B. Melsenberg, K. Fedenko, S Sivasallam, 
N. Tall, D. VanEcho. Greenebsum Cancer Canter University of Maryland 
Medical System. Baltimore Maryland, USA 

This Is a follow up on our phase I study with DOTAX and TOPO In pts With 
solid tumor mallgancles, both DOT AX a promoter and stabilizer of miCrotubule 
assembly and TOPO a topolsomersse I inhibJ!or have demonstrated antJtumor 
activity 1n various solid tumor mallgnanc1es. A phase I study was designed 
to assess the dose limiting toxicity DLT, maximum tolerated dose MTD, and 
pharmacokinetics of the combination. DOT AX was administered first as 1 hour 
lnfuslon on clay 1 of the odd number of courses, and day 4 of the even number 
of courses, and TOPO was administered as a 30 min. lnfus1011 on days 1, 2, 3, 
4. of each course every 21 days. Fourteen patients (pts) have been treated so 
far. six In cohort I DOT AX/ TOPO 6010.75 mg/m2 respectively without G-CSF 
and 2 pts. developed febrile neutropenia; four pts. 1n cohort II, same dose 
level with G-CSF and no DLT was observed; and four pts. were treated in 
cohort Ill, DOTAX/TOPO 8010.75 mgtm2 with G-CSF, and 2 developed febnle 
neutropenia. Patient profile: 9 females, 5 males, median age 52 (43-72), 
median ECOG PS 1 (o-2). Four pts. had ovar1an carcinoma (CA), 2 pts breast 
CA, 5 pts. Head and Neck CA, 1 patient (pt) cervical CA, 1 pt gastric CA, 
and 1 pt. fallopian tube CA. Hematologic DL T was defined as neutropen1c 
fever or any grade IV hematologic toxlclty that d1d not recover within 7 days. 
G-CSF 5 ll1Cf¥kg was started on days 5 through 14 of each course II hema
tologic DLT, excluding thrombocytopema and anemia, was ach1eved. Forty 
courses were administered. Median absoMe neutrofil cout (ANC) for cohort 
I was 400 cellslmm3 (G-5372), median platetlet count (pit) 64,000 cellslmm3 

(30-479,000), median hemoglobin (Hb) 9.9 g/dl (6.9-11.6). For cohort II m&
dlan ANC was 3726 ce1Vmm3 

( 162-11 , 716), med1an pit. 11 0,000 ce1Vmm3 
(46-162,000), median Hb 10 g/dl (5.7-11.2). Cohort Ill median ANC Is 4265 
cellslmm3 (216--25,740), median pit. 120,000 cellslmm3 (77,000--260,000), 
median Hb 9.7 g/dl \75-12.9). Other mild grade Vll non-hematologic toXICities 
were seen such as constipation, nausea, myalglas, fatigue, lacsal ftushlng, 
weakness, alopecla. One pt. had partial response and 5 pts had stable dis
ease. MTD was reached at DOTAX/TOPO dose level 8010.75 mg/m2 with 
G-CSF, and the dosa w111 be deescalated to 7010.75 mglrn2 with G-CSF. 

1642P I Phase I trial of docetaxel and short Infusion 
Gemcltablne given every two weeks for advanced 
solid tumors 

T.H Davis, J.R. Rigas, L H Maurer, J.M. Pipes, M. Obrocea, C.P. Tretter, 
E.L. Smith, L Meyer, S. Harnrnond. Dartmouth-Hitchcock MedJcal Center and 
the Norris Cotton Cancer Canter. Lebanon NH, USA 

Introduction: Docetaxe! and gemdtablne have broad antitumor activity as Sin
gle agents. Their modes of action suggest non-cross resls1ance. We designed 
this dose-ranging !rialto define the optimal Phase II doses of docetaxel and 
gemdtabine when given In a novel two week schedule. 

Methods: Patients (pts) with advanced solid tumors recelve docetaxel ( 1 
hour IV Infusion) followed by gemdtabine (30 minute IV lrrfus1011) every 2 
weeks. Dose levels (mg/M2) of docetaxeV gemcitablne: 1: 4012000; II: 4512000; 
Ill: 4512500; IV: 5012500; V. 5013000; VI: 5513000; VII: 5513500. Twenty-eight 
evaluable pts enrolled; median age 57 years (range: 41-70); 20 prevloualy 
treated with chemotherapy; 27 with pertonmance status ;:>: 80%. 

R88ultll: Pis with grade 3--4 adverse events: 

Dose level 
Total pta 

Nausea 
Neutropenia 
Thrombocylopenla 
Anemia 
Fatigue 

3 
Ill 
3 

1 
2 

IV 
6 

1 
2 

v 
6 

1 
3 

VI 
3 

Maximal tolerated dose (MTD) has not yet been defined. Responses have 
been observed In nonsmall cell lung, head/neck, breast, and gastric cancers. 

Conclusions: The combination of docetaxel and gemcitabtne can be given 
every 2 weeks with acceptable toxlclty, and responses have been seen. Dose 
escalat1011 and accrual continue. Docetaxel phamnacoklnetics Will be studied 
uslng a limrted sampling model at the MTD. Phasa II trials In several tumor 
types are antlclpated. 

I643P I Chylomicron metabolism Is aHered In ovarian 
carcinoma 

S.R. Graziani, R.C. Maranhao, L.1. Brsndlzzl, C.G. Vlnagre, R. Hegg, 
R.F. Amanclo. Hoort Institute of MedJca/ School, Faculty of Phannaceutical 
SCiences, University of Slio Paulo, s.§o Paulo, Brazil 

Introduction: Chylomlcrons are trlglycerkle-nch llpoprotelns that carry In the 
bloodstream the d1etary lipids absorbed In the Intestine for energy supply of 
the tissues. Th91r tnglyceride content Is hydroUslsed by lipoprotein lipase on 
the vessel wall and the resulting remnants are taken up by the liver. Altered 
chylomicron metabolism has been shown In some malignancies and may 
have Important Implications In nut:nllonal managent of the patlens. Currentiy, 
chylomicron metabolism was evaluated In patients with ovarian neoplasm 
uslng a labeled ar!Jf!Cially-made emulsion that mimics natural chylomlcrons as 
a study tool. 

Methods: Patients were asslgned to two groups: those with advanced 
disease (AD) and those Wlthout active disease (WD). The chylomicron-like 
emulsion labeled with 14C-cholesteryl esther (CE) and 3H-trigllcerid(TG) was 
Injected Intravenously Into 3 AD patients and 5 WD patients. Blood samples 
were taken aat regular intervals during 60 min for deterrmnabon of the plasma 
decaying curves of the ISOtopes. Fractional clearance rate(FCR, In min) of the 
labels was calculated from the curves. 

Resultll: 

TG-FCR 
CE-FCR 

AD 

0 33 ± 0.017 
2 2 X 10-B ± 1 1 X 1 o-g 

WD 

0.043 ± 0.01S N 
0 013 ± 0.006 (p < 0 05) 

Conclusions: The results show that patients with advanced disease develop 
a~eratlons of chylomicron metabolism characterized by dlmlnlshed hldrolysls 
of tnglycerides (expressed by FCR-TG) and diminished removal of the gener
ated remnants from the circulation (FCR-CE). Th1s finding Is suggestive that 
cachexia thatlrequentiy accompanies this disease can be related with delldent 
dietary fat assimilation by the organism resulting from defective chylomicron 
metabolism. 

I644P I Phase I and phannacoklnetlc (Pk) study of an orally 
active drug, 2-deoxy-2-methylldenecytldlne (DMDC) In 
patients w"h advanced malignancies 

A. P1uzanska 1 , R. Rastogl2 , A. Devtln3 , M. Pawlicki', C. Rami au', P. Chaba, 
L DnumrTlOJ"ld'!. 'Department of Chemotherapy M9dlcal University of Lodz, 
Poland; 2 PPD Pharmaco Inc, US, Poland, and UK; 3Protodlgm Ltd Heme/ 
Hempstead, UK; • Department of Chemotherapy, Oncological Center, Cracow, 
Poland; 6 Department of Chemotherapy, Med"ICBI University, Poznan, Poland 

Introduction: DMDC Is a potent 2'-deoxy-cytldlne analogue, which is phospho
rylated by deoxycylld1ne klnasa Into Its active forms which Inhibit ribonucleotide 
reductase and DNA polymerase within tumor cells to Impair DNA synthesis. In 
human tumor xenograft models DMDC giVen orally markedly reduced growth 
of tumors Including colorectal, non-small cell lung (NSCL), breast, esophageal, 
renal cell, gastric and pancreatic, particularly those with high levels of cytl
dlne deamlnase acllvity. The objectives of Phase I study were to lnvest1gate 
maximum tolerated dose (MTD), tolerabiiJty and Pk profiles of DMDC and Its 
matabolite DMDU when given orally twice a day for 7 or 10 days, every 21 
days In patients with advanced mallgnaooes. 

Methods: lnltlally, a cohort of 6 patients Wl1h advanced NSCLC for whom 
no standard chemotherapy was available, was enrolled at a starting dose of 
12 mglrn2. b!d x 10 days, p.o, q21d (10q 21d). For tha second cohort of 6 
patients, the dose was deescalated to 9 mg/m2, bid, x 1 Odays. The second 
schedule of dosing enrolled a cohort of 6 advanced NSCLC and colorectal 
cancer (CRC) pabents, at tha dose of 12 mg/m2 , bld x 7 days, p.o, q21d 
\fq21d). For the second cohort of 6 pabents, the dosa was escalated to 15 
mg/m2, bld x 7 days, q21 d. Blood samples were collected for Pk analysis, 
salety assessment and dose modification purposes. Tumor assessments were 
pertormed to preliminarily assess anti-tumor activity. 

Results: DMDC at12mglm2, p o., 1 Oq21 d, bid produced clinically significant 
hematolog1caltoxlcltles. A dose of 9 mg/m2, p.o., 10q21d, bld was well-tol
erated and recommended for Phase lVIII trials. DMDC when administered 
twice dally 7q21 d, a dose of 15mglrn2, bid produced clinically slgnlftcanl but 
acceptable tolerabliJty profile and this dose was recommended lor Phase lVIII 
tnals. Dose limrtlng toxcltles for both schedules were neutropenia and throm
bocytopenia with nadir counts occumng on day 17 and 14 respectively, and 
recovery by day 21. Grade 3 asthenia occurred only In 1 Oq21 d schedule. Other 
non-hematological toxicities were generally mild to moderate In nature and 
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reversible. Pks of DMDC and DMDU appear to be linear. Oral bloavallabtlrty of 
DMDC Is estimated as 41%, with tenn1nal half~~e of approxlrnately 2-3 hours. 
No accumulation of DMDC was reponed after repeated dosing. 

Conclusions: DMDC when administered orally twice a day for 7 or 10 days 
Is well tolerated. Patient enrollment continues to substantiate safety profile and 
to Investigate anti-tumor actMty of DMDC in both NSCLC and CRC patients. 
[Acknowledgement - C. Brindley, Quintiles, ScoUand (Ud), Edinburgh, UK 
perionned Pk analysis of blood samples]. 

Js45P J Resistance to the multltargeted antlfolate (MTA, 
LY231514): MuHifactorlalln human leukemia, breast, 
and colon carcinoma cells 

B M. Scbultz, V. J. Chen, J. R. Bewley, E. F. Roberts, C. Shih, J. 
A. Dempsey. Ully Research LaboratoriBs, lndlanspolis, IN 46285, USA 

Introduction: MTA Is a structurally novel antifolate that inhibits multiple folate
requiring enzymes. MTA is readily polyglutamated, and the pentaglutamate 
Inhibits thymldylate synthase (TS), dlhydrololate reductase (DHFR) and gtycl
namlde ribonucleotide fonnyttransferase (GARFT) with KJ values of 1 .3, 7.2, 
and 65 nM, respectively. 

Methods and Results: We sought to detennlne the mechanistic basls for 
antifolate resistance In several human tumor cell tines adapted to escalating 
MTA concentrations. The degree of resistance 1n growth lnhlbltlon assays 
was 729-fold for CCBF-CEM leukemia, 140-fold for GC3 colon caranoma, 
and 117-fold for HCT-8 colon carclnoma cells. Strong collateral res1stance (> 
3500-fold) was noted for the selective TS Inhibitor, raltltrexed In all three cell 
lines. In contrast, only modest cross-res1stance was noted for methotrexate 
and the GARFT Inhibitor, LY309887. Cellular r951Stance to MTA was stable 
upon removal of selective pressure Only GC3,rr,., cells showed Increased 
(-40-fold) TS activity. Accumulations of MTA at 24 hours In CCRF-CEM,..rr,.,, 
HCT -8t,rr,.,, and GC3,rr,., cells were 2, 6, and 46% of wild-type values. Thymidine 
totally lacked protective activity In the MTA-reslstant cells. The resistant cells 
with TS ampllf!cation dennonstrated a GARFT -like reversal pattem (complete 
protectlon by hypoxanthine), whereas the other MTA-reslstant lines demon
strated a DHFR-IIke reversal pattem (complete protection by hypoxanthine 
plus thymidine). 

Conclusions: Resistance to MTA Is multifactorial, and MTA appears to have 
the unique ability to shift target enzymes through development of resistance. 

J646J Euregenethy/regulatlon of gene therapy: A European 
network of users- DGXIV E.S BIOMED IV ELSA-CA 

Odlle Co/1en-Haguenauer, Coordinator (see home page for list of European 
partners). H6pltal Ssfnt-Louls 75475 Paris C&dex 10, France 

The development of recombinant DNA technology has Induced In the public 
fears and speculation regarding Its potential rlsks In fact, Implementation of 
gene therapy mvolves technological approaches wh1ch might not be devoid of 
potential side effects (as with many conventional therapeubc means addresslng 
severe conditions). The regulation of Gene Therapy Is Intended to assess lor 
potential risks in order to restrict them; but also to delineate a margin where 
safety can be secured. Th1s should also contnbu1e to better understanding 
and Improved public acceptance. Within the EU, three Dlrectlves have been 
adopted 1n respect of the use of genetically modified organisms (GMOs)- 1n 
fact, national autinorities have often interpreted them in ways that generate 
heterogeneity. Such heterogeneity justlfles the need to conduct a survey of 
national regulations and to circulate to potential users expert Information on 
European regulation. This should ultimately contribute to harmonisation via the 
dissemination of knowledge and expertise. In th1s project a series of tasks will 
be undertaken which Include· 1. making a record of regulatory Information from 
each member state; 2. translation (Into a language understood Europe-wide) 
and circulation; 3. clrculation ot mformation Including both national and overall 
regulation by means of prlnted reports, telennatics & support of Europe-based 
]oumals, spedallslng In this field; 4. a record of regulatory Information from 
the EU relevant to the fields of gene transfer and gene therapy In humans; 
5. a survey of the opinions of the Europena Group on B109thlcs and the 
declarations of the Unesco I BC; 6. lnteraclion wrth the European Cornmlss1on; 
EMEA, OECD Biotechnology Unh, lndustnal platfonns; 7. establishment of a 
booklet of recommendations for users. 

This project Involves the contribution of expert users; some partners have 
already conducted clinical trials In their countries. Extended audience wlll 
be addressed taklng advantage of ldentrfied networks and suitable contacts 
with professional assodatlons, regulatory bod1es, bioethlcs groups, public 
authonties and services, as well as Industrial platforms, under the form of 
multldlsdpllnary fora. Our purpose Is to provide users with relevant information 
and to contribu1e to harmonisation. 

http://193.48.4024a-'/www/euregenethyleuregenettry.html 

Novel therapeutics and pltamwcology 

J64 7J Cy1otoxlc effects of topotecan combined with various 
active G2/M phase anticancer drugs In panel of human 
tumor derived cell lines 

C. Plasenda, M. Taron, A. Abed, C. Martin, M. Guillot, J.L Manzano. Medical 
Oncology Service and Laboratory of Molecular Biology Hospital Unlversltarl 
Gennans Trias I Pujol. c/ Canyat sin. 08916-Badalona (Barcelona), SPAIN 

TPT acts as cell cycle specific drug (Topolsomerase I inhibitor) recruiting 
cells at S and G2iM phases ot the cell cycle. Particularly G2 phase cell ar
rest has been associated to accumulation of relatively Inactive cyclln81/cdk2 
complexes. The aim of our study was to analyze cytotoxldty due to se
quential combination of TPT and G2/M-phase active drugs In a panel of 
human tumor cell lines: TPT-Bieomydn In HEp-2 (derived from SCCHN), 
TPT-DocetaJCel In SKBr-3 (denved from breast cancer) and TPT-Etoposlde 
In NCI-H23 (derived from NSCLC). We hrst detennlned optimal conditions 
to obtain maximum TPT-induced G21M-phase cell arrest. Secondly, we used 
these G2/M-arrest intervals to assess cell toxlclty due to specific G2/M drug 
administration. These combination schedules WBfB always synergistic when 
Bleomycin, DocetaJCel or Etoposide administration overlapped the Interval of 
maximum TPT -Induced G2/M-phase cell arrest. Conversely, opposite sequen
tial schedule Etoposide-TPT was only addltlve In NCI-H23, whereas Doc
etaJCel-TPT and Bleomycln-TPT yielded a less than addi!Jve effect In SKBr-3 
and HEp-2 respecbvely. Our In vitro assay shows that: 1) combination between 
Bleomycln, Taxotere or Etoposide and TPT Is highly synergistic when the 
optimal sequential administration schedule is applied; 2) synergistic combina
tions are found In all three cell lines despite of their mu1ated p53 status; 3) 
In contrast to d1fferent schedules presented to date, wa obtained encouraging 
results In both sequential admi nistratlon schedules usIng Tope Isomerase I and 
Topolsomerase II inh1brtors In NSCLC. 

l64aj Hemoly11c uremic syndrome wHh Gemcltablne therspy? 

Man Funq, Anna Marla Stomlolo, Sinh Nguyen, William Brookfield, 
James Vigil. Ully R9568rch Lsboratories, £11 Ulfy and Company, lndlanspo/ls, 
Indiana, USA 

Introduction: Hemolytic Uremic Syndrome (HUS) Is a rare clinical condition 
occasionally reported In cancer patients. It can be caused by the malignancy 
ltseH and has been ImpliCated with some chemotherapeutic agents. It has 
been recently observed that gemc!tablne may be rarely associated with this 
condition. This reVIew examines the validity of this observation and anempts 
to identify the Incidence of and risk factors for such occurrences. 

Methodology: The manufacturer's safety database was searched from 01 
Aug 1987 to 31 Dec 1997, the ten-year period slnce gemdtabine was first 
studied In human sub(ects. In eddltlon to the tenns HUS and thrombotic throm
bocytopenic purpura (TTP), a comprehensive s&arch of possible terms related 
to renal and hematologic abnormality was conducted. All cases generated 
were 1'9Vlewed lndMdually to evaluate patient demographics, dosing, clini
cal presentation, and ou1comes. Clinical (mlcroangiopathic hemolytic anemia, 
thrombocytopenia and acute uremia) or pathologic (renal blopsy) criteria was 
used to confinn the cases. Attempts were made to validate lndMdual cases 
and exam1ne risk factors that may have predisposed patients to HUS. A crude 
irddence rate was calculated using worldwide patient exposure data from 
clinical tnal and commerclal use. 

Resultll: Twelve cases were klentlfled in the review. Based on an estimated 
wortdwlde patient exposure of 78,800, a crude Incidence rate of 0.015% was 
detennined. Ceses Included 7 males (58%) and 5 females (41%) with a 
median age of 55 5 years (range 37-73). Two-thirds o1 these patients were 
between 50 and 69 years Primary malignancies were pancreas (50%), lung 
(33%), stomach (8.5%), and biliary tract (8.5%). Median duration of therapy 
was 5.8 months (range 3.8-13.1). The median cumulative dose was 18,252 
mglm2 (range 2,450-40,269). Eight pabents developed HUS within 1 month 
from the time of last infusion and 4 patients developed the condition between 
1-2 months. Outcomes showed that 6 dled, 5 improved and 1 outcome was 
unknown. Annong the 6 deaths, 3 patients died from cancer progression, and 
1 d1ed from an unrelated myocardial Infarction Two patients died of HUS or 
related complications. For the 5 patients who Improved, treatment was elther 
dlalysls, plasmapheresis, splenectomy or a combination. Confounding factors 
were falrty comnnon. Two of the 12 patients had prfor chemotherapy treatments 
with mitomycln-C. Most other pabents had elther advanced stage cancers or 
pre-existing renal dysfunclion. 

ConcJualons: Despite a comprehensive 1'9Vlew of our database, very few 
cases of confinned HUS were found. The crude rate suggests that the irddence 
Is extnsmely rare ( < 0.02%). Confounding factors such as malignancies or 
other underlying cond1tlons may have contribu1ed to some of these cases. No 
consistent risk factors were identified. There Is no structural similarity between 
gematabme and mitomycin-C. or Clsplatin, nor known mechanism for this 
occurrence. In view of the large patient exposure, HUS remains a rare event. 
As with other treatments for malignancy, cflnldans should exercise pnudent 
judgment 1n weighing the appropriate nsk versus benefit ratio In uslng this 
chemotherapy in their patients. 
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Nove/therapeutics and phannacology 

16491 Phase I dose finding trial of lrlnotecan (CPT-11) 
combined with Ifosfamide (IFO) In patients with 
advanced solid tumors 

J.L, Garc[a-Lopez 1 , M.A. Seguf2, T. Aba&, J.M". Gimenez-Arnall", 
A. Moyano', M. NoguS2, S. Domfngue:z3, J Xarles4 • 1 H. Ramon y Cajal, 
Madrid; 2H.Parc Taulf, Sabade/1; 3H. Txagorrltxu, VIloria; 4Prasfarma S.A, 
Spain 

Purpose: CPT-11 and Ifosfamide are two very active chemotherapeutic agents 
that have already demonstrated efficacy for different advanced solid tumors. 
To determine the maxlmum tolerated dose (MDT), the toxicity profile and 
the feasibility of an lrlnotecan (CPT-11) plus Ifosfamide (IFO) comtljnatlon, In 
patients with advanced solid tumors, a Phase I trial wi1h a Simultaneously dose 
escalation of lrinotecan (CPT-11) and Ifosfamide (IFO) has been set up. 

Method: IFO Is given dl, 60 min. l.v. lnfus1on, and It Is followed by CPT-11, 
30-90 min. l.v. Infusion. Cycles are repeated q3w. Mesne uroprotectlon Is 
also administered. DLT Is defined: granulocytes ~ 500 x 1 OS /1; platelets ~ 
25,000x 10"11, febrile neutropenia (fever ::: 38.5'C wfth concomitant grade 
314 neutropenia), grade 314 neutropenia with sepsls, and any grade 314 non 
hematological toxicity appeared 1n the first cycle except alopecia, nausea & 
vomiting. Dose escalation runs as follows: 

Level CPT-11 IFO 

1 65 1500 
2 75 1500 
3 75 1600 
4 100 1600 
5 100 2100 
6 150 2100 
7 150 2400 
e1c (mg/sqm) 

Toxlclty No pts G1 G2 G3 

N & Vom. 5 5 0 0 
Aatenla 6 7 1 0 
Anorexia 5 4 1 0 
Diarrhea 3 3 0 0 
Hematuria 1 0 0 
Neutroper.la 0 0 

Status: Since October 97, 12 patients, 8 male, 4 female, have been treated in 
levels 1 to 4. 2 more are under screening to levelS. Median age: 57.3 (44--67); 
PS 0(1), PS 1(10), PS 2(1).1ndlcabons are: Hepatocarcinoma (3) Lung cancer 
(2), CeMCBI cancer (2), Colorectal (1), Melanoma (1), Lymphoma (1), Head 
& Neck (1), Smallintestlne (1). 37 cycles have been administered. 9 patients 
have received more than 3 cycles and are evaluable for efficacy. No dose 
limiting toxldtlas have been reported on first cycle until now. Main tOXICibes 
have been astenla, anorexia, nausea & vomlbng, diarrhea and neutropenia 
with no lever. Although this trial is not designed to evaluate efflcacy, 519 patients 
have progressed and 419 had stable disease alter 3 cycles of treatment Dose 
escalation Is sHII ongoing. 

Conclusions: CPT-11 and IFO comblnation seems to be lea5Jble. Toxlclty 
profile at dose levels tested Is not severe and manageable. MDT of this scheme 
is not yet reached. Final resu~s w111 be presented. 

Trial supported by a grant of Praslarma S.A. 

lsso I IL-2 llposome Inhalation therapy tor patients with lung 
and mediastinal metastases of solid tumors 

V.M. Mo1seyenko1 , K.P. Hanson1 , S.S. Avtushenko2, R.V. Or1ova1 , 

N.A. Ermakova1 , I.A Baldueva1 , V.B. Okuiov1 , N.N. Bl1nov1 • N.N.Petrov 
Rl1588rch Institute of Oncology1, R8SB8rch /nstltut8 of Htghfy Pure 
Blopraparations', St Petersburg, Russian Federation 

Introduction: IL-2 has a therapeutic actMty In patients wi1h metastsbc renal 
and colon cancer and dissemlnated melanoma It has been shown (Huland E. 
et al., 1997) that inhalation of IL-2 Is highly effective and safe in patients wfth 
lung metastases of renal cancer. Liposornal formulation of IL-2 can (Khanna 
C. et al., 1997) locrease the circulating ha~-llfe of IL-2, tsrgeting tissues of the 
Immune system and lungs and doorease toxiCity. The purpose of our study 
was to evaluate elllcacy and toxlclty of liposomal IL-2 lor the nreatrnent of the 
pta with lung and mediastinal metastases of solid tumors. 

Methods: In the study we Included pts with lung metastases of renal, colon 
cancer and melanoma. A recombinant IL-2 (Prolelkln; Chlron, Netherland) 
hae been used. The llposomal IL-2 Is prepared by original technology wrthout 
iyophy1ization2. The llposorne preparabon contains natural phospholipids with 
25% of phosphabdylhohne. Uposomes entrapment of IL-2 Is 80-85% Netr 
ullzation of liposomal IL-2 Involved the use of Sunmist Plus compressor (De 
Vllblss Health Cere UK Ltd.). 

The dose of liposomal IL-2 was escalated on the following dose-levels: 
I- 1.8 x 1o81U twice dally for 10 days; II- 3.6 x 10S IU twice daily for 10 

days; Ill- 4.5 x 1o8 IU twice dally for 10 days; IV- 6.0 x 10S IU twice daily 
for 10 days. 

Results: overall 8 pts were treated on these levels. The treatment with 
ilposomal IL-2 was well tolerated. Registered toxldty were: lever gr. I (518 pts), 

vasomotor rhinitis (318 pts), hemoptysis gr. I (2f8 pts). A 9-months stabilization 
was registered In 1 pt. There were no objective responses (CR,PR). The trial 
Is ongolng. 

Conclusions: The use of Inhalation of llposornal IL-2 Is a well tolerated 
promiSing method of lung metastases therapy 

1651 I Phase I trial of the bombesln receptor antagonist 
RC-3095 In patients with refractory solid tumors 

G. $chwartsmann, M. Horowitz, L Di Leone, E. Sander, 0 Campos, 
A.F. Ferreira Fllho, H. Schunemann, M.A.V. Viegas, A.l. Cancela, 
D .R.A Mans South-American Office fur Anticancer Drug Development 
(SOAD), HCPA, UFRGS; Lvtharan Hosprla/, ULBRA; Porto Alegre, RS, Brazil 

Introduction: The growlh-inhibltory effects of the bombesln/gastnn-releaslng 
pepbde (GAP) antagonist RC-3095 were demonstrated In various murine 
tumors, as well as In human tumor xenografts implanted In nude mice. These 
effects are due to Interference of the drug wrth aulocrlne signals In tumor cells 
expresslng bombesln-llka/EGF cell receptors. Preclinical toxicology studies of 
RC-3095 in Beagle dogs using SC daily administration did nof disclose toxic 
effects, and no MTD was reached In the dose range from 0.3 to 1000 1-'g/k.Q. 

Patients and methods: In this phase I trial, adult patients with refractory solid 
tumors, preferably those believed to express the above mentioned autocrine 
pathways, having adequate liver, renal and cardiac function, and who signed a 
written Informed consent, were Included. Serial plasma samples were collected 
for anatys1s, irdud1ng gastnn levels prior and following drug administration. 
The starbng dose was 8 1-'Qikg, administered SC dally continuously, patients 
belng evaluated for toxicity (NCI-CTC) and response (WHO) every 3 weeks. 
Dose-escalation was planned as follows: 8, 16 and 321-'g/kg SC dally In groups 
of 3-5 patients per each dose level, WJth no intra-patient dose-escalation. In 
case no toxicity was observed at the latter dose level, the nex1 group of patients 
should be treated with a twice-dally SC schedule (to enhance drug-receptor 
interatlon) at the dose of 32, S4 and 128 Jtgl\<g, respectively, until clinical 
toxiclty and/or Inhibition of plasma gastrin levels are observed. 

Results: So far, 3 patients were entered In each of the two Initial dose-levels 
(8 and 161-'glkg, respectively), wh1le1 patient received RC-3095 at the 32ttg/kg 
dose level. Nineteen courses are now evaluable, and neither toxic effects, nor 
antitumor activity were observed. Measurements of plasma samples showed 
no slgniflcant Inhibitory effect on gastrin release by RC-3095 at the dose-levels 
thus far employed. 

Conclusion: The tna11s open lor accrual. 

lss2l In vitro schedule-dependent cytoxlclty by Ectelnascldln 
743 (ET-743) against human tumor cells 

M.D. Garcia Grll.valos1 , P. Ruiz LB.zaro 1, G.T. Falrcloth1 , J. J1meno1 , 

J.J. S8nchez2. 1 PharmaMar S.A., Tras Cantos, Madrid, Spain; 2 Facultad de 
Moclicina UAM, Madrid, Spain 

We have evaluated the cytotoxicity of Ec1elnascldin 743, a new natural producl, 
which has shown promising antitumor actMtfes. The aim of this study Is to 
compare the actMty of dlfferent exposure schedules of ET-743 against tumor 
and normal cell lines, to assiSl clinical stud1es In finding a rational schedule 
for Phase II trials. Cells, 1n logarilhmlc phase of growlh, were Incubated In 
presence of Et-7431or 1, 3, 6, 8 & 24 hours. At present we have completed 9 
cell lines (see table below): 

Turoor Cells ICSO (ng/ml) Therapeutlc Index 

1 h 3h 6h 6h 24h CV-1 Chang Liver 

A-549 21 e 3 1.9 1.5 1 6(3h) 0.5 (6 h) 
ACHN 5 1 5 1 0.5 0.3 e 1 (3 h) 1.5 (6h) 
DU-145 40 7 4 14 1 2.1 (8 h) 0.5(6h) 
He La 30 5 25 0.9 05 3.3 (6 h) 0.8(8h) 
HT-29 75 37 2 1.6 04 2 7 (3 h) 1.1 (3 h.) 
SK-MEI-26 9 1.6 1.7 0.6 0.4 55 (3 h) 1.1 (3 h) 
SK-QV-3 15 3 2 0.9 05 3.3 (3 h) 0.6(6h) 

ET-743 Is generally more cytotoxic with lncreaslng exposure times. The 
magnitude of this potency represent a gain of between 14-60 times more 
sensitivity with time, where prostate, cervix end ovarian tumor cell lines are the 
moat sensltlve. The gain of sensitJVlty, although schedule-dependent, Is more 
apparent between 3 and 8 hours, depending on the tumor. Taken together, this 
data supports a strategic consideration to choose lnfus1on time for continued 
Phase II clinical trials based upon a balance of optimal stability and reduced 
toxicity as well as biological activity. 

lss31 Whole body hyperthermia has a stimulatory effect on 
the Immune cell activity In cancer patients 

S. Hegewisch-Becker, A. Nierlhaus, J. Panse, G. Wledemann, D.K. Hossfeld. 
Unil'flrs/ty Clinic of Hamburg, and Untl'flrs/ty Clinic of LCtbock, Garmany 

Introduction: Whole body hyperthermia (WHB) alone or combined with 
chemotherapy Is known to have a number of benefldal effects. Those in
clude a potenbatlon of the tumorlcldal effects of spedflc cytotoxic agents, 
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I nductloo of cytokines and suriaca expression of heat shock proteins. The 
latter has been shown to enhance the susaptibility of tumor cells to tys1s 
by iymphoklne-actlvated killer cells (Blood 86, 1374, 1995). The goal of th1s 
s1udy was to Investigate the effect of WBH on functional subsets of human 
lymphocytes. 

Methods: WBH (41.8°C) in combination with chemotherapy was adminis
tered by a radlant heat device (Enthermics Medical Systems, Menomonee 
Falls, WI) to patients with cancer of the Gl-tract or soft bssue sarcoma. Quan
titative assessment of various lymphocyte subsets (CD4, CDS, CD19. CD56) 
and monitoring of the effector adhesion molecules LFA-1, C02 and CD28 
on the respectJve subsets was periormed at the given timepolnts using flow 
cytometry. Activity of purtlled CD56+ NK cells was examtned In three panents 
uslng K562 as target cells and was compared to the stimulatory effect of ll2. 

Results: Data are given as the mean ± SE of 36 WBH treatment sessions. 

37"C ~1.8"C 18h poatWBH 

Lympho (WBC differential, %) 21 ± 1.4 31 :!:2.7 16± 1.6 
CD4 (%) 42± 2.1 28:<1.6 45±21 
CDS (%) 34 ± 21 45:!: 2 3 35 ±21 
CD56 (%) 16 ± 1.4 34 ± 1.9 15 ± 1.3 
CD19 (%) 6.2 ± 0.7 4.5 :!:0 5 4.7 ±0 7 

The Initially high expression of LFA-1 and C02 on CD56 and COB-cells 
remalned unchanged. CD28 decreased by almost 50% at 41.SOC but returned 
to inrtial values 18 h later. WBH Increased NK cell cytotoxicity by 7%, 8% and 
10% In the three patient samples tested. This was comparable to the effect of 
ll2. Treatments were accompanied by a slight Increase In white blood count. 

Conclusions: WBH has the potential to stimulate and to significantly in
crease the total number o1 NK cells. Results Indicate that WBH might enhance 
the Immunological responses via Increased oncolytic function of NK cells 
known to be triggered by suriace protein interaction (e.g. LFA-1/ICAM-1). 
Therefore, ICAM-1 expressing malignancies may be good candidates for a 
combl ned thermo-chemotherapy. 

ls54l "Rotating" chemotherapy In the treatment of resistant 
and overtreated malignancy- A preliminary report 

V. Kov~n. G. Mathe', N. Cicmli-Sanc, D. Ponomarev, N MiliniC, M. Mandaric, 
v. Radosavijevlc, M. Djordjevlc, M. Babtc. Medical Center "Beianljska Kosa", 
Boograd, Yugoslavia; 1 L'Hoplfal Suisse d8 Paris, Paris, France 

Introduction: It Is considered that multldrug reslstance, In the usual way, 
develops during 6 cycles of chemotherapy. "Rotating" chemotherapy, means 
to change the composltion of chemotherapy schedules from cycle to cycle, 
according to some rules. Wlth this conception we are trylng to overcome 
reslstance and excessive toxicity In our patients. 

MethOds: Total number of 23 patients with different malignancy was Included 
In this study (3 bnsast, 6iung, 2 head and neck, 41ymphoma, 4 gas!Jojntestinal, 
2 gynecological, 1 melanoma and 1 pancreatic cancer), 15 mall and 8 female, 
age 29--67 (median 52). All patients were previoUSly treated with first to 
third line chemotherapy or wlth combined modality chemo and radiotherapy, 
and d1sease was considered as res1stant or recurrent. The chemotherapy 
schedules were created during 5 days, tryJng to cover cell cycle with following 
rules: 1. day-tubulln active agents (vinca-alcalotds or texans with Influence on 
mitotic spindle), 2.- 4. day - antJmeta.bolitea + alkylating agents and 5. day
intercalators (anthracycllnes or other analogues). The doses were mlmmal to 
moderate recommended for each drug. 

Results: Total number of 71 cycles were completed, median 3 per pabenl 
The following responses were observed: ORR 34.8%, 13.1% CR, 21.7% PR, 
17.4% SO, 47.8% PO, the complete remission occunrlng In 1 patient wrth lung 
metastases of UCNT, 1 bresst and 1 ovanan carcinoma. Maln toxlclty was 
hematological with 8123 patients of leucopenia and 6/23 of trombocitopenia 
gr. 3-4 (1 toxic death because of GIT bieed1ng). There was no other toxicity 
grade 3-4. 

Conclusion: According to this preliminary resu~s. with acceptable toXICity 
and few complete remissions a •rotating" chemotherapy m1ght be promising 
choice lor patients with good periormance status and resistant or overtreated 
dlsease. The further Investigation Is need for assessment of 1ts real value. 

j655j Support to phase II clinical trials of oral vlnorelblne 
(VAL, NAVELBINE~) by population phannacoklnetlcs 
(PKs): A new tool to follow drug Induced toxicities 

C. PuoP:o. L. Nguyen. I. Sanae, P. Venal . lnstltut d8 Recherche Pierre Fabre, 
F-81106 CASTRES, FRANCE 

Navelblne" Is a vlnca-alkalold antimitobc agent. Rrst registration was obtamed 
In 1989 and since NAVELBINE hes been registered In more than 70 countries 
for non-small-cell lung cancer and/or metastatic breast cancer. 

In order to support the development of an oral form (p.o.), a PKs population 
study ustng NONMEM system was performed on data available from phase I 
stud1es conducted with the l.v. (84 patients) and the oral form (75 patients) A 
model was built which demons1rated that, based on law covariates, inter-Indi
vidual variabilities on CILv. and CVFp o decreased respectively from 35% and 
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76% in basic model to 22% and 56% In the final model, while residual variability 
was estimated to 22% and 24% for 1.v. and oral route respectively. Moreover, 
these phase I studies allowed to establish a PK/Pharmacodynamlcs (PDs) 
relabonshlp between haematologlcal toxldtles and drug exposure, a trend for 
a PKIPD relationship on non haematological toxicities was suggested and has 
to be confirmed. 

Based on this populabon modal, a limited sampling strategy was developed 
In order to contribute to a better understanding of oral VRL, particularly 
regarding its PKs and safety profiles, In turthar phase II clinical trials. The 
best sampling time schedule only needs three blood samples to accurately 
determine the PK characteristics of the drug: They have to be taken around 
1.5 h, 3 hand 24 h foiiowlng the oral administration (end of Infusion, 3 hand 
24 h if l.v. administration). 

This lim1ted sampling strategy was applied to patients Included In phase II 
studies with oral VAL. Interim results Indicate that the PK behaviour of VAL Is 
property described by this model. 

lsssl A phase I study of the novel antracycllne analogue 
MEN-107551BM5-195615 (NAA) In patients (pts) with a 
solid tumor: Preliminary results 

S. Aamdal, P. Dombemowsky, J. Wanders, A. Caprlatl, B. Lund. The 
Norwegian Rachumhospltal, Oslo, Norway; Herlev Hospital, H&rlev, Denmark; 
NDDOIEORTC, Amsterdam, Holland; Menarlnl, Florence, Italy, Bristol-Myers 
Squibb, Denmark 

Introduction: The novel doxorublcln (Dox) disaccharide analogue NAA is 
synthesized by coupling the aglycone with a claunosamlnyl-a(1-->4) fucosll 
moity. Such a disaccharide structural variant Is designed to expand the 
recognition options In this portion of the molecule. Compared with Dox NAA Is 
characterized by Its marked abllity to induce DNA breaks by topolsomerase II 
Inhibition In tumor cells, and by superior actlvity In a number of human lumor 
xenografts, Including Dox-resistant tumors Preclinical studiell have shown a 
similar degree of cardiotox1city for Dox and NAA. 

Methods: In an ongolng phase I study, NAA Is given as a 15 minutes 
1nfuslon once fNery 3 weeks In patients wrth solid tumors to define the MTD 
and pharmacokinetics (PK) at escalating doses: 4, 8, 18, 32, 55, and presently 
80 mg/m2. 

Results: 21 pts have entered the study: median age 53 years; lung (6 pts), 
oesophagus (2), pancreas (2), kidney, gastnc, colon, melanoma, pulmonary, 
skin, parotid, besls cran1l: (1 each), and unknown primary (3). At 55 mg/m2 CTC 
grade 4 neutropema was observed In 1/6 pts; at 80 mg/m2 grade 3 anemia, 
neutropenia, a.nQ leucopenia hes been observed 1n 1 f.! pta. No responses have 
been achieved so far. PK from the first 4 dose ifNeis appear to be linear, and 
compared with Dox, NAA shows higher systemic exposure (AUC), with lower 
clearance and distribution volume, and shorter half~1fe. 

Conduelons: The MTD has no1 yet been reached, and dose escalations 
wlll connnue. 

j657j Phase II trial and phannacoklnetlc study of lrlnotecan 
(CPT-11) In patients with glioblastoma 

V. BOige 1, E. Raymond', M. Fa.bbro2, J. Piazza 1 , G. Vassal', M.L Rlsse3 , 

J.M. Rodier', J.P. Armand'. 1 /.G. Roussy, Villejulf. RCRLC \Ia/ d'Aural/e, 
Montpe/1/er,. 3Groupe Rhone-Pou/enc Rorar, Neuilly Sur Saine, France 

lrlnotecan (CPT11) Is a topolsomerase 1 Inhibitor active against colorectal 
cancer. Preclinical data lndlcate a potent anbtumor actMty In mice bearing 
pedlatnc and adult human central nervous system tumor xenografts. The aim 
of the present study was to determine the antitumor activlty and safety of 
CPT1 1 In patients (piS) with glioblastoma Flfteen patients (M/Fc817) With his
tologically-proven glioblastoma and documented progression were enrolled. 
MediBn age were 50 years (range 34-72), and perionmance status according 
to WHO criteria was: 0 (8 pts), 1 (8 pts), 2(3 pts). Surgical procedure conslsted 
of a stereotaxic biopsy In 7 cases, a partial tumor resection In 5 casas, and a 
complete tumor resection In 3 cases. CPT11 was administered either before 
radiotherapy In 5 pts with unresectable and partially resected glioblastoma or 
after radiotherapy (60 Gy) in 1 0 pts Wlth recurrent and progressive glioblas
toma. CPT1 1 was given as a 90 minute infusion at the dose of 350 mg.tm" 
every three weeks. Response to treatment was assessed after two or three 
cycles by cerebral CT-scan or MAl. Rfteen patients received a total of 43 
cycles (media~; range 1-9). Maxlmum toxicity/cycle according to the NCI 
classrtlcation included: grada 3-4 neutropenia (n::9), grade 1 anemia (n=10), 
grade 1 thrombocytopenia (n=4), grade 1 diarrhea (n=12), grade 2 diarrhea 
(n=3), grade 1-2 fatigue (n=4), and mild cholinergic syndrome (nm18). Median 
follow-up Is 17 weeks. To date, no objecbve response was observed In 13 
evaluable pts. Stable diseases 1ndudlng one minor response were observed In 
7 pts and prog resslve diseases In 6 pis. Accrual and pharmacoklnetic studies 
are ongolng. Additional results will be aVBJiable at the ~me of the meeting. 
The mild toxicity observed In this population m1ght be related to metabolic 
Interactions due lo concomitant anti~plleptlc medications. Pharmacoklnetic 
data will be ava1iable to assess these putative Interactions. 
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jssaj In vitro aneuploidy Induced by Taxol~ on human T 
phytohemagglutinin-stimulated lymphocytes 

L. Dlgue, T. OrsJere, A. Favre, A. Botta. Lsboratouw de BiogBnotoxicologle, 
EA 1784, Fscu!M de M9dscifl9, Msrssllle Servlc6 d'OncoJogle MM/csle 
Adults, CHU Tlmone, Msrse/119, France 

Taxoi11 (Paclltaxei) Is derived from the bark of the pacific yew (Tax us Brevlfolia). 
It Is a novel chemotherapeutic agent which presents a great antitumoral activity 
(advanced ovary, breast cancers ... ) by Inhibiting tubulln depolymerlsation 
In mijotic tumoral cells. Although ijs use Is 1ncreaslng, very lijtie data Is 
available on Its potential genotoxlclty on normal human cells. The genotoxldty 
Is studied here by means of In vitro cytoklneSJS-blocked human T lymphocytes 
micronucleus asssy with Taxof<l (2.5 to 10 nM) !Of 48 hours This tes1 can 
detect either clastogenic (loss of acentric chromosome fragments) or aneugenic 
(loss of whole chromosomes) DNA damage. Fluorescent In SJtu.HybridiZ8tlon 
(FISH) with non-spedfic centromeric alphold probes can then distinguish 
between these 2 mechanisms. 

The results obtalned with 11 healthy non-smoking female donors, aged 
29 to 61, demonstrated a significant (p < 0.01) Increase in the frequency 
of micronuclei (MN) with a dose-response In the FISH analysis, more than 
80% of micronuclei In binucleated cells are centromere-positive. At the highest 
concentration of Taxot'' (10 nM), mulbmicronudel cells (MN > 6) appeared, 
suggesting the first stage of DNA fragmentation and Tax0(3 -induced apoptosis. 
Surprisingly, at these concentration levels, no SIQnlflcant cytotoxicity (assessed 
by counting the number of b1nucleated cells on 1000 mono- Of btnucleated 
lymphocytes) was observed This result dJffers from those obtamed wrth tumoral 
cell lines, suggesting that no accumulation of lymphocytes In the G2IM phase 
eel I cycle occurred. 

These findings underline the In vitro genotoxlaty of Taxo~ (With concentra
tions slmllar to plasma concentrations In cllniCBI trials) on human phy1ohemag
glutinln-stlmulated lymphocytes, through an essentially aneugeniC action. This 
mechanism Involves Interphase aneuploid lymphocytes with no slgmflcant 
cytotoxlclty. 

jssgj Pharmacoklnetlc study of temozolomlde penetration 
Into CSF In a patient with dural melanoma 

S. S. Agarwala, L Reyderman, P. Statkevich, U. Fraass, A. Loomba, L 
L. Stover, J. M. Kirkwood. University of Ptnsburgh cancer lnstTtute, 
Pittsburgh, Fl4, snd Schering-P/ough, Kemlwolth, NJ, USA 

Introduction: Ternozolomlde (TMZ) Is an orally actlve, synthebc lmldazotelraZJ
none, structurally related to dacarbazlne. Unlike dacarbazme, which reqwres 
enzymatic conversion In the liver, TMZ undergoes spontaneous hydrolysls to 
Its active metabolite, 3-methyl-imldazol&-4-carboxamlde (MTIC), at physiolog
ical pH. TMZ effectively penetrates the blood brain barrier In a number of 
animal models and has shown clinical prom1se In the treatment of gliomas. 

Methoda: KH, a 41-year old wMe male was diagnosed wltih a primary dural 
melanoma In December of 1995 He underwent several treatments, including 
primary resection, radiation therapy, Interferon-aHa and Intrathecal therapy 
with methotrexate, ara-c and dexamethasone (after placement of an Ommaya 
reservolr). Following reappearance of melanoma cells In his CSF, he was 
treated with TMZ, 150 mg/m2/day orally x 5 days q28 days for 2 cycles 0n 
February 1998). Blood and CSF samples were obtained on days 1 and 5 of 
cycle 1 at the following time polnts· pre-treatment, 1 ,2,4 and 6 hr. Plasma 
and CSF samples were analyzed using HPLC anelysls witih an LOO of 0.1 
ug/ml. This assay Is linear and reproducible between 0.1 and 20 ug/ml of 
plasma/CSF. The area under the plasma concentratlon-time curve from time 
zero to the time of final quantlllable sample (AUC(tf)) was calculated us1ng the 
linear trapezoidal rule. 

Results: Maximum plasma and CSF TMZ concentrabons (Cmax) were 
reached within 1-2 hr post-dose on days 1 and 5. The respective plasma 
and CSF AUC(tf) values were slmllar on days 1 and 5, Indicating lack of 
TMZ accumulation (accumulation ratios 0.96 and 0.91 for plasma and CSF, 
respectiVely). The ratio of CSF to plasma AUC(tf) values were 30% and 28% 
on days 1 and 5, respectively. Interestingly, melanoma cells seen on cytology 
on the pretreatment CSF were undetectable on CSF obtained after cycle 2 of 
treatment, cell counts and protein levels also returned to the normal range. 

Conclusions: TMZ penetrates into the CSF following oral adm1nlstmtion. 
These results are consistent with the previous findings In animal models. Fur
ther Investigation of TMZ in primary and metastatic brain tumors Is warranted. 

!sso I Phase I and pharmacoklnetlc study of low-dose, 
three-times dally oral etoposide In patients with 
refractory solid tumors 

G. Schwartsmann, L. Dl Leone, A.P.F. Caldas, 0 . Campos, A. I. Cancela, 
M.A.V. Viegas, D.R.A. Mans. South-Arnerlcsn Office for AnticB.ncer Drug 
Development (SOAD), HCPA, UFRGS; Lutheran Hospital, ULBRA; Porto 
Alegre, RS, Brazil 

Introduction: We reported previOusly, tihat etoposide displays a more favor
able therapeutic Index 1n patients with progress1ng, AIDS-associated Kaposi'S 
sarcoma when given BID and PO. This observation could be due to the 

prolonged maintenance of cytotoxic, topotsomerase 11-lnhlbitlng plasma drug 
levels, and the slmuijaneous av01dance of severely myelosuppresslve peak 
concentrations. 

Methods: In this phase I study, adu~ patients with refractory solid tumors, 
having adequate liver, renal and cardiac function, and who had signed a written 
Informed consent, received etoposlde TID and PO dally for 14 days In 21-day 
cycles. The starting dose was 15 mg/m2 TID. At least 3 pabents were Included 
per dose-level, and dose-escalation was guided through a modified Fibonacd 
scheme. Plasma pharmacold netic analyses following chiOfOform ex1raction 
and HPLC separation, were camed out In all patients. Toxicity and response 
were assessed a=rdlng to the NCI-CTC, and the WHO criteria, respectively. 

Results: Thus far, 3, 3, and 5 patients were evaluable at the 15, 20, and 
25 mg/m2 TID dose-levels, respectively, receMng a total of H courses. No 
significant tmoclty, or only grade 1-2 nausea occurred at the 15, and the 
20 mg/m2 TID-level, respectively. At the 25 fTI9"m2 TID-level, grade 3--4 bone 
marrow suppression was predominant, manijesting In 315 patients No objective 
responses were documented. The pharmacoklnetic analyses revealed an AUC 
of about 25 1'9·hlml, a peak concentration of approximately 3.5 1,g.tml, and 
the maintenance of plasma etoposide concentrations > 3 Jtg/ml for about 2 h 
m patients treated at 20 mg/m2 TID. At the 25 mg/m2 TID level, these values 
were about 40 l'g.h/ml, 7.5 Jtg/ml, and 4 h, respectively. 

Conclusion: The main toxic effects observed 1n this trial were myelosuppres-
51011 and nausea. The apparent MTD of etoposlde at the schedule employed Is 
25 mg/m2 TID. Extra patients are being entered at the 20 mg/m2 TID dose-level 
to confirm Its recommendation for further studies. At this dose-level, plasma 
drug levels > 3J.Lg/ml are achievable for about 7.5 h per day, avoiding toxic 
peak concentrations. 

~ The chronic administration of lon exchange Inhibitors 
markedly suppress tumour growth In vivo 

A. SalihagiC, D Jugovlc, ~.H. Landeka, I. Andreis. Depsrtment of 
Physiology, Medical Faculty, Unlv9fSity of Zagreb, Sslats 3b, Zsgt'9b, Croatia 

Introduction: The extracellular pH of solid tumours Is approximately 0.5 pH 
units below the pH of normal bssues. Previously we have demonstrated 
that the vlabllijy of tumour cells In acidic microenvironment In vitro de
pends on the actJVtty of membrane exchangers that regulate Intracellular 
pH (pH1). Two main pHi regulabng transport mechanisms are Na+fH+ an
tip0f1 and Na+ -dependent HCOiJ/Ci· exchanger. It Is posslble to Inhibit Na• IH+ 
antiport by amllorlde and Its analogues as 5-N-ethyt-N-Isopropyt amllor1de 
(EIPA) and Na• -dependent HCO;/Ci· exchanger by stilbene derlvates as 4,4' 
dllsothlocyanostilben-2,2' -d1sulphonlc aad (DIDS). Our experiments have been 
designed to demonstrate the activity olton exchange lnhibltOfS against murine 
tumour m vivo when delivered by chronic mtratumour (1.1.) admmistration. 

Methods: Tumour-bearing mice (carrying subcutaneous mastocytoma P815 
for 20 days) were dMded mto three experimental groups and treated with DIDS, 
EIPA or DIDS and EIPA together The antirumour effects of long-term (18 days) 
l.l admlnlstrabon of (EIPA) and/or (DIDS) were expressed as mean tumour 
diameter ± SE (mm). Survival rates In experimental groups have been also 
followed. 

Resultll: In all three experimental groups rt has been occurred Slgnijicantly (p 
< 0.05) lower tumours' growth than In control group. At the end of experiment, 
mean tumour diameters In experimental groups ware twice as small as In 
control group. Survivlng rate In ali experimental groups has been significantly 
higher (DIDs-69%, EIPA-76%, DIDS and EIPA-87%) than In the control group 
(18%) (p < 0.05). 

Conclusions: DIDS and EIPA and their combination were equally effective 
In Inhibition of growth of murine mastocytoma P815. Surviving rates of treated 
ammats compared to control group ware also significantly higher. These 
results have shown the abilijy to obtain anti-tumour effects and prolonged life 
in experimental ammals using chronic administration of DIDS and/Of EIPA. 
Our results also suggest tihat pharmacological Inhibition of pH-regulating 
mechanisms m1ght be an exploitable strategy for the therapy of solid tumour. 

jBB21 Phase I study on docetaxel and Gemcltablne In patients 
with advanced solid tumors 

A.V. Jaremtchuk, J.J. Zarba, A. Ferro. GETICS (Grupo de Estudlo, 
Tratamlento a lnvestigsc16n del C8ncer del Sur), ArgenUna 

Docetaxel (D) and Gemcrtablne (G) exhibit signifiCant sctrvtty agslnst several 
tumorn. Since they have drfferent mechamsm of ectlon and non-overlapping 
tox1city D and G are attractive candidates for comblnation therapy. 

We evaluated this assoclatton In patients With advanced solid tumors In an 
open label phase I trial. A minimum of 3 patients were to be entered per dose 
level Dose limlbng toxicity (DL n was defined es ::: 316 pis with ::: grade 3 
organ toxicity, ANC nadir< 0 5 x 1Q9/I for> 7 days, Of ANC nadir < 1.0 x 
1Q9/I with fever::: grade 2 during > 3 days. 

Thirteen patients were enrolled to date (5M/8F, median age. 52 years, 
med1811 PS: 1, prior chemotherapy: 12 pts, prior radiotherapy: 8 pts) In four 
dose levels. Tumor types Included: breast (6), NSCLC (5), ssrcoma (1), ovary 
(1). 

G was given as a 30 min. lnfuslon on days 1 and 6, and D was given as a 1 
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h Infusion on day 8. Cycles were repeated every 3 weeks. All patents recerved 
oral dexamethasone lor 5 days starting on day 8. 

G/0 (mg/m2) *Pte *Cycles Mean ANC i Pta wrth Dl T 

800/50 3 12 256 X 1o9/L 0 
1000/50 3 6+ 2 3() X 1o9/L 0 
1000/75 3 7+ 1 07 X 1o9/L 0 
1000/90 ~ 4+ 1.22 X 1~/L 0 

Clinical toxicities Included: nausea, fatigue, anoreXJa, dermatitis, alopecia, 
myalgia. Mild and reversible edema was observed In two patents. One partial 
response In NSCLC pt was observed. Dose llmrtmg toxicity has not yet been 
reached. 

j663jlntratumoral clsplatln/eplnephrlne Injectable gel: 
Palliative treatment of advanced solid tumors 

f. Fernando, R. Oratz, P. Eisenberg, D. Castro, R. Leavitt. the Clmical Trials 
Group. Queen Elizabeth Hosp., Birmingham UK; NYU Moo/cal Ctr, NY; 
Greenbrae, CA; UCLA MOO. Ctr, Los Angeles, CA, Matrix PharmaceutJcal, 
Inc., F!Bmont, CA, USA 

Introduction: Phase lVIII studies are evaluating the safety and elltcacy of 
lntratumoral therapy with clsplatln/eplnephnne Injectable gel (CDDP/epl gel) 
lor slte-sped11c treatment In pa~ents wrt:h advanced solid turTlOf"S of various 
primary sltes. The biodegradable viscous gel Is composed of clsplatin and 
epinephrine formulated In a purified bovine collagen aa a earner mamx. 
The delivery system provides enhanced retenton and high tumoral drug 
concentrations !Of extended periods. 

Methods: Two ongolng ldentlcal, open-label studies enrolled patients who 
had failed previous therapy. CDDP/epl gel waa administered lntrarumorally (2 
mg CDDP and 0.1 rng epl per cm3 rumor) weekly lor up to 8 weeks. Patients 
were then followed !Of at least 4 weeks. Evaluations Included tumor response 
lor the most troublesome rumor (MIT) (nesponsa defined as "! 50% decreased 
tumor volume sustained "! 28 days), tumor-related symptoms tor the MTT, 
palliative treatment objectlves (e.g. pain control), and adverse events. 

Results: 81 patients (296 tumors) wrt:h both recumsnt and metastable disease 
are described in this report. Pnmary tumOf types Included adenocarclnoma of 
the breaat and melanoma, plus smaller groups of other tumors. Total patient 
cumulative doses of 1-240 mg CDDP (median 17 mg) were administered In 
1-7 lnjectlons of CDDP/epl gel. Preliminary results show that 18 of the 81 
MTTs (22%) had tumOf responses; MTT responses In the two larger subgroups 
of rumors are listed: 

Prtmary Tumor 

Breast AdenoCA 

Melanoma 

Mecian Tumo< Size 

3cm3 (< 1-413) 
3cm3 (< 1-201) 

4120 (20%) 
3/19 (16%) 

Median Duration 

151 days (91-204+) 
50 days (29--112+) 

Most of the patients had received prior therapy with one or treatment 
modalities Including sungery (83%), rad1ation (75%), systemic chemotherapy 
(75%), or other therapy (56%). Attainment of the palliative treatment objective 
was assodated with MIT response. Common toxicities (vomiting and nausea) 
typically related to Intravenous clspiatin were observed at a lower frequency 
(< 21%) with CDDP/epl gel. 

ConcluiSion: Local tumor control With CDDP/epi gel provides a new thera
peutic tool lor management of solid tumors while limiting systemic toxioty of 
the drug. 

j664j Phase I study of weekly placlltaxelln advanced solid 
tumors: A preliminary report 

S. Agelakl, D. Mavroudis, S. Kakolyrls, Ch. Kourousls, K. Kalbakls, E. Sanra, 
J. Souglakos, T. Kallkakl, G. Perfs1nakl, V Georgoulias. Opt of Mediacal 
Oncology, Umv. General Hospital of Harakflon, Harakllon, Creta, Greece 

Purpose: To determinate the maximum tolerated dose (MTO) and the dose 
limiting toxicity (DL T) of paclltaxel given weekly In patients with solid turTlOf"S. 

Pattenta and Methods: Patients with advanced solid tumors who failed at 
least one pnor chemotherapy regimen recelved escalated doses of paclltaxel 
(P) weekly Wlth Increments of 10mg/~ lor 4 weeks 1n cycles of 6 weeks. All 
patients recerved standard premedication. Cohorts of at least 3 pabents were 
Included at each dose level. As DLT waa defined: grade 4 neutropenia or febrile 
neutropenia or any > grade 3 non-hematologic toxicity, Of any treatment delay 
(> 3 days) due to lnsulf1dent recovery !rOfn hematologic or non-hematologic 
toxicity. The staring dose of P wes 60mg/~ /week and so far, 15 patients were 
enrolled. Their pertonnance status (WHO) was Q-2, the med1an age 64 years 
(range 48-74) and 11 (73%) were female and 4 (27%) male. 

Results: All patients were evaluable for toxicity and response At the dose
level of P 100mg/m2 /week, 2 patients developed DLT (1 grade 4 neutropenia 
and 1 febrile neutropenia). Grade 4 neutropenia occunred m 2 (6%) of 34 ad
ministered cycles whilst febrile neutropenia was observed In 1 cycle. Alopecia 
(grade 2) was rare ( < 5%) while non-hematologic toxicity was mild ( < grade 
2). So far, no objactlve response was observed In this unfavorable gnoup of 
patients. 
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Conclusions: The MDT has not yet been reached and further dose escala
tion 1s ongomg The weekly schedule allows a slgnlftcant dose lntenslllcatloo 
of P administration. Although, no responses were observed It should be noted 
that all patients had refractory rumors. 

j665j A phase I study of Taxotere (T) and Gemzar (G) In 
patients with advanced solid tumors 

A. Paw1nskll 1·4, M. Louwerens2, D. Tonelii3 , A.T. van Oosterom1, J. Verwelj2 • 
1 UnivefSity Hospital Gasthuisberg, Leuven, Belgium; 2 Rotterdam Cancer 
Institute, The Netherlands; 3 Rhone-Poulanc Rorar, Antony, France, 4 ESMO 
Fallow from Poland 

The combination T +G given In 4-week cycle appeaned to ba not feasible (Pnoc 
ASCO 1998, 17). Therefore a 3-weekty schedule waa Investigated In a phase 
I study. Patients (pts) with h1stolog1cally confirmed advanced solid rumors, 
good performance status, adequate bone nnarrow, renal and liver functions, 
who received a maximum of two regimens of previous chemotherapy (without 
taxolds Of gemzar) were eligible. Treatment waa: G: 800 mg/m2 (dose level 
I) or 1000 mg/m2 (dose level II), 30 min. l.v. Infusion on day 1 and 8, T: 85 
mg/m2, 1 hr J.v. lnfuslon on day 8 before G, repeated every 3 weeks; a 3-day 
oral corticosteroid premed was given from day 14. 

A total ol1 0 pts (6 In dose Ievell and 4 In dose level II) has been Included: 
5M/5F; median age: 55 (42-68), median WHO P.S: 1 (0-1 ), tumor type: ovarian 
(2 pts), breast, bladder, renal cell, penile, head and neck, NSCLC, melanoma 
and leiomyosarcoma. Eight out of 1 0 pts receiVed previous chemotherapy. 
To date a total of 32 cyctes were administered, median: 3 (1~). Treatment 
delay waa seen In 11 cycles because of hematological (9 cyctes) Of liver 
toxicity (2 cycles). Dose reduction waa necessary In one patient. Toxicity: 
Neutropenia grade 3--4, 47% cycles, thrombopenia grade 3--4, 6% cycles; 
febrile neutropenia, 9% cycles; Severe diarrhoea (1 pt) asthenia and (1 pt) 
alopecla (1 pt) were most senous nonhematolog1cal toxldty ooserved. One 
CR (ovarian ca) and one PR (renal cell cancer) were seen In 5 evaluable pts. 
Further accrual and updated data will be given dunng the presentation. 

j666) Pharmacokinetics of mitomycin C (MMC) and 
doxorublcln (DOXO) during a phase I study on 
locoreglonal therapy with hypoxic stop-flow perfusion 

E. Strocchl1 , C.M. Camaqgl 1 , R V. Jaffruoll2 , A. Serenl1 , C. ScoccJantl1 , 

G. Facch1nl2 , A. Tort01felio2, F. Crovella2 , I. Carbone2. ('Pharmacokinetics 
ANT-Lab, Otpanlc Chemistry Dept., University of Bologna, Italy; 2 Hypoxic 
Chemotherapy Locoregional Study Group [HCLSG], Italy) 

Background: a phase I study on a new abdominal and pelvic hypoxic lo
coreglonal treatment with percutaneous double-ballon cathelers, stop of blood 
flow and admlnlstraton of h1gh-dose of mltomycln C (MMC) and doxoru
bldn (DOXO) was designed to improve the exposure of tumoral tissues to 
chemotherapy. 

Methode: 3 patients with advanced colon-rectum cancer and not resectable 
pelvic recunrence, treated with stop-flow Infusion of MMC, 20125 mg/sqm plus 
DOXO, 75 mg/sqm were followed tor MMC and DOXO pharmacoklnatics. 
Drug concentra~ons were measuned by HPLC methods both In extracorporeal 
vascular flow and In penpheral blood. We compared area under curve- AUC
In the 1nterval o-2Q min In the two COfnpartrnents during the stop-flow Jnluslon; 
drug decays were also observed In peripheral plasma after the end of Infusion. 

Reaulta: the AUCo20.-rat1os of extracorporeaVperipheral drug concentra
tions were equal respectively to 3.8, 34.37 and 28.8 IOf MMC; to 1.3, 13.1 and 
11.5 for DOXO. In these patients a complete paln remlsslon was registered; 
no slgnlflcant toxlcrtles were observed. One patient showed PR of the disease. 

These very prellrnlnary results lnd1cate that stop-flow technique could allow a 
pharmacokinetic advantage!Of perfused tissues even ~with a h1gh lnt9fSUbject 
varlab1hty. The study Is ongoing; mOf9 data will be presented. 

j667j A phase II study In the treatment of mesothelioma with a 
combination of docetaxel and CPT-11 -Set up and Initial 
results 

A. Knuuttiia, M. Hal me, A. Jekunen, K. Mattson. Division of Pulmonary 
DiSBB59S, Helsinki University Central Hospital, Helsinki, Finland 

Introduction: No effective chemotherapy Is yet available tor the treatment of 
malignant pleural mesothelioma. We have found several human mesothellonna 
In vitro cell lines to be sensitive to docetaxel and to a metabot~e of CPT-11, 
SN38. We chose to comblna these two new drugs with different mecha
nisms of acton: docetaxel Inhibits tubulln depolymerlzatlon affecting mitosis 
and lntraceltular molecule transportation, and CPT-11 inhibits DNA-enzyme 
topolsomeraae I, introducing DNA-based effects in malignant cells. 

Methods: All patents ennolled were previously untreated, have histologi
cally proven diagnosls, and good performance status (WHO Q-1 ). Treatment 
schedule was docetaxel (Taxotere8 ) 60 mg/rrr In 1 hour lnfuslon followed by 
CPT-11 (Campto11) 190 mg/rrr In 1 hour mfuslon without any Interval between 
lnluslons, repeated once every three weeks. 

Results: Responses were defined after three cycles. Main toxicities ob-
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served during the first cyde In the first five patients were neutropenia (2 Gr3, 
1 Gr1 ), two febnle neutropenia treated with i.v. antibiotics and G-CSF. Subse
quently, two cycles wane given with prophylactic G-CSF. Pabents had nausea 
(3 Gr2) and dlarrtlea (1 Gr3, 2 Gr2) and alopecia (5 Gr3) after the first cyde. 
No dose delay or dose reduction was recorded. Four patlents were evaluable 
for response: 2 NC and 2 PD, one patient chose to cfisconbnue treatment after 
the first cycle. 

Conclusion: This schedule and dosing of Taxoterea and Campto8 are 
feaslble and the study Is still enrolling more patients. Updated results Wlli be 
presented. 

lssal Interaction between topotecan and cyclosporln: Clinical 
results and pharmacokinetics over three courses 

M. Gross, F. Loklec 1 , A. Lemoine, D. Castaing, D. Samuel , F. Levi, 
J.L. Missel, F. Goldwasser. H6pltal Paul Brousse, V/llejUif. 1 Centre Rene 
Huguenin, St Cloud, France 

lnbroduction: The pharmacokinetics of Topotecan (n remains poorly known 
with only about 30% of T found In the urlnes and no 1solated yet metabolites. 
Clclosporine (CS) Is metabolized through a cytochrome lsoform of the P450-3A 
family. We looked for a pharmacokinetics Interaction between T and GS. 

Methods: A liver transplanted 51 years-old woman treated with 150mg CS 
twice a day, receiVed three courses of 1.25mg/m2/day T, as a 30 minute 
Infusion, for 5 days for a metastatic neuroendocfin tumor. Plasma maximal 
concentration (Cmax), area under the curve (AUG), dearance and terminal 
half-life of total T and T as lactone form wane determined using high-perfor
mance liquid chromatography. Gyclosporinemia was determined with specific 
and non-specklflc antibodies. 

Results: During the second cyde, the patient developed clinical and bio
logical symptoms suggesting CS overdosage: vomiting, palpebral edema and 
facial erythema, sublctera, systolo-dlastoUc hypertension, headache, 2.8- and 
2.6- fold Increase In cneatlnlnemia and total blllrub1nemla, respectively. There 
was a 3-fold Increase both In Cmax and r951dual cydosporinemla from day 0 
to day 5 of T breatment. No significant var1alion m plasma lactone and total 
T was found. Starting the folloWing cycles with halved GS doses resuHed In 
reproducible Increase of cydosponnemla from day 0 to day 5, yet withOU1 any 
dinlcat evidence of GS overdose. 

Conclusions: These results suggest a pharmacoldnetlc 1nteraction between 
T and CS. Ongoing experiments will determine wlhether T activates P450-3A 
or competes with CS, and therefore with other drugs metaboliZed by P450-3A. 

16691 A study of cyclosporln A and lmlpenem associated 
grand mal seizures In allogeneic bone marrow 
transplantatlon(BMT) 

N.S. Turhal, L. Isola, E. Sclgliano, A Vlachos, S. Fruchtman Bo/18 Marrow 
Transplant Service, Division of Hematology, Department of Medicine, Mount 
Sif181 M9dlcal Center, Turkey 

Introduction: lmlpenem(l) is a beta-lactam antibiotic used with Cilastatln(C) 
In the BMT setting. Gydosporin A(GsA) Is a fungal product used in the BMT 
setting as an Immunosuppressive agent, seizures can be seen wrth both VC 
and GsA. Our hypothesls for study was that GNS toxldty and seizures would 
be Increased by the concomitant administration of both GsA and VG. 

Methode: Between December of 1989 and 1996, 166 of the stem cell 
BMT performed at Mount Sinal Hospital were elther allogenelc(n=122) or 
autologous(n,44) and evaluated for this study. All allogeneic patients received 
GsA 1.5mglkg bid as part of their ImmunosuppressiVe regml9n, starting 1 day 
before infl.IBlon of stem celts. Thus, 3 groups were studled: n patients recewed 
CsA alone wlthou1 1/C(Group 1 ). 89 patients received VC, of these, 45 received 
concomitant CsA(Group 2) and 44 pabents who underwent autologous BMT 
received 1/C only and no CsA(Group 3) 

Statlatlcal Analy8ls: Differences between proportJOns evaluated USing a 
two-tailed Fisher's exact test. A t-test was used to compare baseline values 
of the patients with and wfthOU1 seizures with respect to blood chemistries. 
Wltcoxan's non-parametric test was used If the data were markedly non-normal, 
typically due to skewness or to extreme outilers. Changes between baseline 
and chemistries as the time of seizure wera examined for 5 patients who 
seized. 

Results: We observed 3(3.8%) seizure ep1sodes In patients who wane on 
GsA alone(Group 1 ), 2(4.4%) selzure episode In patients who were receMng 
VC and CsA(Group 2). Group 3 had no seizures. There were no statistical 
differences In between Group 1 or 2. We studied whether electroly1es, liver 
and renal function Influences wlh1ch patients will selze, the only statistically 
Significant difference found was hyperblhrublnemla. Adverse effects may be 
diffiCUlt to ralate to a particular drug, especially for patients on multldrug 
regimens. There were no history of selzures and baseline mulbple blood 
chemistries and funcbonal parameters were not statlstlcally different 1n the 
two groups. The number of days patients were on GsA and 1/C did not differ 
significantly than patients who received both and did not se1ze. 

Conclusions: The use of VC and GsA did not cause a significant rise In the 
frequency of seizures comparing to GsA alone. 
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Is? 40 I A prediction model to Identify cancer patients (pta) 
with febrile neutropenia (FN) at low risk to develop a 
serious medical complication: Results from a 
multinational survey conducted by the Infection study 
section of the Multinational Association for 
Supportive Care In Cancer (MASCC) 

Jean Klasterskv. lnstitut Bordet, Brussels, Belgium 

To be safely adopted, a risk based treatment of FN In cancer (iv, sequential 
or oral therapy) requires an accurate assessment of the Individual risk of poor 
OU1come wlhlch Is still controver1al: Talcott's model Is sensitive but lacks clinical 
speclficr1y whereas the ASCORP trials from M.D. Anderson were successful 
using clinical eligibility cnter1a. MASGG proepecbvely surveyed cancer pts 
W11h FN (20 Institutions, 15 countries) In order to der1ve, from a statistical 
model, a prediction rule for pi's outcome (resolution of FN wtth or wrthout 
serious medical complications -tnclud1ng death- development) LJBlng variables 
measured at fever onset. The study Included 1146 eligible pts with a median 
age of 52 (16 to 91 ); 493/653 with hematologic mahgnancles/solld tumors, 
BMT In 174 and profound neutropema < 100 cells/mm3 In 754). Variables 
possibly related to outcome (p < 0.10 on univariate analys1s) were tested for 
potential Inclusion In a multiple logistic regression model. Covanates In the 
final model, predicting a higher probability of poor outcome were: dehydration 
(RR 0.36, p < 0.0001 ), prev10us antifungal therapy (RR 0.37, p < 0.0001 ), 
lnpt status (RR 0.42, p < 0.0001 ), Apache score :: 40 (RR 0.47, p = 0.0002), 
leslons from Infection on chest X ray (RR 0.42, p < 0 0004), hypotension 
(RR 0.24, p = 0.0008), poor physiologic reserve (RR 0.51, p = 0.004), severe 
signs of Illness (RR 0.53, p = 0.004), chronic obstructive pulmonary disease 
(RR 0.30, p = 0 006), confusiOn (RR 0.38, p = 0.01), hematologic tumor (RR 
0.62, p = 0.03), uncontrolled cancer (RR 0.68, p " 0.05). A prediCtlon rule was 
denved from the loglsbc equation of this model targeting the Talcott's model 
sensltivlty In ldenbfymg pts at tow risk. The corresponding speofldty Improved 
to 43% from 31% tn conclusion, If some progress was made with an Improved 
nsk Index, spedflclty is still low and new types of variables, like estimates of 
duration to hematologic recovery need to be assessed. 

Randomized, double-blind, parallel trial of the 
antiemetic efficacy and safety of ondansetron (OND) 
plus metoplmazlne (MPZ) versus OND plus MPZ plus 
prednisolone (PRED) during multiple cycles of 
moderately emetogenlc chemotherapy (CT) 

T. $!gsgaard1
, J . Herrstedt1

, J. Handberif, M. Kje~. P. Dornbemowsky1
. 

Departments of Oncology, 1 Copenhagen University Hospital H8rlev. 
2Rfgshosp/talet, Copenhagen, 3Aalborg Hospital, Denmark 

In pabents treated with moderately emetogenlc GT the antlemetlc efficacy of 
OND Is Improved with the addition of the dopamine ~ antagonist MPZ or a 
corltcosterold The efficacy of OND plus MPZ plus PRED has not previously 
been lnvesbgated. 

fn all, 221 CT -nalve women scheduled to nfne cycles of IV CMF/CEF were 
randomized to three days of oral breatrnent with OND plus MPZ (n" 111) or 
OND plus MPZ plus PRED (n" 110). OND was given as 8 mg twice a day, 
MPZ as 30 mg four times a day, and PRED as 50 mg once a day. Patients 
received the same anbemetic treatment during all nine courses of GT but were 
withdrawn 1f they had :: 5 emetic episodes during any day 1-5 after CT or 
If they were not satisfied wtth the treatment. In cycle 1, complete protection 
from emebc episodes/nausea day 1, days 2-5 and days 1-5 was achieved 
In 84.4%/51.4%, 82.6%/41.3% and 79.8%134.9% willh OND plus MPZ and In 
84.1%/57.0%, 88.8%153.8% and 79.4%/ 43.0%, respectively. with OND plus 
MPZ plus PAED. There was no slgnlflcant difference In emetic episodes, but 
nausea was stgnlficantiy better controlled with the three-drug combination days 
2-5 (P = 0.0497), and there was no difference In the control of nausea day 1 
and days 1-5. The cumulative emetic protection rate after nine cydes was 0 52 
Wlth OND plus MPZ and 0.75 with OND plus MPZ plus PRED (P = 0.0014, log 
rank test). Constipabon was more frequent with the three-drug combination, 
with regard to other adverse events !hera were no slgnlflcant differences. 

In conclusion, the combination of OND plus MPZ plus PRED IS hlghy effective 
and super1or to OND plus MPZ during nine cycles of moderately emetogenlc 
CT. 

16760 I Epoetln alta treatment of anaemic breast cancer 
patients: Haematologlcal and quality of life (QOL) 
outcomes 

G. Demetri. for the Procrlt Study Groups Dana-Farber Cancer /nsf., Boston, 
USA 

Introduction: The efficacy of epoetin a~a (rHuEPO) and Its clinical and QOL 
outcomes in anaemic breast cancer patients (pta) undergoing chemotherapy 
(CT) In community-based oncology pracbce, was studied In two community
based, 4-month, open·label, multlcentre stud1es. 
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