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adequate marrow, hepatic, and renal function; and EF 145%. Patients 
received paditaxel 225 mg/m2/3 hr, carboplatin (AUC 6) q 3 weeks, and 
trastuzumab 4 m@kg IV day 1, then 2 mg/kg weekly for 51 year. 

Results: From 8/99 till 5/00,139 patients were screened: 50 (36%) were 
HER-2/neu (-); 38 (27%) were HER-2/neu I+; 31 (22%) 2+; and 13 (9%) 
3+; 7 (5%) were indeterminate. 56 patients were enrolled, of whom 52 
were eligible (21 [4O%] were I+, 23 [44%] were 2+. and 8 [15%] 3+). The 
incidence of grade 13 (4) neutropenia and thrombocytopenia was 53% 
(31%) and 13% (2%), respectively. Asymptomatic grade +I& reduction in 
LV ejection fraction occurred in 7%. Other non-heme toxicities, including 
nausea, fatigue, arthralgias, and peripheral sensory neuropathy, were mild 
to moderate and matched those expected with carboplatin and paditaxel 
alone. At median potential follow-up of 12 months, 18 (35%) patients went 
on to maintenance H. 18% of 51 evaluable patients responded; 5 (10%) 
remain on treatment; and 50% of patients remain alive, including 5 of 8 
HER-2/neu 3+ patients. Projected median time to progression is 3.2 months, 
and median survival is 9.8 months. 

Conclusion: Combination pz+clitaxel. carboplatin and trastuzumab is 
feasible. Toxicity appears no worse than cytotoxic therapy alone. Critical 
assessment of trastuzumab’s role in advanced NSCLC will require phase 
III trials. 
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A phase Ill randomised trial testing accelerated 
chemotherapy with GMCSF or cotrimoxdzole in 
extensive-dlsease (ED) small-cell lung cancer (SCLS). 
A study by the European Lung Cancer Working Party 

T. Berqhmans, J.P. Sculier, J. Lecomte, 0. Van Cutsem, J.J. Lafitte, 
M. Paesmans, G. Koumakis, M.C. Florin, V. Ninane, J. Klastersky. ‘lnsfifut 
Jules Sordet, Internal Medicine, Bnucelles, Belgium 

Purpose: Todetermine the impact on survival of accelerated chemotherapy. 
blethods: ED SCLC patients were randomised between 6 courses of 

standard chemotherapy EVI (epirubicin 9Omg/m’, ffosfarnide 5g/m’, and 
vim&sine 3mg/m’ on day 1) every 3 weeks (arm A) or accelerated EVI 
every 2 weeks either with GM-CSF 5 wg/kg day 3 to 13 (arm B) or 
cotrimoxazole (160mg trtmethoprim plus 800mg sulfamethoxazole) (arm C) 
supporIs. 

Results: 233 eligible, patients were randomised. Absolute dose-intensity 
was higher in arm B (pcO.001). Best response rates were respectivefy for 
arms A, B, and C. 59%. 76% and 70%. It was signfficantfy higher in arm B 
in comparison to arm A (p = 0.04). No significant survival difference was 
observed between the 3 arms. The median survival times and P-year rates 
were respectively for arms’ A, B and C, 286 days and 5%, 264 days arid 
6% and 284 days and 6%. There was no difference in toxidty except for 
shorter duration of neufrownia and increased severe thrombocytopenia in 
arm B. Multivariate analysis identified as independbnt prognostic f&tots for 
survival, age, Kamofsky PS and neutrophil c&t. - 

Conclusions: Our trial failed to demonstrate, in ED SCLC, a survival 
benefit of ‘accelerated chemotherapy with GM-CSF or cuttimoxazole sup- 
ports. 
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Exlsulind and CP46i Inhibit cell growth, induce apoptosls, 
and have synergy with herceptin and taxotere in breast 
cancer cells 

M. Pearam’, L. Liu*, M. Lloyd*, R. Pamukcu*, D. Slamon’, 
W.J. Thompsor?. ‘University of California Los Angeles, Hematology/ 
Onwlogg Los Angeles, USA; ‘Cell Pathways, Inc., Ho&am, PA, USA 

Purpose: Exisulind (AptosynTM) and CP461 belong to a new class of pro- 
apoptotic drugs termed selective apoptotic anti-neoplastic drugs (SAANDs). 
Their pmapoptotic effects are independent of COX I or COX II inhibition, 
~53, Bcl-2 or cell cycle arrest. In this study, the anti-proliferative and pro- 
apoptotic effects of exisulind or CP461 alone and in combination with 
Herceptin or Taxotere on human breast tumor cells with differential expres- 
sions of HER2/neu and estrogen receptor (ER) were measured. 

Methods: Cell growth inhibition with a 6 day exposure to the drug using 
sulfomodamine dye binding and apoptosis inductidn after 2 day exposure 
using DNA fragmentation by double antibody ELISA were determined for 
8 breast tumor cells (MCF-7, MDA-MB-231, MDA-MB-453, MDA-Mf3-435S, 

fvlDA-MB-436, BT-20, BT474 and SR-BR-3). In combination studies, multiple 
drug effect/combination index (Cl) isobologram analysis was done with 
CafcuSyn Software version 1.1.1 (Biosoft, Ferguson, MO 63135) based on 
principles described by Chou and Tafalay. 

Results: Exisulind and CP461 showed growth inhibition (IC50, 32 -248 
PM, 0.5-0.9pM, respecb’vefy) and apoptosis (EC50,20+500 &I; 0.6-7.2 
+M, respectively) in all eight cell lines independent of HER-2/neu and ER 
expression. Both exisulind and CP461 showed a synergistic effect with Her- 
ceptin in cell growth inhibiton and apoptosis induction specific for HER#neu 
over-expressing breast cells [Cl = 0.27f0.09, P=O.O2 (exisulind + Her- 
ceptin): Cl = 0.26~+~0.17, P=O.O3 (CP461 + Herceptin) in MDA-MB-4531.Svn- 
er&& or additive interaction with Taxotere was observed for both agents 
[Cl =0.68*0.16, P=O.O5 (MDA-MB-); 0.80*0.25. P=O.O6 (BT-474) 
for CP461+Taxotere; -0.63f0.23, P=O.b3 (MDA-MB-453); l.itiO.38; 
P=O.O8 (MDA-MB-435S) for exisulind+Taxotere] and was independent of 
HER-ZYneu status. 

Conclusion: Exisulind and CP-461 demonstrate synergistic cytotoxicity 
in combination with Herceptin and/or taxanes against human breast cancer 
cells. The mechanism of drug interaction involves induction of apoptosis. 
Such combinations merit further clinical testing in breast cancer. 
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A phase I study of TBO0607 alven once even! three weeks In 
pailents wlth a&anced refr&tory cancer. A-Natlo@ Cancer 
Institute of Canada-Clinical Trials Group Study (NCIC 
CTG-IND 130) 

K.A. Gelmon’, K. Belanger*, C. Britton’, D. Souli&es*, S. Janke3, 
J. Dionne, J. Powers, L.K. Seymour, J. McNally. ‘British Columbia Cancer 
Agenq Medical Oncol~ Vancoove< Canada; ‘CHUM Notre-Dame, 
Medical Oncology, Montreal, Canada; 3 British Columbia Cancer Agency, 
Clinical Nursing, Vancuuve~ Canada 

T900607 is a novel tubulin-active agent which disrupts microtubule poly- 
merization by a unique mechanism of action. T900607 may h active in 
turnouts with acquired resistance to vinca alkaloids or taxanes. In April 
2000 the NCIC-CTG initiated a phase I trial of T900607 given on a three 
weekly schedule in patients with advanced solid turnouts who had incurable 
disease to establish the maximum tolerated dose (MTD), recommended 
phase II dose (RD), toxicity and phatmacoldnetfcs. Sixteen patients have 
been enrolled in six doses levels to date. No dose limiting toxicities have 
been seen in the first five dose levels. At the first five dose levels, related 
toxicities were mild with grade 1 nausea in 3 patiehts, grade 1 neuropathy 
in 3 and grade 2 fatigue, fever, vomiting and injection site reaction each 
seen ih one patient. No grade 4 toxicity has been s&n and the onfy grade 3 
toxicity is tumour pain in three patients that is possibly related. Hematologi- 
MI toxicity has included one grade 4 anemia at the first five doses and mild 
granulocytopenia. At the sixth dose level of 270mg/m2 grade 4 thrombo- 
cytopenia has been seen and that dose level is currently being expanded. 
No significant biochemiCl toxicity has been seen at the lower dose levels 
but one patient at the 61h level had a transient rise in troponfn levels, not 
associated with ar)y off& evidence of cardidc damage. As one other patient 
in another current phase 1 trial of T900607 has also experienced a rise in this 
enzyme, additional tt’oponin assessments will be conducted to determine if 
this drug has an associated cardiotoxicity. The trial is continuing to accrue 
patients with careful troponin and hematological assessments to define 
MTD. A full report of this trial including response rates, MTD determination 
and pharmatiinetics will be presented in October 2001! 
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ZD1630 (‘lressa’), an orally-active, selective, epidermal 
growth factor receptor tyrosine klnaee Inhibitor (egfr-tkl), Is 
well tolerated in combination with gemcitablne and cisplatln, 
in patients wlth advanced solid tuGours: prellminary ’ 
tolerability, efficacy and pharmacoklnetic results 

G. Giaccone’. J.L. Gonzales-Laniba*. E.F. Smit’, A.T. van Oosterom3, 
M. Martins3, G.J. Peters’, W.J.F. van der Vijgh’, R. Smith4, A. Fandi4, 
S. Averbuchs. ‘Free Universifv Medical Center, Amsterdam. The 
Netherlands; 2 Hospital Clinicd San Carlos, Madrid, Spain; jUniversity 
Hospital Gasthuisbetg, Leuven, Belgium; 4A.shai’eneca, Macclesfieid, UK; 
5AsttaZeneca, Wilmingfon, USA 

Alms: To assess the tolerability of ZD1839 (‘lressa’) given continuously 
in combination wfth gemcitabine and cisplatin, and to determine whether 
the pharmacokinetic profiles of these three drugs are altered by concurrent 
administration. 
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Methods: ZDl839 was given as a single, oral, dally dose from day 2 
onwards, at one of two dose levels (250 or 500 mg). Gemcitabine (1250 
mg/m2) was administered as a 30-min infusion on days 1 and 8, and 
cisplatin (80 mgIm2) as a 2-h infusion on day I, after gemcitabine. Cycles 
were repeated every 3 weeks for a maximum of 6 cycles, or until disease 
progression, toxicity or patient (pt) refusal. Recruitment of 6-12 pts was 
planned at each ZD1839 dose level. Pharmacokinetic analyses were done 
durina cvcfes 1 and 2. 

R&&a: Between November 2000 and February 2001, 18 pts were en- 
rolled (M:F 11:7; median [range) age, 59 [30-71) years; WHO performance 
status,‘ 0 [4 pts], 1 [II] and 2 i3]j. Primary t&ours: non-small cell lung 
cancer (NSCLC) (8 pts), adenocarcfnoma of unknown primary (ACUP) (3). 
oesophageal (3) and other (4). All pts were chemonaive for advanced or 
metastatic disease. Nine pts were included at each ZD1839 dose level 
and all pts were assessable for toxicity. Toxicity at the 250 mg dose level 
comprised: Gl skin rash (3 pts), Gi diarrhoea (3), G3 asthenia (I), G3 
thrombocytopenia (I), G3 vomfting (1) and G4 asymptomatic short-lasting 
(2 days) elevated,hepatic transaminases (1). At 500 mg, 4 pts experienced 
G3 diarrhoea and 1 pt had G4 asymptomatic elevation of hepatic transami- 
nases. Skin rash was observed in 7 pts but was generally mild (Gl [3 pts], 
G2 [3] and G3 [l]). No other severe toxicity or treatment-related deaths 
were observed. Fifteen pts are evaluable for efficacy, to date (1 pt withdrew 
after 1 cycfe, 1 pt had only pleural effusion and 1 pt too early). Six pts 
had PRs (NSCLC [4 pts], ACUP [l] and pancreatic [I]), 7 pts had SD, 
including 2 pts with MRs,(mesothelioma and oesophagus) and 1 pt with an 
unconfirmed PR (NSCLC): 2 patients progressed. Pharmacokinetic results 
will be available by September 2001. 

Conclusion: p The comblnatlon of ZD1839 with gemcitabine and cis- 
platln is feasible and well tolerated, and appears highly active. A three-arm, 
multicentre, Phase III trial of the same combination, in patients with ad- 
vanced NSCLC, has completed accrual with >I000 patients having been 
enrolled. 

‘Iressa’ is a trade mark of the AstraZeneca group of companies 
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A phase I dose escalation pharmacokinetk (PK) study of 
BAY 38-3441 adinfnistered as a short infusion once every 
three weeks 

K. Mross’, U. Sauer’, B. Haring’, D. Behrlnger2, E. Brende13, C. Unger’. 
’ Dept. Medical Onwlog~ Tumor Biology Center at the University Freiburg; 

‘Dept. Hematology and Oncokgy of the University Hospital Freibug; 
3 Bayer AG, Dept. C/inica/ and Pharmacology Research, Germany 

Rationale: BAY 383441 is a camptothecfn glycoconjugate that was de 
signed to stabilize the lactone form of camptothecin in blood, thereby 
increasing the proportion of the lactone available for uptake by tumor cells. 

Methods: BAY 38-3441 was administered as a single 3Qminute intra- 
venous infusion once every three weeks (q3wks) to patients with advanced 
refractory cancer. Patients received 20 (n = 3) 40 (n = 6) 87 (n = 3) 
100 (n = 6) 140 (n = 3) and 210 (n = 3) ms/m2/day q3wks BAY 38-3441. 
Plasma samples were taken at predefined time points for the determination 
of pharmacokinetfc parameters, including C,, AUC, t,,,*, tIm, and CL. 

Results: Twenty-four patients (pts) with different solid tumor types have 
been accrued so far. The median age was 60 yrs (27-71) At 20 mg/m2 1 pt 
developed brain metasiases 16 days after dosing with BAY 383441. At 40 
mg/m2 1 pt with mCRC developed an increase of liver enzymes afterthe first 
dosing, but was constiered diseaserelated rather than drug-related. At 67 
mg/rr? no TOX was observed. At 100 mg/m2 1 pt developed bradycardia, 
hypotension. and loss of consciousness during drug infusion, and these 
condllions were considered possibly drug-r&ted. No further TOX was 
seen. At 140 and 210 mg/rr+ no TOX has been observed so far. The 
following phamracoklnetii results were obtained. 

PK parameters of BAY 56-3722 (free base of BAY 36-3441) and Camptothecin 
(means/SD) 

Doss[m@m2) 

BAY 56-3722 
cmax Imsnl 
AUC Ima*h/Ll 

20 40 67 

1.650.47 4.27/1.33 9.38027 
1.5OI1.71 4.63J2.20 20.3i2.02 

t1/2 vi - . 1.10/1.69 2.w1.44 9.20/2.51 
CL [WI 19.2/l .67 13W2.16 5.26/1.85 

CamptOlheCl~ 
cmax wu 3.39/l.% 16.8/2.50 15.3+ 
AUC (0-tn)[rg'NL] 53.32.74 637/2.70 410+ 
tlR [hl 22.911.33 33.411.23 - 

+)median 

100 140 

7.3911.36 13.111.63 
6.5ti1.73 16.2l3.03 
4.W1.69 10.2/1.28 
21.4/1.60 lSIV3.16 

17.7/1.42 2&l/2.05 
WV2.34 59113.88 
26.812.74 37.8/l .67 

Conclusion: BAY 383441 administered intravenously once every 3 
weeks is generally well tolerated up to the 210 ms/m2 dose level. The 
PK parameters show large interpatient varfation; the MID has not been 
reached. 
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Pharmaookinetk (PK) and pharmacodycjamit A&al$sis of 
Aspirln Administered with Multi-targeted Antffol&W(ALIhWA) 

C. Sweenev’, S. Baker’, D. Murry3, K. Fife’, D. Seitz’, A. Sandier’. 
M. Gordon’, C. Takimoto2, E. Rowinsky2. ‘Indiana Univers& 
Indianapolis, IN, USA; 2 Johns Hopkins-University, Suntlng B&stein 
Cancer Research Bldg., Baltimore, MD, USA; 3 Purdue Universi~, 
Lafayette, /N, USA 

Purpose: ALIMTA (pemetrexed d&odium, LY231514) is an antimetabo- 
lite, which inhibits three folate dependent enzymes. AUMTA has a similar 
structure to methotrexate and both are excreted unchanged in the urine. 
Salicylates have been shown to impair the renal clearance and enhance 
the toxicity of methotrexate and thus patients (pts) taking non-stemidal 
anti-inflammatory drugs have been excluded from ALIMTA triis. Myelo- 
suppression with ALIMTA is most pronounced In pts with folfc acid or 812 
deficiency. 

Methods: Pts with normal renal function (as determined by glomerular 
filtration rate) were randomized to receive asplrin (ASA) either wlth the first 
cycle of ALIMTA (Group 1) or with the second cycle (Group, 2). After the 
first cycle the pt was crossed-over to the afternate treatment. ALIMTA was 
dosed at 500 m@m2 day 1 of a 3 week cycle. Viimin supplementation was 
mandated: Folic acid, at least 350 fig per day, beginning at feast one week 
prior to the first dose of AL1MTA;lOOO fig of intramuscular vitamin 812 one 
to two weeks prior to first day of treatment then every 9 to 12 weeks. ASA 
325 mg was given orally every 6 hours starting 2 days prior to ALIMTA with 
the 9th dose taken 1 hour prior to infusion. Samples for PK analysis were 
obtained with the first and second cycfes. 

Resuttsz 24 pts (15 men and 9 women) with sotii tumors, a median 
number of 2 prior therapies and a median age of 52 years (range: 34 - 71) 
received at least two cycles. ASA was adminfstered to 12 pts in their first 
cycfe and 12 pts took ASA with their second cycle. Preffminary PK analysis 
was parfomad on the first 7 pts in each group and showed that ASA 
ingestion did not appear to alter the clearance, mean steady state volume 
of distribution (Vss - Um2), or area under the curve (AUC - hglml’hr). The 
median nadir neutrophil count for Group 1 after the 1st and 2nd cycles were 
2.0 and 1.44 respectively and were 2.86 and 1.81 respectfvely’for Group 2. 
A paired analysis of each individual pt’s nadir nautrophlf ccunt from cycles 
1 and 2 demonstrates that ASA did not augment the myefosupprisssion of 
ALIMTA (p=O.199). There were 3 episodes of grade 3M granuIocyt&enia 
and all occurred In cycles without ASA. There were no episodes of febrife 
neutropenia. 

Conctuslons: ALIMTA administered with folic acid has minimal myelo- 
suppression and is well tolerated even when administered with ASA. Prelim- 
inary PK analysis suggest that ASA ingestion does not after the disposition 
profile of ALIMTA 
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Extended temoxolomide (TN@) dqsin$ sr+e#i+ per@ lhe 
administration of higher TM2 dose int~&eS tidfnMbitthe 
DNA rep&k enzyme 064kylguanineDNA alkyftra&ferase 
MAT) 
J. de Bono’, L. Denis’, A. Patnaik’, L. Hammond’, C. Geyer2, 
S. Gersona. D. Cutlefl. L. Revdarman“. E. Rowinskv’. A. Tolcher’. 
’ Instifufe for Dtug De&iopm&t, Cat& Therapy an’d &search Center, 
San Anton@ USA; 2 Joe Arrfngton Cancer Center, Lubbock, TX, USA; 
3 Case- Western Reserve, University of Cleveland, Ohio, USA; 
4 Schering-Plough Research Institute, Kenilworth, NJ, USA 

Purpose: AGAT has been implicated in the development of resistance to 
alkylating agents such as TMZ. Preclinical studies of prolonged exposure 
to TMZ have shown progressive depletion of AGAT. Extended TMZ dosing 
schedules may therefore decrease resistance and enhance cytotoxicity. We 
have conducted two dose-escalation studies to evaluate extended TfvlZ 
dosing. 

Methods: Two TMZ dosing schedules were studied: 7days orv7days 
off (717) and 21days ofl-days off (2%‘). All patients received escalating 
doses of TMZ from 50 mg/m2 up to 150 mglm2 per day; patients on the 7/7 
schedule were titrated to a maximum dose of 175 mg/m2 per day. 


