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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’. 
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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. 

104 ORAL 

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’. 
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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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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. 


