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generation platinum drug designed to have an extended spectrum of anti- 
tumour activity and overcome platinum resistance mechanisms, has shown 
synergistic in vitro activity in combination with paclitaxel. The purpose of 
this ongoing Phase I trial is to evaluate the safety of ZDO473 in combination 
with paclitaxet. in patients with refractow solid malignancies. 

M&hods: Pati&ts received a 3-h& W infusion of paditaxel, followed 
after 30 miaby a l-hour infusion of ZDO473. repeated every 3 weeks. 

Resols: 10 date, $7 patients (NSCLC [I2 patients], m&othelioma [3], 
SCLC [2]) have been recruited and have received pacliiaxel/zDO473 com- 
binations at dosesof 135/60,135/96,135/120,150/120, or 175/120 mgIm2. 
The median (range) of treatment cycles received to date is 3 (l-6), with 6 
patienta having received at least 4 cycles of treatment. During the first treat- 
ment cyde myelosuppression was mild: 1 patient had grade 3/4 anaemia; 
there were no incidences of grade 3/4 thrombocytopenia or neutropenia. 
Nine patients were-withdrawn due to disease progression. So far, no pa- 
tients have experienced dose-limiting toxicity. Stable disease was observed 
in 9 of the 13 evatuable patients, induding 3 patients wfih NSCLC who 
experienced a reduction in tumour size of -10%. The median number of 
treatment cycles received by patients with stable disease was 4 (range 2-6). 

Conciuslon: The ZDO473 and paditaxel combination is well tolerated 
and shows encouraging stable disease in patients with solid tumours. 
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A phase I study of weekly Oxaliplatin (OXA) + continous 
infuslon (Cl):flti&urWl (FU) in patlents with advanced 
colorectalaancer (CCR) 

A. Aschele, S. Lonardi, L. Sartor. A. Perin, V, Chiirion Sileni, G. Artioii, 
S. Monfardini. Padova I./r&e&y Hospifal, Medical Oncology. Padova, /f&y 

A combination of OXA and FU is frequentty used as 1st or 2nd line treatment 
for advanced CCR. However, the optimal schedule for this combination has 
not been defined. Weekly administration of OXA may result in decreased 
acute toxicity and increased dose intensity compared to bi- or tri-weekly 
administration. The purpose of this study was thus to identify the MTD 
of weekly OXA (4 dose levels: 60-70-60-90 mgIm2 on days 1, 6, 15) in 
combination with a fixed daily dose of Cl FU (2OOmgImadie d1821) + 
Leucovorin (LV), with cydes repeated every 4 weeks. Since April 2000, 
20 patients with progressive advanced CCR, previously treated with or 
ineiigible for 5-FU and CPT-11 were accrued (13 males, 7 females; median 
age 68 years; median ECOG PS 1; median CEA 31.5 @ml). 

Overall. 56 cycles were delivered corresponding to 163 weeks of chemo- 
therapy. The median number of cycles administered to each patient was 
2 (range l-6) and the median number of weeks of demotherapy was 6 
(range 3.18). Fifteen of 163 weeks of chemotherapy were delayed because 
of toxicity while 6 of 163 weeks were delivered at a reduced dose. Con- 
sidering the first 2 cycles of treatment (2 months), no grade III-IV toxicity 
was observed up to dose level 4 (OXA 90 mg/mZ). Three patients pre- 
sented grade I thrombocytopenia lasting 19, 14 and 14 days, respectively. 
Three out of 6 patienta treated at dose level 4 (OXA 90 m#n2) required a 
major change in the treatment program (discontinuation, delay longer than 
14 days or dose reduction) because of conatiitional symptoms (asthenia, 
weight loss and unbearabte peripheral sensory neuropathy). Thii was thus 
deemed to be th-s MTD for OXAin this combination. Among 15 patients with 
measurable disease completing at least one treatment cycle 1 PR, 4 MR, 7 
SD and 3 P were obtained. OveraH. disease progression was abrogated in 
12 of 18 evaluable patients. Three patients wfth initially unresectable liter 
metastaSeS underwent secondary resection with curative intent. 

These resuJ& demonstrate that the combination of weekty OXA and 
low-dose Cl FU is feasible and well tolerated. This regimen allows to deliver a 
hlgher dose intensity of OXA compared to bi-weekly or tri-weekly schedules 
and shows a promising antitumor actvity in heavily pretreated patients. The 
study is now continuing to assess the possibility of incorporating LV (20 
mq/m2, dl, 8, 15) at the OXA dose level below the MTD (80 mglm2). 
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A phase 1, wsqcalation study of the novel antifolate 
zd9331 iri ~comtW&n with cisplatln in patlents with 
refractory soti malignancies 
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Inttoductfon: ZD9331 is a new dntifotate cytotoxic that inhibits thymidylate 
synthase and does not require polyglutamation for its activity. 

Objectives: To determine the maximum tolerateddose (MTD) for ZD9331 
in combination with cisplatin and to assess the tolerability, pharmacokinetic 
and antitumor activity of the combination. 

Mettteds: Thirteen patients with refractory solid tumors have been en- 
tered to date. ZDQ331 was administered as a 30-mtn ti~infusioti on davs 1 
and 6 of a al-day cycle. Cisplatin was administered after ZDQ331 as a30- 
to 6O-min infusion on day 1. The, MTD was defined as that which caused 
dose-limiting toxicity (DLT) in -2/6 patients. 

Results: Patients entered on one of three dose levels: ZD933l/dsplatin 
100/50 (n=S), 130&O (n=6) and 130/75 (n=4) mgIm2. Baseline performance 
status (PS) was good (PS 0 in 3 patients, PS 1 in 10 patients), and most 
patients had received prior chemotherapy. The majority of patients had 
thoracic malignancies. DLT was observed in 2 patients at 130175. Both 
had grade 34 neutropenia requiring the day 8 dose of ZD9331 to be 
withheld. A third patient at this dose level experienced similar toxicity on 
his second cycle of treatment. Other toxicities include thrombooytopenia, 
anemia, fatigue, nausea, vomiting, and stomatiis. Accrual to the 130/50 
dose level confnues. Of the 13 patients entered, there has been 1 partial 
response in a patient with mesothdioma. PattentS with m&sothsiioma and 
breast cancer also have stable disease. 

Conclusions: The combination of ZD9331 and cispiatin is well tolerated 
and has antitumor activity. 
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Phase I study of weekly pacliil and liposomal 
doxorubicin in patients with advanced solid3uniours 

N. Androulakis, Ch. Kouroussis, D. Mavroudls, S. Agetaki, J. Souglakos, 
N. Vardakis. A. Pallis, V. Bozionelou, V. Georgoulias. Daparfment of 
Medical Oncology, UniversKy General Hospital of lieraldion, Crete, Greece 

Ob]ecttves: Pacliiel has a broad spectrum of toxicity against the most 
common human turnouts. Weekly administration of p&dii may improve 
the toxidty profil of the drug increasing its efficacy.. Uposomal doxorubicin 
(Caelyx) has shown similar to conventional doxorubictn’s adtvii v&h much 
more favorable toxicity profil. A phase I study was conducted to determine 
the maximum tolerate dose (MTD) and the dose limiting toxtci+ies (DLTs) 
of the combination of the two drugs administered weekly in patients with 
advanced solid tumours. 

Patlents and Methods: Escalatingdoses of Caelyx (6-12 ms/m2) were 
administered as a 1 h IV infusion and a fixed dose (80 ing/n?) bf padiiel 
as a 3 h IV infusion on me same day for 4 wnsecutive weeks fn,a 6 week 
cycle. Nineteen previously treated @tie& with histo!cgicaH~ confirmed 
advanced stage solid tumours were enrolled. 

Results~ The MTD was reached at the dose-level Caetyx IO mgfd + 
pacliiaxel 80 mg/rr?. The DLTs were evaluated ‘after. the first cycle and 
consisted in all cases of grade 3 neutropenia resuttirig.in treatment delay. 
A total of 55 cycles have been administered: Grade 2-3 neutropenia was 
observed in 7 (14%) cycles and grade 4 anemia ih 1 (2%) cycle. Non 
hematologic toxicity included grade 2-3 nauseavomittng in.5 (9%). grade 
2-3 diatiea in 4 (72%). grade 2-4 fatigue in 7 (12.7%) and grade 2 
mucositis in t (1.8%) of the cycles. No cardiotoxidt)i, as determined by the 
development of CHF or more than 10% reduction on LVEF was observed. 
Among 12 evaluable patients, 1 PR was obsefved in .a patient with’ovarian 
cancer. 
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A phase I study of the caelyx - OxalipfatiWorirbinaHon in 
patients wlth advanced solid tumors 
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Background! Caelyx is a IipoSomal doxorubicin formulation wfth low toxicity 
and high activity in various tumors. Oxaliplatin (L-OHP) is a new platinum 
analog with improved toxicity profile and only partial cross resistance with 
cisplatin and carboplatin. We conducted a phase I ‘study to evaluate the 
MTD and DLT ot Me Caelyx-L-OHP combination, 

Patients and Tfeatmenk Caelyx was administered onday 1 as an l-hour 
IV infusion at escalating doses of 25-35 mg/n+ followeizt by L-OHP ‘as a 
P-hour IV infusion at doses of So-IQ6 m@&. Cycles were repBated every 
3 weeks without growth factors. !$@teen patter& with ad+- stage 
carcinomas have been entered.:Medtan age 60, Pg (WHO)9:6; 1:9,2:3. 
Treatment was Is’ line for 5. (26%), 2”d line for 7 (39%) .and yd line for 
6 (33%) pts. DLT was evaluated during the fj@t oycle.oE treatment and 
included any grade 4 hematologic toxicity, neutropehia grade 3-4 with 


