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rate and decreased vascularisation. In this Phase | trial we have explored
the toxicity and pharmacokinetics (PK) of this compound, and attempted
to assess its impact on the vascular permeability of solid tumours using
Magnevist® enhanced MRI. Escalating doses of SU5416 were adminis-
tered to sequential cohorts of three patients twice weekly for four weeks
per cycle to a maximum of three cycles. To date 11 pts (8 F:3 M), median
age 47 (R 25-74) have received 22 cycles of SU5416 at the following
doses: 48 mg/m? (3), 65 (3), 85 (3), 110 (2). No dose limiting toxicity has
been observed. Mild local venous irritation and phlebitis were common
(10/11 pts). Despite premedication, hypersensitivity reactions (attributed to
the diluent Cremophor™) requiring additional steroid administration have
been observed in 4 pts but treatment was continued in all. Other toxicities
were mild to moderate and appeared dose related: fatigue (4/11), headache
(4/11) and emesis (4/11). No haematologic or metabolic toxicity has been
observed. PK of the parent drug in the first 9 patients showed that clearance
was rapid {(mean 74.3 I/hr, SD 29.5 I/hr) and there was a trend towards
an increase in drug clearance with repeated administration. No responses
have been seen yet, however 4 pts have had disease stabilisation. At the
doses reached no impact on vascular permeability has been visualised by
contrast enhanced MRI performed one hour after infusion of SU 5416 and
further studies will be performed at 4 hours. Accrual is ongoing.
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ET-743 is a novel MD compound, minor groove binder-selective for G rich
sequences, that is completing the phase | evaluation. Five different infusion
times (drug given every 3 weeks) have been tested and mature data in 171
patients (pt)/424 cycles are now available

1hiv 3hiv 24 hiv Dx5 72hiv
No. Pt 40 19 52 41 19
MTD" 1100 1800 1800 1800 1200
RD 1000 NA 1500 1650 NA

" = meg/m?; NA = not available yet; MTD = maximal tolerable dose; RD = recomended
dose.

The dose limiting toxicities are hematological tox and fatigue. As expected
from the preclinical tox, drag induced changes in the liver function test
have been consistently reported. ET-743 induced transaminitis has an
early onset, peaks by day 3-4 post drug administration, a median time
to baseline values (AST/ALT) = 10 days and lacks a cumulative effect.
Clear evidence of activity has been seen in patients with advanced resistant
sarcomas, breast, melanoma and mesothelioma. PKs of ET-743 fit with a
bicompartimental model. AUC values achieved in patients are within the
range of the figures obtained at curative doses in nude mice bearing tumors.
Early phase Il studies incorporating 1500 mcg/m? iv-24 hours infusion/3
weeks are underway.
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Rationale: BAY 12-9566 is a non-peptidic selective inhibitor of MMPs 2 and
9.

Methods: Two parallel dose escalation studies with a cross-over design
were conducted. In cycle (C) one, patients (pts) received chemotherapy
(CT) alone and in C2 CT plus BAY. BAY was to be given in a fixed dose of
800 mg bid; FU starting dose was 350 mg/m? daily x 5 with a fixed dose of
leucovorin 20 mg/m? (arm A); DOX starting dose was 50 mg/m? (arm B).
Dose limiting toxicity (DLT) included grade 3/4 toxicity.

Results: 23 patients (pts) have been accrued: median age was 60 yrs
(44-78); 12 pts were female; performance status was 0 (5 pts), 1 (13 pts),
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or 2 (5 pts). Tumor type included colon (6 pts), ovary (4 pts), NSCLC (3
pts), renal (2 pts); 14 pts had had prior CT and 11 prior radiation; common
sites of disease included: lung (15 pts); nodes (11 pts); liver (11 pts). Arm
A: 12 pts have been accrued to 2 dose levels (DL); at DL-1 (FU 350 mg/m?
plus BAY 800 mg bid po) thrombocytopenia was dose limiting, although PK
in G2 was similar to C1; in DL-2 pts were treated with FU 350 mg/m? plus
BAY 400 mg bid po without DLT; dose escalation continues in DL-3 (FU 400
mg/m? plus BAY 400 mg bid po). Arm B: 11 pts were accrued to 3 DLs. DL-2
(DOX 60 mg/m? plus BAY 800 mg bid po) was well tolerated although PK
revealed a 30—40% increase in DOX levels in C2 compared to C1. At DL-3
(DOX 70 mg/m? plus BAY 800 mg bid po) DLT attributable to DOX was
seen; toxicity was similar in C2 and C1 with no evidence of an interaction.

Conclusions: There appears to be evidence of a pharmacodynamic
(thrombocytopenia) though not a PK interaction with BAY and FU, although
with reduction of BAY to 400 mg bid po the combination was tolerated. Dose
escalation in Arm A continues. Despite modest evidence of a PK interaction
in Arm B, full dose BAY (800 mg bid po) can be safely administered with
DOX 60 mg/m? and is recommended as the dose for further study.
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PTK/ZK is a novel, low molecular weight, orally bioavailable compound
that is a potent inhibitor of VEGF receptor tyrosine kinases. In vitro, it
inhibits VEGF-mediated signal transduction and endothelial cell functional
responses. After oral dosing in rodent models, it inhibits VEGF-mediated
angiogenesis, tumor vascularization, and tumor growth. Preliminary data
from a Phase | trial in advanced cancer patients are available. Cohorts
of 3 patients were treated at dose levels of 150, 300, 500 and 750 mg
once daily for 28 days. Dose escalation is continuing. Patients have been
treated for up to 4 cycles without dose interruption or delay. No dose limiting
toxicity, hematologic or hepatic toxicity was observed. Pk and surrogate
marker samples were obtained at muitiple times on days 1, 15 and 28 for
each dose level. Current data indicate PTK/ZK is rapidly absorbed, with a
Tmax of 1.1-2.0 hours, an average terminal half life (11/2) of 4.5 hours and
has no evidence of accumulation following once daily dosing. The average
AUC values decreased slightly from day 1 to day 15 at all dose levels,
The mean AUC (0-infinity) was proportional to the administered dose for
all dose levels studied. PTK/ZK is well tolerated with a favorable pk profile
and can be administered on a continuous basis. This novel compound has
therapeutic potential for the treatment of solid tumors and other diseases
where angiogenesis plays an important role.

1138 ORAL

Phase | dose finding study with irinotecan (CPT-11) in cancer
patients (pts) with hepatic dysfynction

E. Raymond', L. Vernillet?, V. Boige', A. Hua?, M. Ducreux',

S. Mekhaldi', C. Jacques?, M. Gatineau', D. Mignard?, J.C. Vergniol2,
J.P. Armand’. " Department of Medecine, Institut Gustave-Roussy, Villejuif:
2Rhéne-Poulenc Rorer, France

Biotransformation pathway of CPT-11, and especially enzymes which con-
vert CPT-11 into its active metabolite SN-38, are mainly located in liver.
Thus, hepatic dysfunction could alter CPT-11 pharmacokinetic (PK) and
may increase the risk of toxicity. This study was designed to determine the
maximal tolerated dose and to investigate the PK of CPT-11 in pts with
liver dysfunction. Pts groups (gr) were based on the initial total bitirubin
level (Thili): gr A (<1.0 Normal Limit-NL) and B (>1.0 to <1.5 NL) with 350
mg/m? starting dose given every 3 weeks. In gr C (>1.5 to <3.0 NL), 3 dose
levels were planned: 175-240-350 mg/m?. Transaminase level was <20 NL
in all gr. Doses were adjusted in pts who experienced Tbili modifications or
dose-limiting toxicity (DLT). Blood was sampled up to 24 h post infusion for
PK evaluation. Twenty-two pts were treated (M/F: 15/7, median age: 53, PS
0-2): 7 pts-26 cycles (cy), 4 pts-14 cy, 6 pts-16 cy and 5 pts-20 cy so farin
gr A, B, C at 175 and C at 240 mg/m?, respectively. DLTs observed at 1st cy:
1/7 pts-gr A (grade 4 febrile neutropenia-FNG4), 1/4 pts-gr B (FNG4), 1/6
pts-gr C (FNG4) at 175 mg/m? and 3/5 pts-gr C (grade 4 diarrhea-thrombo-
cytopenia, FNG4) at 240 mg/m?. Preliminary PK parameters, obtained by



