Colo-rectal cancer

occurred in 4 out of 6 pts at 25 mg/sqm and in 2 out of 4 pts at 22.5
mg/sqm; this last dose of CPT-11 (22.5 mg/sqm) was defined as MTD.
Pharmacokinetic -analysis demonstrated a Cmax and AUC of 0.034 mg/L
and 3.635 hxmg/L respectively for CPT-11 and of 0.065 ugt and 0.155
hxmg/L respectively for SN-38. This mean value of SN-38 AUC was 43%
greater than that we had previously calculated in patients who had received
CPT-11 at the same dosage in a 60 - infusion (0.108 hxmg/). Twelve
patients are evaluable for response and 3 (25%) partial responses and 2
(17%) minor responses have been observed.

Resuits: These preliminary resufts demonstrate that the treatment with
CPT-11 seven days c.i. is feasible with diarrhea being the dose limiting toxi-
city; recommended dose for phase |l studies is 20.0 mg/sgm/day. Antitumor
activity is promising and encouraging further investigation.
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Phase | study of triple drug combination of CPT-11 (C),
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Objectives: C,0,and T are each active as single agents in MCRC. Data
on several doublet combinations have demonstrated increased activity in
this disease. The objectives of this study. are to determine the Maximum
Tolerated Dose-(MTD), Dose Limiting Toxicity (DLT) and Recommended
Phase Il Dose (RD) for this triple combination.

Methods: The starting dose of the three drugs was C: 200mg/m2,
O: 30mg/m2 and T: 2.75. mg/m2 given LV. on day 1 repeated every 3
weeks. Patients;(pts) with previously untreated MCRC, measurable disease,
performance status ECOG <3 and adequate organ fuinction were: eligible,
Prior adjuvant fluoropyrimidines was permitted. Cohorts of 3 pts were to be
treated at-each dose level (DL) with escalation based on toxicity.

Results: 16 pts (median age 60 yrs) received 43 cycles. No DLT were
seen at DL 1 and 2. At DL 3 (C: 235 mg/m2, O: 105 mg/m2 and T
2.75 mg/m2), 2/3 pts had DLT (diarrhea and dehydration despite adequate
use of Imodium), No DLT has been noted in 4 evaluable pts at DL 4 (C:
210 mg/m2, O: 100mg/m2 and T: 2.75 mg/m2). Other non-hematological
toxicities were mainly grade 1 or 2 and included nausea (10 pts), vomiting
(9 pts), anorexia (9 pts), fatigue (8 pts), dianhea (8 pts) and alopecia
(6 pts). Intermittent and reversible grade 1-2 neurotoxicity was common
and included 2 pts who received 9 and 11 cycles and consisted mainly of
neurc-sensory Symptoms with worsening on exposure to cold lasting 7-10
days after therapy. Myélosuppression was generally mild at DL 1 and 2 with
1 grade 3 thrombocytopenia at DL 3 and 1 grade 4 granulocytopenia of
short-duration at DL 4. There were no significant biochemical abnormalities
other than expected grade 3 elevation in transaminases. 1 pt died due to
intra-abdominal disease progression during cycle 1 with bowel obstruction,
vomiting and aspiration pneumonia with respiratory distress; this pt also
had drug related early vomiting and myelosuppression. 7 pts are currently
evaluable for response with 4 partial responses.

Conclusion: Triple drug combination with COT is feasible with manage-
able toxicity. DLT consisted of diarrhea and dehydration. Pis are prasently
aceruing at DL 5 (C: 220 mg/m2, O: 100 mg/m2 and T: 2.75 mg/m2) in order
to define the RD. There is evidence of activity in untreated MCRC; a formal
phase i study is plannied.

Funding: support from AstraZeneca, drugs also supplied by Sanofi Syn-
thelabo and Pharmacia Canada Inc.
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A phase Il study of weekly irinotecan (CPT-11) and oral uracil
and ftorafur (UFT):plus folinic acid (FA) as first line treatmernit
in advanced colorectal cancer (CRC)
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Purpose: The aim of this prospective phase Il study was to determine the
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efficacy and toxicity profile of weekly CPT-11 and oral UFT/FA as first fine
treatment of advanced GRC.

Patients and methods: Patients with advanced CRC, not:treated previ-
ously with.chemotherapy for metastatic disease, -at least 1-bidimensionally
measurable lesion, ECOG PS < or = 2 {patients older than 75 years ECOG
P8 < or = 1) and with adequate bone marrow, renal and hepatic function
were included in the study. Exclusion criteria were previous treatment with
any topoisomerase | inhibitor, or any intestinal pathology. Patients were
treated with CPT-11 (125 mg/m2) given as an iv 90-minutes infusion, on
days 1, 8 and 15 and UFT (200 mg/m2/day) plus FA (45 mgiday) given
orally on days 1-21. Cycles were repeated every 4 weeks until progression,
unacceptable toxicity or consent withdrawal.

Resuits: Thirty-four patients were enrofled (M/F, 19/15) with a median age
of 62 years old-(44-80). ECOG PS was 0-1 in 82% of patients. Primary tumor
sites were colon (21) and rectum (13). Histology was. adenocarcinoma. in
alf cases. Previous treatment included surgery (100%), radiotherapy (23%)
and adjuvant chemotherapy (38%). Median number of involved sites was 1
(41% with 2 sites or more) located in liver (74%), lung (21%), lymph nodes
(12%), skin (3%) and bone (3%). A total of 141 cycies (median 5, range
1-6) and 430 infusions (median 15, range 2-18) were administered to 34
patients, all of which were evaluable for toxicity, Grade HIAV neutropenia was
observed in 2 cycles.{1%) and febrile neutropenia in 1 cycle (1%). No other
grade Il/IV hematologic toxicity was reported. Late diasrhéa (6% of cycles),
nausea and vomiting, fever without neutropenia, aflergic reaction, tenesmus
and colic pain in 1% of cycles were the only grade I!i/lvin'on'-hematologic
toxicities observed during the study. Efficacy: Four patients:were considered
not evaluable for efficacy due to 2 adverse events (ailerglc -féaction and
gastrointestinal intolerance), 1 early death {cardiac insufficiency) and 1
consent withdrawal. Of 30 patients evaluabie for eﬁtcacy 1.achleved CR, 9
PR, 11 SD and 9 progressed resutting in an ORR of 33% (Gl 95%: 16-50).
Median time to progression and duration of respanse was 7.0 months (Cl

95%: 5.7-8.3) and 4.9 months (2.7-7.2), respectively,

Congclusion: Weekly innotecan in combination with oral UFT/FAisactive

as first line treatment in advanced CRC with a manageable toxicity profile.
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metastatic colorectal cancer (CRC)
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Purpose: To evaluate the efficacy and safety profite of ‘a biweekly. com-
bination of CPT-1t and 5-FU as first line chemotherapy in patients: with
advanced or metastatic CRG.

Patlents and methods: Patients with histologically confirmed CRC, with-
out previous chemotherapy for metastatic disease, atleast 1:bidimensionally
measurable lesion, ECOG PS < or = 2 and with ‘adeduate bone marrow,
renal:and hepatic function were -eligible for this study. Exclusion ciiteria
were previous treatment with any topoisomerase | inhibifor and any other
intestinal pathology. Patients were treated with CPT-11 (150 mg/m2)-given
as a 90-minutes iv infusion, on days 1 and 15 followed by a four-day con-
tinuous iv infusion of 5-FU (1000 mg/m2/day) on days 1-4 and 15-18 every
4 weeks until progression, unacceptable toxicity or consent withdrawal.

Results: Eighty-two patients were enrolied: (M/F 50132) Median age was
61 years (35-78). The ECOG PS was 0-1 in 99% of panems Pmnary tumor
sites wers colon (48) and rectum (34). Tumor histolegy’ was adehocarci-
noma in all cases. Previous treatment included surgery-(99%), radiottierapy
(17%) and adjuvant chemotherapy (30%) -Median number of involved sites
was 2 (76% with 2 sites or more).A total of 354 cycles (medpan 4, vange 0-12)
and 719 infusions (medxan 8, range 1-24) were administered 10 82 patients
with a median relative dose intensity of 90% and:89%.for CPT-11 and 5-FU,
raspectively. All patients were evaluated for safety anafysts, Grade v
hematologic toxicity per cycle included neutropenia (1%). Febrile neutrope-
nia was observed in 1 cycle.:Grade V. non-hematologic toxicity per cyicle
induded mucositis (6%), late diarthea (2%), nausea, (2%), vormiting (1%)
and asthenia (1%). Efficacy: At the moment, 10 patients are siilt undergoing
treatment and 6 were considered not evaluable for efficacy due to adverse
events in 3-patients (mucositis grade 1V, cardiac toxicity.and fever), death in
2 patients (cardiac failure and sudden death) and consant withdrawat in 1
patient. Of 66 patients-evaluable for efficacy, 6 achieved CR, 18 PR, 30.8D
and 11 progressed resulting in an ORR of 38% (C! 95%: 26-50). Median



