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a lower rectum adenocarcinoma. 4 with an anal epidermoid, and 2 with
a primitive anorectal melanoma. All patients with an adenocarcinoma had
post-operative radiotherapy. Preoperative evaluation, surgical technique,
and postoperative care are described.

ReSUlts: No deaths occurred in the postoperative period. Nine patients
had a perineal separation, one distal coliC necrosis and one neorectal
perforation by irrigation necessitating an iliac colostomy on days 14 and 21.
Two patients had to undergo anal dilatation. Three mucous prolapses and 2
perineal eventrations, all late occurrences, complete the list of complications.
Functional results were evaluated With Kirwan's classification: 4 patients
had normal continence, 24 gas incontinence, 10 occaSional minimal soiling,
and 2 cases necessitated a left Iliac colostomy.

Conclusion: Peudocontinent penneal colostomy following abdominoper•
ineal resection is a safe reconstruction technique which provides good
functional results follOWing strict selection of patients.
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Phase 1111 study of CPT·11 In combination with LV2FU5
(De Gramont-Regimen) every 2 weeks for the treatment of
colorectal cancer (CRC) after 5FU failure

Ph. Rougler', M. Ychou2 , J.F. Seilz3 , M. Bonnay', D. Mignarct4.
C. Couteau1 , J.P. Armand1 , M. Ducreux1 . '/GR, Vlllejuif;2Centre Val d
'Aurelle Montpellier, 3/nstitut Paoli Calmettes Marseille; 4RPR France,
Montrouge, France

The Topolsomerase I inhibitor CPT·ll has demonstrated outstanding activity
In 5-FU resistant CRC. LV5FU2 is considered as reference regimen In
1st line CRC in France. This phase 1/11 study for determination of the
maximal tolerated dose (MTo) of CPT-ll and efficacy assessment combines
increasing dosages of CPT·11, given on day 1 before the fixed LV5FU2
regimen (days 1, 2) at full dose repeated every 2 weeks. 30 pallents have
so far been treated' median age 60 (41~9) years, 23 male, 7 female, 15
colon (C), 9 rectum (R), 6 C + R, nb. of previous 5-FU based lines: 2 (1~).

No dose limiting toxicity has been observed at 1st cycle of all levels. Out
of 160 cycles available for toxicity, 25 were delayed and in 3 cycles dose
was reduced. 2 febrile neutropenias were reported: 1 at cycle 5 of 1st dose
level (100 mg/m2 ), 1 at cycle 2 of 3rd dose level (150 mg/m2 ). 2 grade 3
delayed diarrhoeas were observed at cycle 1 of 5th dose level (200 mg/m2 ).

20 patients are evaluable for efficacy: 1 CR, 4 PR, 2 MR (~40%), and 1
patient with significant improvement of respiratory symptoms and X-ray (not
measurable Since lung involvement >50%).
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CPT11 alternating with 5 fluorouracil (5 FU) folinic acid (FA):
A multlcentre phase II study In 1st line chemotherapy (CT) of
metastatic colorectal cancer (CRC): Preliminary results
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Y. Humblets, F. Cogneltls• B. Fages7
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University Hospilal, Sweden; 4UZAntwerpen; 8Clinique Univers/tsire St
Luc, Bruxelles; BUZGasthuisberg Leuven, Belgium; 7RMne·Poulenc
Rorer. Anlony. France

Rationale: CPT11 is a topoisomerase I Inhibitor with proven activity as
single agent metastatic CRe. 5 FU/FA is the mainstay of chemotherapy in

Effect of chemotherapy with 5·f1uorouracil on Intestinal
permeability of patients with advanced colon cancer

B. Daniele, M. Secondulfo1 , S. Pignata, S. De Martin02 , L. de Magistris1 ,
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Background: A common side effect of treatment With 5·Fluorouracil (5-FU)
in association with folinic acid (FA) for advanced colon cancer is diarrhea,
which can be fatal and is the major obstacle to using high doses of 5·FU.

Purpose: To evaluate whether therapy with FA and 5-FU Induces al•
terations of intestinal permeability in pts with advanced colon cancer and
whether these changes correlate with the gastrointestinal symptoms.

Methods: In 16 pts (7 M, 9 F. mean age 60 ± 12) with advanced colon can·
cer, small intestinal permeability was assessed by the cellobiose/mannitol
(CElMA) test before and after a 5·day course of chemotherapy with FA
(tOO mg/sqm i.v.) and 5-FU (450) mg/sqm i.v.). Gastrointestinal symptoms
were recorded by the pts for 1 week before chemotherapy until the second
CEIMA test was performed.

Results: (mean ± SO): After chemotherapy, small intestinal permeability
increased from 0,016 ± 0.011 to 0.029 ± 0.025 (p < 0.05) A correlation
between the changes In CEIMA values and the number of days with diarrhea
(p = 0.05) was observed, while no relationship was found with the number
of days with stomatitis.

Conclusions: Diarrhea due to chemotherapy with FA and 5-FU ill pts with
advanced colon cancer appears to be related to small intestinal damage,
as Indicated by the Increased permeability.

A phase II-study on Intense weekly 24-hour Intraarterial
Infusion with 5-f1uorouracil (5-FU) and folinic acid (FA) for
colorectal liver metastases

M. Lorenz. Arbeitsgruppe Lebermetastasen, Germany

Purpose: The aim of this phase II-study was to demonstrate the tOXicity
and the improved response rates of weekly 24-h hepatiC arterial InfUSion
(HAl) of 5-FU and FA for unresectable liver metastases from colorectal
carcinoma.

Methods: In 26 patients (15 male, 11 female), 268 courses of hlgh-close
HAl of 5-FUIFA were administered. The chemotherapy regimen consisted
of a weekly HAl of FA 500 mg/sqm over 2 h, immediately followed by HAl of
5·FU over 24 h. 14 patients received a 5·FU starting-dose of 2600 mg/sqm,
4 patients of 2400 mg/sqm and 8 patients of 2200 mg/sqm. One course
consisted of 6 weekly applications followed by a two week break.

Results: The applied regimen caused only a low rate of clinical rele•
vant side effects. Diarrhea was most frequently seen With 15 episodes
WHO·grade ~3 out of 268 courses. Nausea and vomiting were a minor
problem occurring with 3 episodes WHO-grade ~3. There was no evidence
of myelosuppression, neurotoxicity and biliary sclerosis. 53 applications
(19.7%) were without any Side effects. A partial remission was observed in
20 (77%) patients, and a disease stabilization in 4 (15%) patients while the
disease progressed In 2 (8%) patients.

Conclusion: The present phase II-study demonstrates that the weekly
high-dose HAl of 5-FU/FA was well tolerated despite the dose limiting
diarrhea. Because of this extraordinary high response rates Without local
hepatobiliary toxicity this regimen should be used for further randomized
trials comparing intraarterial versus Intravenous therapy.
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A phase II trial of trimetrexate (TMTX), 5-fluorouracil (5-FU)
and folinic acid (FA) In untreated patients with advanced
colorectal carcinoma
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Purpose: TMTX is a non-classical antifolate and has been shown to
increase the actiVity of 5-FU and FA. We evaluated the safety and efficacy
of TMTX, 5-FU and FA In patients With metastatic colorectal cancer.

Methods: 34 patients were enrolled into the study. Patients received
treatment as follows: TMTX 110 mg/m2 I.V. Infusion over 60 minutes on
Day 1; FA 200 mg/m2 I.v. bolus and 5-FU 500 mg/m2 Lv. bolus on Day 2;
followed by 15 mg of FA po q6 hours x 7 doses. Treatment was repeated
weekly for 6 weeks followed by 2 weeks of rest. Patients were treated until
disease progression or the presence of unacceptable toxicity.

Results: No grade 3 or 4 neutropenia was seen. Diarrhoea (grade 3/4
NCI) occurred in 38% of patients and allergic reaction (chills) grade 3/4
In 12% of patients. 32 patients are evaluable for response. 13 patients
(38%) achieved a partial response. The median duration of response was
10 weeks.

Conclusion: The combination of TMTX, 5-FU + FA is an effective regimen
for the treatment of metastatic colorectal cancer. Further studies comparing
this combination with standard treatment are currently underway.
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