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a rapid i.v. injection during the first 3 and tast 3 days of RT and three more
cycles of the same CT with FU and LV {group A, 111 patients) or pelvic RT
with concomitant FU aione (group B, 109 patients).

Results: As of August 1998, after a median follow-up of 4.9 years, there
was no significant difference in either 3-year DFS (group A, 70.3%; group
B, 68.2%, p = 0.53) or OS (group A, 77%; group B, 73.3%, p = 0.75). The
incidence of severe side effects was significantly higher in patients of group
A than of those of group B (32.4% vs 4.6%, p < 0.0001).

Conclusion: The incorporation of additional GT with FU and LV to
postoperative concomitant RT and bolus infusion of FU does not offer a
3-year survival benefit over cancomitant RT and bolus infusion of FU and
increases significantly toxicity in patients with stage Il or Iil rectat cancer.
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A randomized phase Il trial assessing Irinotecan {IRl) and
5FUAolinic acid {LV), “Mayo regimen”, in first line palliative
chemotherapy patients (pts) with metastatic colorectal
cancer (MCRC)
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Single agent IRI is active in MCRC with significant survival advantage over
BSC or best 5FU schedule in pts with prior 5FU failure (The Lancet, 31 Qct.
1998). In this randomized phase I, pts were assigned to either (A) IRI at
350 mg/m? day (d) 1.3 wor (B) LV 20 mg/m? |V, bolusiday (d) + 5FU 425
mg/m® as IV bolus/d, d1-d5, repeated every 4 weeks (wks). 159 pts {82 in
Aand 77 in B) were randomized; 136 pts are treated, eligible and evaluable
(65 in A, 71 in B). Tumor assessments were done q 3 cycles (cy) for A
arm and g 2 cy for B. After progression pts were crossed-over provided
PS < 2 with good renal, liver and hematological functions. Response were
reviewed by independent experts (ERRC). The main pts characteristics
are comparable between groups A and B: median age 62 vs 58, primary
colonfrectum (%) 64/36 vs 57/43, PS 0 53% vs 62% (p = 0.24), number
of organs =2 44% vs 46%, respectively. A high proportion of pts had
synchronous metastasis; 68% in A, 61 in B. Results before cross-over are:
1. Response rate per ERAC in A: 15.4% [95% CI. 7.6-26.5] and in B: 9.9%
[95% CI: 4.1-19.3). 2. TTP in A:6.4 months (m) [range: 0.7-11.6+], B: 3.3
mlrange: 1.2-9.8] (p = 0.03) 3. Duration of response and stabilization: A;
7.0 m [range:1.3-11.5+4], B: 5.6 m{range:1.4-9.8] (p = 0.015). Results after
cross-gver and survival will be presented al the meeting. The main NC|
grade 3/4 adverse were as expecied: neutropenia 41% vs 42%, diarrhea
25% vs 9%, vomiting 9% vs 7% in A and B respectively.

Concluston: This randomized trial suggests that 1R, single agent, is al
least as active as Lv/aFU "Mayo regimen” in first line MCRC pts.
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A pilot study of a feasibility and economic analysis of home
based chemotherapy in advanced colorectal cancer
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In the UK, there has been a shift in care towards home or community based
treatment following recent changes in Government healthcare policy. This
is a pilot study of hame chemotherapy for patients with advanced colorectal
cancer. The aims are to: 1) quantify the costs of homebased chematherapy;
2} measure the patient and carer acceptabllity of this; 3) establish a local
home chemotherapy treatmentfliaison service.

Method: one senior oncology research nurse was responsible for the
treatment and assessment of the patient, with backup from medical staft
as required. Eligible patients receiving intravenous regimens of Lokich 5FU
(continous), DeGramont 5FU and Folinic Acid (48 hour) and Tomudex(c)
were invited onto study to receive home management for the first 12 weeks
of treatment. Patients and their caters were administered acceptability
questionnaires before treatment, midway and after treatment was completed
— their enthusiasm, worry, coping/supporting ability, with regard to home
treatment, were scored an an ordinal scals. Tha costs of travel/phone, nurse
time and central venous line costs for DeGramont patients were recordad,
to compare against hospital based treatment.
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Results: early analysis suggests that enthusiasm was high; patients have
low or decreasing worry; patients coped welt and carers gave good support.

In analysing the costs of 22 patients entered onto study, an average cost
per week per regimen was calculated, and compared with an average cost
per week of hospital based care, as shown below:

Hospital: DeGramont-£230.00; Lokich-£92.00; Tomudex-£35.39 Vs.
Home £143.67; £46.95; £40.85

We conclude that heme managed chemotherapy is acceptable, cost
effective and preferred by patients. Following this pilot study, further study
on a national scale is being instigated to look at the value of home based
chemoiherapy.

{Tamudex(c) is a product of Zeneca Pharmaceuticals)
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Thymidylate synthase (TS) protein expression in advanced
colon cancer: Correlaticn with the site of metastasis and the
clinical response 1o leucovorin-modulated belus
5-flucrouracil (5FU)
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Purpose: Aims of the present study is to test whether the correlation
between TS expression and the clinical response is still valid for a bolus
5FU regimen, and to compare TS levels between liver metastases and
ahdominal recurrences from colon cancer.

Methods: 41 patients (M/F 25/16, median age 60 years) with unresectable
metastatic or recurrent colon cancer, treated homogeneously with bolus 5FU
and leucovorin

Results: 27 patients (66%) showed high levels of TS expression as
defined by a TS score equal to 3 and 4. The proportion of cases with high
levels of TS expression was significantly higher in abdominal recurrences
(18 of 22, 82%) compared to liver metastases (9 out of 18, 47%; p = 0.02).
Intratumaoral TS protein expression was inversely correlated with response
to chemotherapy (response rate: 7/14, 50%, versus 0/27, in patients with
low and high levels of TS expression, respectively; p = 0.0001).

Conclusions: These results confirm that the level of TS protein expres-
sion predicts for response to 5FU, even with a bolus schedule. The higher
TS levels observed in abdominal compared to liver metastases may account
for their different responsiveness to 5FU chemotherapy.
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Praspective study of adjuvant therapy with monoclonal
antibody 17-1A of Dukes’ B2/B3-colon carcinoma - Interim
analysis of toxicity
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Purpase: Adjuvant immune therapy with the murine moncclonal antibody
{(mAb) 17-1A has been shown to be an alternative to chemotherapy in
the treatment of stage In colorectal cancer presenting similar efficacy in
combination with lower toxicity. Therefore we suggested that also patients
with Dukes’ B colon cancer could have benefit from adjuvant treatment with
mAb 17-1A,

Patients and Methods: In 1997 we started this prospective multicentre
trial including patients after curative (RQ) resecticn of Dukes’ stage B2/B3
adenccarcinoma of the coion. Patients are randomly assigned to either
treatment with mAb 17-1A (arm A) or observation regimen (arm B). In the
treatment arm patients are administered 500 mg of mAb 17-1A intravenousty
followed by four infusicns of 100 mg every four waeks, So far, 214 patients
{114 arm A/100 arm B) have been entered into the trial.

Results: Cur interim data conceming toxicity reveal that of 267 courses
of mAb 17-1A eligible we saw a total number of 58 (22%) adverse evants.
Excapt one case of severe toxicity (exacerbation of Wegener's granule-
matosis) all side effects are of WHO grades 1-2 (17% grade 1, 5% grade
2). Adverse events are most frequent within the first course with 39% events
(versus 22% in course 2, 17% in course 3, 20% in course 4, 2% in course
5). Diarrhoea, nausea and vomiting represented the most common side
effects.

Concluslons: These data underline the favourable toxicity profile of
adjuvant treatment with mAb 17-1A, which migt confirm its role in the
tharapy of the a priori goad risk group of patients with Dukes B colon
carcinoma.



