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Letters

Intermittent Continuous Intravenous
Infusion of 5-Fluoruoracil; a Useful
Approach in Disseminated Colorectal
Cancer?

Robert L. Poorter, Piet J.M. Bakker, Carlo
W. Taat and Cees H.N. Veenhof

5-FLUOROURACIL (5-FU) is still the only active drug in colorectal
cancer with an average response rate of about 20% [1]. Recently
some progress has been made by expanding the infusion time of
5-FU [1, 2). Several trials of continuous infusion of 5-FU have
been published using different infusion schedules [1, 3-9],
reporting response rates in the range of 30—40%.

We performed a study with an intermittent schedule of
continuous infusion. The main goal was to improve the thera-
peutic index by minimising toxicity while retaining the response
rate on a standard dose of 5-FU.

Between March 1990 and January 1992, 23 patients (14 male,
9 female) with metastatic colorectal cancer were entered into the
study. The median age was 57 years (range 35-75). All patients
had progression of measurable disease. 17 patients had liver, 4
patients lung, 1 patient peritoneum and 1 patient abdominal
wall metastases as indicator lesions. All patients had a WHO
performance status of 0-2, a leucocyte count of = 4.0 x10%1, a
platelet count of = 100 x10%1, and had no previous chemo-
therapy.

Patients were treated with continuous infusion of 5-FU for 14
days at a dose of 300 mg/m?/day via a portable micropump
(Parker). After a 2-week interval, the next course was given. In
case of disease progression the dose of S-FU was escalated by
25% until toxicity every two courses. If grade 3 or 4 toxicity
occurred at the 5-FU dose of 300 mg/m?/day, the 5-FU dose was
reduced by 25%.

Patients were considered evaluable for response after at least
two courses. All patients were considered evaluable for toxicity.
Toxicity evaluation took place every 2 weeks, response evalu-
ation every two courses. Objective response and toxicity were
defined according to standard WHO-criteria.

4 patients were not evaluable for response: 1 patient discon-
tinued treatment because of grade 3 toxicity; 3 patients had early
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Table 1. Toxicity according to the WHO criteria (S-FU 300

mg/m?/day)
Toxicity Grade 1 Grade2 Grade3  Grade 4
Nausea 5 0 0 0
Mucositis 5 0 2 0
Diarrhoea 3 2 0 0
Skin 0 1 0 0
Haematological 0 0 0 0

Data represent the number of patients.

progression. 19 patients were evaluable for response. 2 patients
(11%, 95% confidence interval 1-33%) had a partial response (15
and 21+ months); 5 patients had progressive disease after two
courses and 12 patients had stable disease for a median duration
of 5.5 months (3-16 months). Dose escalation was eventually
given in 11 patients, with no additional effect. Median survival
of the whole group was 10 months (2-22+ months).

Some form of toxicity occurred in 52% of the patients, mainly
grade 1 or 2 (see Table 1). In 2 patients treatment was stopped
because of grade 3 toxicity. A dose reduction of 25% because of
toxicity was necessary in 2 patients. 1 patient had a fatal acute
myocardial infarction at the start of the sixth course.

Continuous infusion is feasible on an outpatient basis and
easily accepted by the patients. No major technical problems
were encountered during the whole period. The response rate
of 11% in our study is, however, disappointingly low when
compared with other reported continuous infusion studies [1,
3-9]. Although toxicity was mild, some form of toxicity was
noted in the majority of patients and, therefore, an intermittent
14 days continuous infusion of 5-FU does not result in an
improvement of the therapeutic index. The shortening of the
infusion time led to a reduced toxicity, but at the same time to a
decreased response rate, so intermittent continuous infusion
offers no benefit as to the more prolonged infusion times.

1. Hansen RM. Systemic therapy in metastatic colorectal cancer. Arch
Intern Med 1990, 150, 2265-2269.

2. Lokich JJ. Optimal schedule for 5-fluorouracil chemotherapy. Am ¥
Clin Oncol 1985, 8, 445-448.

3. Belt R], Davidner ML, Myron MC, Barrett S. Continuous low-dose
S-fluorouracil (5-FU) for adenocarcinoma: confirmation of activity.
Proc Am Soc Clin Oncol 1985, 4, 90 (abstract).

4. Molina R, Fabian C, Slavik M, Dahlberg S. Reversal of palmar-
plantar erythrodysesthesia (PPE) by B6 without loss of response in
colon cancer patients receiving 200 mg/m?%d continuous 5-FU. Proc
Am Soc Clin Oncol 1987, 6, 90 (abstract).

S. Leichman L, Leichman CG, Kinsie J, Weaver D, Evans L. Long
term low dose S-fluorouracil (5-FU) in advanced measurable colon
cancer: no correlation between toxicity and efficacy. Proc Am Soc
Clin Oncol 1985, 4, 86 (abstract).

6. Hansen R, Quebbeman E, Ausman R, et al. Continuous systemic 5-
fluorouracil infusion in advanced colorectal cancer: results in 91
patients. ¥ Surg Oncol 1989, 40, 177-181.

7. Seifert P, Baker LH, Reed ML, Vaitkevicius VK. Comparison of
continuously infused 5-fluorouracil with bolus injection in treatment
of patients with colorectal adenocarcinoma. Cancer 1975, 36,
123-128.

8. Lokich JJ, Ahlgren JD, Gullo JJ, Philips JA, Fryer JG. A prospective
randomized comparison of continuous infusion fluorouracil with a
conventional bolus schedule in metastatic colorectal carcinoma: a
mid-Atlantic Oncology program study. ¥ Clin Oncol 1989, 7,
425-432.

9. Weinerman B, Shah A, Fields A, et al. A randomized trial of
continuous systemic infusion (SI) vs. bolus therapy (B) with 5-
fluorouracil (5-FU) in metastatic measurable colorectal cancer
(MMC). Proc Am Soc Clin Oncol 1990, 9, 103 (abstract).



