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THE PROGNOSIS of patients with advanced breast cancer (ABC)
refractory to standard chemotherapy is dismal; the overail
response rate to salvage chemotherapy for patients previously
exposed to doxorubicin is 21% with a median survival of 46
months [1]. Recent reports suggest a possible activity of the
combination of etoposide (E) and cisplatin (C) in heavily pretre-
ated patients [2~4]. We thus initiated a phase 1I trial in patients
with ABC refractory to the FAC combination
(doxorubicin—cyclophosphamide-5-fluorouracil). Methotrexate
(M) was chosen as an additional drug because of its known
activity against breast cancer [6] and at least partial non-cross
resistance with the FAC combination.

Patients with ABC refractory to the FAC combination, a
Karnofsky index above 60% and a life expectancy of more than
12 weeks were eligible. Patients aged over 70 were not eligible.
The doses and schedule of the combination were E 60 mg/m?
intravenously (i.v.) days 1, 2, 3 and 4 ; P 30 mg/m? i.v. days 1,
2, 3 and 4 ; M 200 mg/m? day 1 given as a 24-h continuous
infusion followed by leucovorin rescue. Tumour measurement
was repeated monthly; if a response or stable disease was
reached, E, C and M were offered in a 4-weekly schedule until
disease progression, major intolerance or to a total of six cycles.
Responses were evaluated according to the WHO criteria {9].

From February 1992 until November 1992, 18 patients
entered the study. All patients had progressive disease while on
FAC therapy. Patient characteristics are listed in Table 1.

Patients had between one and six courses (mean of four) of
EPM and a total of 75 courses was administered. Among the first
11 patients, we observed one partial response. According to
Gehan’s model, 7 additional patients were entered. No further
response was observed. Toxicity was tolerable. 7 patients (29
courses) had no side-effects other than alopecia. In all other
patients, nausea and vomiting grade 2 or 3 were common ; six
episodes of bone marrow toxicity of WHO grade 2 were scored
with two reversible infectious complications. Peripheral neuro-
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All patients progressed while on therapy.

toxicity (WHO grade 2) was observed in 4 patients. No renal
toxicity was detected.

C and E have been considered inactive in ABC when tested in
phase II trials [7-9] ; however, recent data suggest that the
combination has at least additive activity in pretreated metastatic
breast cancer and provocative results have been reported with
first-line E and P in untreated patients [5]. M is an active drug
in breast cancer without apparent cross resistance with first-line
treatment protocols.

With one response among 18 patients, our trial does not
confirm the results reported by others. An analysis of the dose
intensity does not show any significant difference between this
protocol and those described in other trials. The characteristics
of the patients (resistance to an anthracyclin-based
chemotherapy) could partly explain the poor results of this trial.

In conclusion, this combination cannot be recommended to
ABC patients who progress while on an anthracyclin-based
chemotherapy.
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