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static malignant melanoma (MM). The schedule included 4-
week courses of dacarbazine S00 mg/m? followed 3 h later by
fotemustine 100 mg/m?2. The overall response rate (RR) of 33%
[16.5% complete response (CR) and 16.5% partial response
(PR)] may represent an advance in the management of this
presently incurable disease. The best responses were observed
in lung metastases (7/14 cases), liver (3/5 cases) and nodes (5/6
cases). Skin and brain metastases responded poorly (1/4 and 0/4
cases, respectively). The reported haematological toxicity was
mild to moderate in 20/24 patients, and severe in 1 case.
Unexpected fatal pulmonary toxicity occurred in 1 patient.

We have already reported our results using these drugs in the
treatment of MM [2, 3]. Non-randomised comparison reveals
substantial differences. In our study all the responses were
observed in those who were treated with the alternated combi-
nation (fotemustine on days 1 and 8, dacarbazine on days 15
and 16). No response was observed in 3 patients treated with
the sequential protocol. In our series the overall RR was 8.3%,
much lower than the figure of 33% reported by Aamdal ez al.
[1). The responses included one PR in brain metastases for 4
months, and one PR in brain with CR in lymph nodes for 4
months. There was one minimal response (MR) in brain and
stomach with PR in lymph nodes for 8 months, and stable
disease (SD)for 2 and 4 months in 2 patients in whom progressive
disease was documented prior to treatment induction.

The response in the brain in our patients was of particular
interest. The overall response rate for brain metastases (complete
and partial) was 22.2% with a median duration of 4 months,
including CR in 1 patient for 3 months and PR in 3 patients for
4 months each. Minimal response was observed in 1 patient for
6 months, and stabilised disease in 2 patients for 1 and 4
months. The response in visceral or peripheral lesions was poor,
compared with the 33% reported by Aamdal et al. [1]. In our
series no pulmonary toxicity was observed in the 23 treated
patients [2, 3].

The difference in response between the two schedules may be
explained by the fact that the sequential administration is based
on early inhibition of O® alkyltransferase (OSAT) by dacarbazine.
This schedule seems to be better for peripheral or visceral
lesions. In the alternating administration, dacarbazine and fote-
mustine were given on separate days. The latter schedule appears
to be more active in brain metastases.
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