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Phase II Study of Interferon Alfa-2a and
Dacarbazine in Advanced Melanoma

Biological Response Modifiers in Melanoma (BREMIM) Italian Cooperative
Group

In phase II, the tolerance and activity of dacarbazine and recombinant interferon alfa-2a (tIFN) was studied in 79
patients with metastatic melanoma. The regimen was well tolerated. Response rate was 25%, with 8% having a
complete response. Response duration and survival after a follow-up of 39 months are reviewed. The mean
durations of complete and partial responses are 13.7 months (range 1 to 31+) and 10 months (2 to 36+),
respectively. Median time to progression is 3 months; median survival is 9 months. At present, 11% of treated
patients are alive, thus addition of rIFN to dacarbazine may prolong response duration.
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INTRODUCTION

Ur TO the present time, no medical treatment is available to
substantially influence prognosis in advanced malignant mela-
noma {1]. It has been hypothesised that interferons (IFNs)
may act as immuno-stimulating factors or as sensitisers to
conventional chemotherapy [2, 3]. In our previous experience,
dacarbazine plus recombinant interferon alfa-2a (tIFN «-2a) has
given a response rate of 25.3%, 8% complete response (CR),
with a mean duration of objective response of 8.2 months [4]. It
is our intent to update these results in terms of response duration
and survival, after that the median follow-up time for the entire
series has been changed from 16 to 39 months. It is useful to
perform such an evaluation in order to better define the evolution
of responses duration and survival. These data are often lacking
in other papers more involved in pointing out response rates
and treatment toxicities.

PATIENTS AND METHODS

The methodology employed in this trial has been reported in
an earlier paper [4]. Briefly, 79 patients were treated with
dacarbazine 800 mg/m? intravenously every 3 weeks and rIFN-
a-2a 9 MU intramuscularly daily for the first 2 months and 3
times a week thereafter. After 6 months of therapy, in patients
with objective responses, treatment was continued with rIFN-
a-2a for another 6 months. Thereafter, patients were followed-
up every 2 months clinically and instrumentally.

During the follow-up time, any clinical situation correlating
to delayed toxicity was also carefully reported. The duration of
objective responses was evaluated from the time of the evidence
to the time of progression or last follow-up. Time to progression
was calculated from the onset of treatment to the moment in
which disease progressed. Survival was calculated from the start
of therapy. The survival curves were constructed using the
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Kaplan—-Meier method and differences among curves were evalu-
ated with the Mantel-Haenszel test.

RESULTS

The mean duration of CR is 13.7 months (range 1-31+),
whereas the mean partial response (PR) duration is 10.0 months
(range 2-36+). It is noteworthy that 2 out of 6 CR patients have
a remission lasting more than 2 years. In particular, a 47-year-
old female and a 45-year-old male, both with soft tissue lesions,
have a CR duration of 29+ and 31+ months, respectively.

With regard to partial responders, 2 out of 13 patients have
had a remission lasting more than 2 years. 1 patient is a male
with bone and lymph node localisations (PR duration 36+
months), whilst the other one is a female with lung involvement
and aresponse duration of 27 months. Overall the mean duration
of objective responses has been changed from 8.2 to 11.1 months.
The median time to progression for the total group is 3.0
months. The overall survival of the patients treated is 11% at 39
months. It is worth mentioning that after a median follow-up
time of 39 months, 33% of responding patients are still alive,
whereas all the patients who did not respond to therapy died.
Overall, the median survival for the entire group is 9 months.
Actuarial time to progression and survival of the whole group is
depicted in Fig. 1. In Table 1 are summarised the data concern-
ing response duration, time to progression and survival and
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Fig. 1. Time to progression and overall survival.
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1720 Response Duration in Metastatic Melanoma
Table 1. Response duration, time 1o progression and survival 24% of cases for up to 12 months [S]. Furthermore, in other
reports some long-term responses have been found similar to
Median follow-up ours [5, 6].
Certainly, these observations need confirmation by ongoing
16 months 39 months clinical trials in which a treatment randomisation (dacarbazine
vs. dacarbazine + IFNs) is proposed, in order to observe any
Mean duration (range) advantage between the different treatment groups in terms of
CR 6.2(1-11) 13.7(1-314) response rate, response duration and survival [5, 7].
PR 7.2(2-16) 10.0 (2-36+)
CR+PR 8.2 11.1
Median time to progression 1.5 3.0
Median survival (months) 8.0 9.0 1. McClay EF, Ma§trange]o M]. Systemic chemotherapy for metastatic
DParinnre aliva 290/ 1104 melanoma. Semin Oncol 1988, 15, 569-577.
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their variation after a longer follow-up. No delayed toxicity has
been detected
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DISCUSSION
The update of our original work seems to emphasise that some
patients responding to chemotherapy for advanced malignant
melanoma may have a proiongation of their response as a 6.
consequence of adding IFNs to the cytotoxic treatment.
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responses lasting for more than 2 years and this observationis
confirmed by other authors, reporting with IFN with or without
chemotherapy in malignant melanoma a disease stabilisation in
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That dietary fat increases breast cancer risk has been strongly supported by international data collected among
developed countries during the past few decades. Population aggregates with elevated lipid intake have tended to
report elevated breast cancer incidence and mortality. This study is an ecological analysis of the association of
various indicators of lipid intake with breast cancer mortality in 65 county-wide population aggregates in the
People’s Republic of China. Although the result is consistent with a positive association between lipid intake and
breast cancer risk, the observed association is weaker than the association previously observed. This finding
provides only modest support for the possibility of a diet-breast cancer link.
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WHETHER WOMEN in the USA might materially alter their risk
of breast cancer by lessening their lipid intake has proven an
elusive question, and one that continues to provoke sharp
debate. Any proposed answer must address the problem of the
ambiguous evidence derived from different research arenas.
International variation in fat intake and in breast cancer risk

tend to coincide; countries with higher per capita fat intake
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es tends to increase [3]. Animal experiments are
said to c0n51stently indicate that dietary fat increases breast
cancer risk [4]. Individual-based human data are less consistent,
several well-designed and executed case—control studies appar-
ently failing to show any association [5, 6]. Although Howe et

al.’s sophisticated meia analysis suggests that the weight of the



