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Malignant melanoma and immunotherapy

The sinister reputation of malignant melanoma is not entirely
deserved. Surgical management of primary tumours by wide
excision and grafting can lead to cure in over half the patients
so treated. Nevertheless, any statement about the treatment or
prognosis of melanoma must take into account the many
variables which affect its clinical behaviour. The three main
forms (nodular, superficial-spreading, and lentigo maligna)
behave in quite distinct ways.' Furthermore, histological
appearance, and especially the depth of invasion of the cutis, is
of paramount importance: Clark et al2 showed that melanoma-
in-situ (level 1) was associated with a mortality rate of less than
2, whereas deep dermal invasion (level 5) conferred an
appalling prognosis. Clinical trials of any form of treatment
(including immunotherapy) which do not allow for these and
other variables may, and frequently do, present misleading
results.
Once dissemination has occurred all forms of melanoma

appear to enter a final common pathway in which these vari-
ables may lose some of their importance. Even so, the final
path may take a tortuous and unpredictable route while
retaining its inevitable downward trend. Indeed, unpredict-
abilitv seems to be a cardinal feature ofdisseminated melanoma.
Temporary spontaneous regression, apparent stasis for
prolonged periods. and concomitant progression and regression
ofmultiple metastatic lesions are commonly seen in a melanoma
clinic. In consequence, general statements about groups of
patients such as median survival or disease-free intervals are
probably valueless unless derived from extremely large
populations. The retrospective use of small control groups for
assessing new treatments such as immunotherapy is therefore
of very dubious value.
The current orthodox treatment for the final common path-

way is cytotoxic chemotherapy. In general the results are
disappointing, and that may be one ofthe motives for exploring
methods of immunological treatment-a motive hard to
justify in rational terms. Immunotherapy of one sort or
another has been tried for many human tumours and has
become a fashionable bandwagon. Yet at present the indis-
criminate application of immunotherapy in malignant
melanoma (or any other human tumour) is unjustifiable on
scientific grounds. We know so little about the modes of host
response to human tumours that the attempted manipulation
of one postulated effector mechanism rathei than another
depends on belief rather than solid evidence. In our present
state of confusion judgments about the potential value of
immunological manipulation in melanoma must depend on
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what has been achieved so far. There is (as indicated by the
recent launching of another new journal Cancer Immunology
and Immunotherapy) a body of opinion which accepts immuno-
therapy, especially using Pasteur BCG as a form of "immune
stimulation," as an established, proved method of treatment.
Others are more sceptical.3
The intralesional injection of agents, such as BCG, capable

of inducing inflammation can undoubtedly lead to the necrosis
of some accessible lumps of tumour. The clinical value of this
procedure is doubtful; its advantages over other more prosaic
methods of destroying such nodules (such as diathermy or
surgery) are not clear. Nevertheless, the local instillation of
BCG after radical surgery may prove to be of value in ablating
latent regional node metastases, as exemplified by a recent
study of the treatment of bronchial carcinoma.4 Systemic
immunotherapeutic techniques are currently being assessed
for adjuvant treatment of primary melanomata, most studies
using BCG as a non-specific stimulus. To date no such con-
trolled trial has found any evidence of clinical benefit, though
most are incomplete. In the management of disseminated,
recurrent, or inoperable melanoma immunotherapy has been
and is being evaluated extensively, either alone or in combina-
tion with chemotherapy.

Despite intensive effort (the Compendium of Tumour
Immunotherapy Protocols5 lists 65 ongoing clinical trials),
there is still no adequate concurrently controlled study com-
pleted which has shown unequivocal benefit from the use
of BCG either alone or in combination with other agents in
malignant melanoma. Those groups claiming benefit are open
to criticism for their use of dubious controls. Gutterman and
his colleagues6 used historical controls while Morton and his
co-workers7 used patients who refused treatment or lived too
far away. Even allowing the use of these suspect controls, the
benefits claimed were not striking and the downward trend
was still maintained. Furthermore, the numbers of patients
were small, so that any discussion of the results is bound to
provoke statistical polemics. Other forms of immunotherapy
are being tested, though again adequately controlled trials
have not yet been reported. Currie and McElwain,8 for
instance, have suggested that active specific immunisation with
irradiated tumour cells may be of benefit in combination with
chemotherapy. They claim that immunotherapy causes an
increase in the incidence of objective regression, a finding
recently confirmed in a controlled trial9 which, however,
went on to show that the increase in regressions was not
associated with any prolongations in survival.
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Until unequivocal evidence is provided from well-conducted
concurrently controlled trials the case for immunotherapy in
malignant melanoma will remain unproved. No amount of
optimistic speculation or vague assertion will convert a
promising but nebulous idea into a realistic method of
treatment.
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Chemotherapy in breast
cancer

The term "breakthrough" applied to cancer therapy has
become so commonplace that an intelligent lay person might
be forgiven for expressing surprise that patients continue to
die of this disease. A good example of the media over-
reacting to an undoubted important contribution to cancer
therapy has been the reception afforded two recent papers on
the use of adjuvant chemotherapy for early breast cancer.1 2
The muted acclaim with which these articles were received by
the profession has been transformed into a triumphant fanfare
by the popular media in the USA, and even the serious
Sunday newspapers3 4 and the radio in Britain.5 A dis-
tinguished spokesman for the National Cancer Institute went
so far as to state on a BBC 4 programme that 980/ of women
who had disseminated breast cancer at the time they had been
put under treatment were being kept alive without recurrence
of the disease.5
As a result of this kind of sensationalism clinicians in

America are being placed in an impossible position. Patients
and referring practitioners are now putting pressure on
surgeons to give the new wonder cure, and in the climate of
defensive medicine practised on the other side of the Atlantic
such pressure may be difficult to resist. There are now early
signs that this unfortunate state of affairs may have crossed to
Europe. The statement by the British Breast Group (see
p 861) on the current status of adjuvant chemotherapy in early
breast cancer is, therefore, both timely and important. This
authoritative report may go a long way towards checking the
premature adoption of what must be considered still to be an
experimental mode of treatment. Also relevant is the recent
paper by Costanza6 which gave four reasons for advocating
extreme caution in the premature application of chemo-
prophylaxis in breast cancer. Firstly, the drugs used are
immunosuppressive, and chronic immunosuppression is asso-
ciated with the risk of the development of other cancers.7
Secondly, the alkylating agents in these adjuvant programmes
are also known to be carcinogenic, and there have now been
reports of the development of second solid tumours8 or
leukaemia9 in patients on long-term chemotherapy for
malignant disease. Thirdly, the drugs have myelosuppressive
properties, making them dangerous and potentially lethal in
inexperienced hands. There are not enough medical oncolo-
gists in Britain to provide a chemotherapy service for every

surgeon treating breast cancer. Finally, she reminds us that in
as many as a third of patients with diseased lymph nodes
chemoprophylaxis given on statistical grounds alone might be
unnecessary-these patients would have escaped recurrent
disease. While nodal status is the best prognostic indicator yet
available, we still need to remember that the ideal index has
yet to be described.
None the less, most workers on breast cancer believe that

important improvements in survival after local removal of the
diseased tissues are likely to be achieved only by some form of
systemic therapy to attack the micrometastases present in so
many women with apparently localised disease. There are,
however, less toxic forms of treatment available that have not
yet been adequately tested-a point emphasised by Stoll, who
has argued'0 for well-designed trials of endocrine treatment at
the time of mastectomy. The results of adjuvant chemotherapy
from the NSABP1 and the Milan group2 have yet to show any
significant improvement in survival in the group receiving
additive therapy. So to anticipate the pressures that clinicians
could face from an "informed general public," we can only
echo Costanza's statement that "Until the ultimate value and
risks are known, chemoprophylaxis should not be regarded as
standard procedure." For the time being at least clinicians
should stick to what they would consider conventional treat-
ment, or alternatively enter their patients into one of the
current trials evaluating adjuvant chemotherapy.

IFisher, B, et al, New England_Journal of Medicine, 1975, 292, 117.
2 Bonadonna, G, et al, New England Journal of Medicine, 1976, 294, 405.
3Observer, 22 February 1976.
4Sunday Times, 20 June 1976.
5 BBC 4, 7 July 1976.
6 Costanza, M E, New England Journal of Medicine, 1975, 293, 1095.
7Penn, I, Cancer, 1974, 34, 858.
8 Canellos, G P, et al, Recent Results Cancer Research, 1974, 49, 108.
9 Kyle, R A, Pierre, R V, and Bayrd, E D, Archives of Internal Medicine,

1975, 135, 185.
16Stoll, B, unpublished.

Screening for breast cancer
In 1973 breast cancer killed almost 11 500 women in England
and Wales and there is evidence that mortality from the
disease is increasing, especially among those aged 45-64 years.1
Despite this, recent reports from two areas of research provide
grounds for cautious optimism.

Firstly, two groups of workers2 3 have published results
suggesting that systemic chemotherapy may be of value in
the treatment of early breast cancer. Too much should not be
made of their findings, which have been put into perspective
by the statement by the British Breast Group (p 861) and the
leading article on this page; but this new approach has lifted
morale.
The second encouragement comes from the seven-year

follow-up figures of the well-known Health Insurance Plan
(HIP) trial in New York.4 These showed a 350, reduction in
the number of deaths from breast cancer in the group offered
annual screening examinations when compared with the con-
trol group, which received only normal medical care. This
benefit, however, was confined to those aged over 50 years.

While the HIP trial remains the only study capable of pro-
viding information about the effect of screening on mortality
the results of a number of smaller uncontrolled investigations
are also proving of value. When screening has been offered to
clearly defined groups of women the acceptance rates have
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