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Systemic chemotherapy in early breast cancer

A statement by the British Breast Group*

British Medical Journal, 1976, 2, 861

A leading article in the BMJ' described recent discussions in
Paris on systemic chemotherapy in early breast cancer. A word
of caution was uttered on the widespread adoption of this treat-
ment before more was known of its indications and long-term
effects.
On 9 April 1976 the British Breast Group met to discuss the

findings of the trials of systemic chemotherapy for primary
breast cancer reported by Fisher et a12 and Bonnadonna et al.3
This meeting, at which Dr Bonnadonna reported the most recent
results of the Milan trial, was attended by representatives from
surgical, radiotherapeutic, and oncological units in Britain. We
also reviewed the results of other British trials in progress. A
brief description of this meeting is given for the information of
those many clinicians who were unable to attend.
The results of the Milan trial up to September 1975, as

reported in the New England Journal of Medicine, indicated
that when patients with proved axillary node metastases at the
time of radical mastectomy were treated postoperatively with
12 cycles of cyclophosphamide, methotrexate, and 5-fluorouracil
at monthly intervals they developed fewer early recurrences
than control patients who did not receive additional chemo-
therapy. The proportions of patients whose disease relapsed
within 27 months of first entry to the trial were 500 of 207
patients treated with additional chemotherapy and 241U) of
179 controls. The results that Dr Bonnadonna reported at the
meeting were to 1 April 1976 (33 months after the first entry
to the trial). They also showed an advantage in the treated
group, but the difference in the relapse rate between treated
patients (12%w) and controls (28%0) was reduced. Nevertheless,
the statistical significance of these results is not in doubt.
The study reported by Fisher et al,2 in which a single thera-

peutic agent (L-phenylalanine mustard) was given in courses of
five days every six weeks for two years, also showed an extended
disease-free interval in treated women with involved axillary
nodes. It was noted that an advantage at statistically significant
levels occurred only in premenopausal patients and that the
follow-up period of the trial was short.

Conclusions

(1) There is no doubt that the principles underlying the treatment
of early breast cancer have undergone a change and that immediate
systemic chemotherapy in women with a bad prognosis is a logical
development. This is based on the knowledge that early widespread
dissemination has already occurred in most patients at the time of
diagnosis, considerations of the kinetics of growth of tumours, and
the effectiveness of this approach in other human malignancies.
The results of both the Fisher and Bonnadonna studies now indicate
that in women with invasion of axillary nodes at the time ofmastectomy
(indicating a poor prognosis) systemic chemotherapy will prolong
the recurrence-free interval. The follow-up periods have been short,
however, and there is no adequate information on the effect of these
agents on survival, the quality of that survival, or the long-term
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adverse effects of chemotherapy. The general use of systemic chemo-
therapy in early disease cannot be advocated before these facts are
known, and there will be need for further studies in which control
groups receive no systemic chemotherapy.

(2) In both trials patients were selected for chemotherapy by the
state of the axillary nodes assessed from radical mastectomy specimens.
There is no information on patients selected in other ways or given
other forms of local treatment. Until the sensitivity and validity of
methods of detecting occult metastatic disease are improved patients
without axillary node invasion should not be given systemic chemo-
therapy, as most of these patients have long periods of normal life
ahead and the use of chemotherapy in this group may have particular
hazards.

(3) This group apart, the hazards of chemotherapy, in both the short
term and long-term indicate that its use should always be supervised
by experienced oncologists. Long-term observations of the side
effects of different regimens are essential.

(4) Chemotherapy is not the only form of systemic treatment of
value in breast cancer. Other forms, such as endocrine therapy, are
less toxic and should also be evaluated in early disease.

(5) In trials of cancer treatment placebos should not be used without
the full informed consent of the patients. Otherwise they may
erroneously believe that they are receiving effective treatment.

(6) While the need for trials of systemic treatment in early breast
cancer should be stressed, the importance of local control of the disease
and of adequate local therapy must not be forgotten. Many different
types of local treatment are used in Britain, and there will also be
need to study in a controlled way the effect that systemic treatment
may have on the local approach. A long period lies ahead in which
different combinations of both local and systemic treatment will be
tested. The answers can come only from controlled randomised
studies. Until they are available clinicians are advised not to use
chemotherapy electively in primary operable disease.

Requests for reprints should be addressed to: Dr Maureen Roberts,
University Department of Clinical Surgery, Royal Infirmary, Edinburgh
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What treatment is advisable for elderly patients who suffer from night
cramps ?

So far as I am aware there have been no important developments in
our understanding of night cramps or in its treatment. Most people
are affected at some time or other, often after unfamiliar exercise, but
the elderly are afflicted more often. It is important to be sure that the
patient is complaining of the painful spasm of a muscle group, often
in one foot or the calf or thigh, less commonly the trunk or arms.
Apart from exercise, there may be other predisposing factors. Diuretics
and alcohol, perhaps because they cause slight dehydration may
predispose to cramp as may a cold bed and a cramped position. The
peripheral circulation should also be checked. The main preventive
remains quinine sulphate, 300 mg at bedtime. If this fails other drugs
which may be tried include diazepam, 5 mg; diphenhydramine,
25 mg; phenytoin, 100 mg; procainamide, 250 mg; dantrolene,
25 mg; and methoxyphenamine hydrochloride, 100 mg. The very
length of the list shows that none is wholly effective.
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