
SELECfED SUMMARIES

We feel it would have been more ethical to compare the
prophylactic effect ofthese surgical procedures with beta-
adrenergic blocking agents or endoscopic sclerotherapy
rather than with no treatment.
The application of these results to Indian patients is

beset by further problems. A large proportion of our
patients with portal hypertension are due to extrahepatic
portal venous obstruction and non-cirrhotic portal fibrosis.
The natural history of patients who have varices which
have not bled may be different from those with cirrhosis.
Also, a much larger proportion of our non-cirrhotic
patients survive their first episode of variceal bleeding
thus reducing the possible benefit of any form of
prophylactic therapy.
The study has a number of major defects and we will

have to wait for better designed trials comparing the
effects of a single type of surgical procedure with beta-
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SUMMARY
Technological improvements have modified some industrial
processes that previously required exposure of workers to
hazardous process materials, but there is doubt about the extent
to which improved processes and better understood precautions
have penetrated industry as a whole. For this and other reasons,
occupational cancer is likely to remain a matter of concern. In
his paper, Dr Gardner draws attention to newly recognized
hazards and cautions that there are limitations to epidemiological
techniques in the study of occupational carcinogenesis. He notes
the importance of multicentre studies and emphasizes the need
to develop international information networks. In this way it
may be possible to identify previously unrecognized hazardous
exposures promptly and to expedite their control.

COMMENT
In a commentary on industrial cancer in the closing decade
of the twentieth century, Professor Gardner draws atten-
tion to factors that concern all who are involved with the
provision of occupational health services. Improved
industrial technology, mechanization, automation, the
improvement of industrial hygiene practice and the
development of regulatory controls have all brought about a
potential reduction of occupational exposures to hazardous
materials. The extent to which these improvements have
penetrated the workplace is, however, questionable and
in many situations the potential for hazardous exposures
remains high.
The difficulties surrounding the epidemiology of occu-

. pational cancer are well recognized. There may be
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blockers before we can conclude that prophylactic
operations in those patients who are at a high risk of
bleeding are worthwhile.
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inadequate knowledge of carcinogenic substances, their
mechanisms of action, of the workplace itself and of
the characteristics of a population exposed many years
previously. In retrospect, even the precise nature of
the exposure may be hard to define. Many associations
between occupational exposure and the subsequent
development of cancer in the exposed worker are well
documented. The linkages between asbestos and lung
cancer and mesothelioma, between the dye-stuffs industry
and bladder cancer have become part of the history of
occupational medicine, but this history is relatively recent
and well within the memory of many who now practice the
specialty. New linkages are continually being proposed:
current topics include exposure to electromagnetic fields
and the occurrence of leukaemia, the increased incidence
of lung cancer among butchers, and laryngeal cancer
among workers exposed to acid mists.
Research and academic institutions in many countries

are dependent upon outside funding for the studies they
undertake and it is easier to obtain finance for the study of
a known carcinogen in a specific situation than to receive
funds for fundamental research on the epidemiological
and other characteristics of a suspect carcinogen. This
factor is particularly important when decreased occupa-
tional exposures may lead to a decreased, but still excessive,
incidence of occupational cancers and the consequent
need for much larger study populations. To some extent
this problem can be dealt with by the pooling of informa-
tion, and multicentre studies of workers exposed to
man-made mineral fibres and to ionizing radiation are
already accomplished or in development.
The recognition that some cancers may occur more in

the families of those who are exposed at work to potential
carcinogens, is a new factor of great interest to those who
provide occupational health services. The difficulties of
this type of epidemiology are considerable and the ques-
tion has been discussed by Gardner and others. 1-3 They
emphasize the need to improve communication or net-
working between those who practice occupational
medicine. The development of internationally accessible
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databases is a matter of urgency. In some countries,
national occupational health services of high repute have
been established-a course worthy of careful consideration
if the problems that will confront occupational medicine
in the twenty-first century are to be addressed in a
methodical and logical manner.
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Breast cancer surgery: Is timing during
the menstrual cycle critical?
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SUMMARY
This study is a retrospective analysis of operable premenopausal
breast cancer patients treated at Guy's Hospital between 1975
and 1985. From 560 records studied, adequate data on the last
menstrual period (LMP) were available on 249 patients. Criteria
for exclusion included irregular or infrequent periods, hysterec-
tomy, oral contraceptive or hormonal treatment, and pregnancy
or lactation. Primary treatment had consisted of modified
radical mastectomy or breast conserving surgery (lymphectomy
with axillary clearance) followed by radiotherapy. The majority
of patients with positive axillary lymph nodes (LN) had been
entered on controlled trials of adjuvant chemotherapy. The
median follow up was 9 years at the time of analysis. Patients
were divided into 2 groups, on the basis of hormonal profiles
during the menstrual cycle: group 1 (n=75) comprised patients
whose LMP occurred between 3 to 12 days prior to surgery (a
period of unopposed oestrogen), and group 2 (n=174) patients
operated at other times (days 0 to 2 or 13 to 32). The latter
patients were presumed to have either high oestrogen and pro-
gesterone or low oestrogen levels at the time of surgery. Both
groups were matched for age, tumour size, LN status, histo-
logical grade, oestrogen (ER) andprogesterone receptor status,
and primary and adjuvant treatment.
At 10 years, both the recurrence-free survival (RFS) and the

overall survival (OS) were significantly better in patients in
group 2. The RFS for groups 1 and 2 was 42% and 72% respec-
tively (p<O.OOI) and OS was 54% and 84% respectively
(p<O.OOl). In multivariate analysis, LMP was the second most
important prognostic factor (after LN status) for both RFS and
OS. Further analysis revealed that a survival advantage for
group 2 patients was seen only in those with positive LN, and
mainly in those with primary tumours less than 4 em in size.
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However, the difference in survival was present both in patients
with oestrogen receptor positive or negative disease and in those
with histologically grades I,ll or III tumours.
The authors concluded that the timing of surgery during the

phase of the menstrual cycle was a major prognostic factor in
premenopausal breast cancer patients. As a result of this study,
patients at Guy's Hospital are now operated after 12 or more
days of their LMP.

COMMENT
The clinical course and outcome of patients with cancer
continues to intrigue physicians. Increasing numbers of
clinical, morphological, kinetic, biochemical, hormonal
and molecular prognostic factors have been claimed to
affect the behaviour of tumours. Common cancers such as
that of the breast have generated the greatest interest.
Badwe et al. indicate that the timing of surgery in relation
to the menstrual cycle is the second most important pro-
gnostic factor after LN status. As a consequence of their
study, surgical policy at Guy's Hospital has already been
changed. Favourable reports have also appeared in the
lay press and on television in the United Kingdom.
Breast cancer is a hormone sensitive tumour, and this

is supported by the prognostic relevance of hormone
receptors and the well-known therapeutic and adjuvant
value of hormonal manipulation. Previous studies on the
prognostic value of timing of primary treatment during
the menstrual cycle reported conflicting results. The
hypothesis was extrapolated from studies in mice.
Ratajczak et al. 1 reported that the oestrous stage at resec-
tion of ER + mammary adenocarcinoma in C3HeBIFeJ
mice markedly influenced the occurrence of metastases,
with a higher rate of metastases occurring when surgery
was done around menstruation (low oestrogen phase)
compared to ovulation (high oestrogen phase). Subse-
quently, the same group reported in a study of 44 patients
that, in keeping with animal data, prognosis was better
when surgery was done in midcycle (days 7 to 20) than
perimenstrually (days 0 to 6 or 21 to 36).2 However, at
least three other studies on 81 245 and 279 patients found
no difference in RFS or OS between the groups. 3-5
Interest in this question has now been rekindled by two
recent reports which have compared patients operated


