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medical record linkage was an integral feature, and the con-
ference recommended that similar facilities should be estab-
lished in other countries. Britain has ideal circumstances for
record linkage, but the opportunities have been sadly
neglected. A paper from Oxford,13 however, described ways
in which linked records could be used to monitor drugs
prescribed in general practice. The methods entail a minimum
of extra work for family doctors and could be extended to a
large population at reasonable cost. A pilot study in a popula-
tion of 40 000 people has nearly been completed.

Fortunately the lesson of practolol is adding fresh impetus
to the search for improved strategies for drug monitoring. But
no one should imagine that such advances will solve the prob-
lem of iatrogenic disease. Most drug-induced illnesses are due
to well-known reactions to familiar drugs.'4-17 Cautious and
judicious prescribing is still the key to prevention. Even then
some reactions are unavoidable, and patients as well as doctors
must realise that no medical treatment can be made entirely
safe. Nevertheless, from the glib accounts of many of the lay
''experts" in our popular press and in Parliament the average
reader would imagine that extensive testing could predict
adverse reactions without much difficulty and that somebody
is always to blame for a drug tragedy. The truth is that, as
with rock climbing or driving fast cars, the use of powerful
drugs always carries an inherent risk. One of the virtues of the
excellent conference at the Royal College of Physicians was that
it brought together laymen, pharmacologists, drug regulating
authorities, and prescribing doctors and emphasised the sheer
logistical difficulties of recognising adverse effects. With
practolol, for instance, dry eye superficially resembled that seen
in many old people and was recognised as a specific lesion only
in a specialist clinic. Moreover, the use of practolol represented
about 250 000 patient years, with only some 619 validated
adverse reports (including about 20 of near blindness).
The Honolulu conference was also concerned with public

attitudes, and Finney emphasised that the public should
demand that its elected representatives should press for the
fullest possible support for effective drug monitoring. Cer-
tainly at present Britain's customary official parsimony
extends to our drug monitoring authorities. The Committee
on Safety of Medicines' adverse reactions section has four
people at headquarters and 60 part-timers in the field: the
American FDA has just voted itself another 16 4 million dollars
and created an extra 600 posts in an already large organisation.
If the band of strident lay experts would turn their attention
to pressing the Government to provide this thoroughly
praiseworthy organisation with the resources to do the job, they
would serve the public interest much better.
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Coronary heart disease and
the menopause
Men are more likely to develop coronary heart disease than
women. The fact that this sex difference decreases after the
menopause has led to the suggestion that female sex hormones
may exert a protective effect. Some studies have shown that
women undergoing an early menopause have an increased risk
of developing coronary heart disease, perhaps owing to the
early loss of their hormonal protection. One of the most recent
reports from Framingham' claims to add further evidence
of this effect.
The Framingham study has included long-term follow-up

of women whose age at the menopause was known and in
whom the development of coronary heart disease has been
carefully monitored. Overall significantly more "cardiovascular
events" occurred in postmenopausal than premenopausal
women of the same age. There are, however, difficulties in
interpreting these data. The whole report is based on only
90 events, and these include the historical development of
angina, intermittent claudication, and congestive heart failure
as well as stroke and hard evidence of coronary heart disease
(myocardial infarction and coronary death). The inclusion of
stroke in the evaluation may be misleading, because at the
relevant ages men do not have a higher risk than women,2
so that there is no "protection" to lose at the time of the
menopause. When restricted to coronary heart disease alone
there were only 59 events (probably mostly angina, though we
are not told exactly), and the difference between pre- and post-
menopausal women was significant only in the 40-44 age group,
totalling only six events. In view of the small numbers and the
ill-defined nature of the endpoints we would be rash to draw
too many conclusions from this study.
The tenuous nature of the association between an early

menopause and cardiovascular disease is confirmed by
examining some of the original studies on which it was based.
Three of the studies compared castrated women (cases) with
controls. In one3 the age structure of the cases was different
from the controls, and in the others4 5 the cases and controls
comprised such different sorts of patients that variations in
cardiovascular disease could easily be due to factors other than
the presence or absence of ovaries. A Swedish study6 compared
the menstrual histories of women with known coronary heart
disease with a random sample of the population. Some 760/
of women admitted to hospital with myocardial infarction
had passed through the menopause by the age of 50 or before
compared with 48% of the controls. While this study may be
criticised on some points, it provides the best evidence yet ofan
association between an early menopause and coronary heart
disease.

In contrast, there is strong evidence that taking hormones in
the form of oral contraceptives increases the risk of developing
coronary heart disease. The risk, as determined by two separate
studies,7 8 seems to be increased by between 2-8 and 4.7
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times, depending on age. Surely it is most unlikely that the
same hormones could both protect from and predispose to
the same disease.

Studying routine mortality data2 may help resolve this
paradox. Though the death rates reported in women from
ischaemic heart disease increase after the age of the meno-
pause, there is no difference in the proportionate increase from
one age group to the next. In other words, there is no accelera-
tion in the rate at which women die of ischaemic heart disease
at the time of or after the menopause (plotted logarithmically
the rate increases in an almost straight line from the youngest
to the oldest age groups). This argues strongly against any
factor coming in at the time of the menopause to put women
at a new extra risk, and is probably the strongest reason to
reject the idea that any protection is lost at that time.
The conclusion must be that there is not enough evidence to

link coronary heart disease with the menopause and certainly
not enough evidence to suggest that artificial delay of the
menopause might have a preventive effect. Such an action
might, indeed, be dangerous in view of the risks of coronary
heart disease that oral contraceptives seem to produce; the
well-known risks of thromboembolic disease9; and the recent
suggestion linking oestrogens to an observed increase in
incidence rates of endometrial carcinoma.1 Whatever the
reason for the sex differences in coronary heart disease
incidence, hormonal protection of women is probably not the
answer, and alternative hypotheses are required.
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Bromocriptine-fact or
expensive fancy?
Studies on the therapeutic value of bromocriptine in endocrine
diseases were started six years ago. We may now look back
and try to set the drug in perspective. Bromocriptine (2 brom-
alpha-ergocryptine) was developed as an agent to suppress
prolactin secretion' before it was certain that prolactin existed
in man. Although bromocriptine was found to inhibit prolactin
secretion by an action on the pituitary, not until 1973 was it
shown to be a long-acting dopamine agonist2; and dopamine
is now accepted as an important hypothalamic prolactin-
release-inhibiting-factor (PIF).3 Bromocriptine acts on the
pituitary as a functional analogue of endogenous PIF. By
fortunate chance the introduction of the compound coincided
with the recognition that hyperprolactinaemia is frequently
important in the aetiology of both male and female hypo-
gonadism.4-8

Hyperprolactinaemia accounts for at least 13T of cases of
secondary amenorrhoea,7 8 but the clinical features of the
syndrome are still not widely recognised. Sometimes hyper-
prolactinaemia may present simply as infertility, with regular
menstrual cycles-presumably with a defective luteal phase.9

Nevertheless, the syndrome spans all menstrual abnormalities,
from the defective luteal phase to menorrhagia or simply
irregular periods, though most commonly it is associated with
oligomenorrhoea or amenorrhoea. Galactorrhoea occurs in only
300 ) of these patients and should not be thought a prerequisite
for a possible diagnosis of hyperprolactinaemia.7 8 Despite
amenorrhoea, the breasts are not atrophic, as would be expected
in gonadotrophin deficiency: there is often hyperplasia of the
Montgomery tubercles.

In men with hyperprolactinaemia relative or absolute
impotence is usually the presenting complaint, though there
may be other symptoms such as a decreased volume of seminal
ejaculate.10 Galactorrhoea occurs in less than a third of men
with hyperprolactinaemia; gynaecomastia is similarly un-
common and if present is slight. Appreciable gynaecomastia
suggests excess oestrogen exposure, not hyperprolactinaemia.

Drugs'1 that may cause hyperprolactinaemia and hypo-
gonadism include the phenothiazines and some antiemetics,
particularly metoclopramide. The possibility of a pituitary
tumour has also to be considered. In the patient with an
obviously abnormal skull radiograph the diagnosis is not
difficult to make, though the possibility of a partially empty
fossa has to be borne in mind. The more difficult differential
diagnosis is that of the pituitary microadenoma, suggested by
no more than minor asymmetry or "blistering" of the floor
of the fossa on tomography.12 This diagnosis is particularly
important to consider in a hyperprolactinaemic woman who
wishes to become pregnant, and she is likely to be successful
when her serum prolactin concentration has been restored to
normal with bromocriptine.13 Once she is pregnant the
pituitary gland and its tumour may swell rapidly in response
to the high oestrogen environment, causing compression of
the optic chiasma and destruction of the fossa.'4'6 The best
management for these patients is not clear. Some have sugges-
ted selective removal of the adenoma, but it is not always
effective and may result in hypopituitarism. Others recommend
pituitary irradiation (to prevent growth of the tumour)
together with bromocriptine treatment. As yet it is too early
to know which is the correct approach. Sufficient experience
can be accumulated only from a properly controlled prospective
multicentre trial, but the problem is real.

Raised prolactin concentrations may, then, be restored to
normal in most patients, whether men or women, by giving
bromocriptine without producing any hypopituitarism. In
women this results in the return of regular ovulatory cycles,
and in men potency is restored to normal.4-7 10 Bromo-
criptine has also been given to some anovulatory women with
normal serum prolactin concentrations and ovulation has been
induced.13 30 Over 200 children have been born to women who
have conceived during bromocriptine treatment, and studies
on them (together with those in animals) have confirmed that
the drug is not teratogenic and does not increase the incidence
of multiple ovulation, which is such a problem with the
alternative treatment with gonadotrophins.
Wass and his colleagues report (p 875) the results of the

treatment of 73 patients with acromegaly given bromocriptine
for up to two years. Bromocriptine was introduced for treating
acromegaly after the important observation of Liuzzi and his
colleagues'7 that in normal people dopamine agonists normally
raise growth hormone (GH) concentrations but that in
acromegalics they paradoxically lower GH concentrations.
Since then several groups have reported the beneficial bio-
chemical and clinical effects of the short-term administration
of bromocriptine.1820 Wass and his colleagues have now
shown that this treatment has fulfilled in the long term the
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