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those older than 80 years; more and more such patients are
presenting in our ageing society. Secondly, the emergency
operations were performed by highly skilled surgical teams in
two leading hospitals and preoperative emergency intravenous
cholangiography was usually available, as was peroperative
choledochography. In more and more British hospitals these
luxuries no longer obtain, and in such unsatisfactory circum-
stances conservatism is undoubtedly the safer approach to take.

Certainly without adequate emergency laboratory back-up
the diagnosis of acute cholecystitis is far from simple. Halasz6
has analysed 238 consecutive patients admitted to the univer-
sity hospital in San Diego with a diagnosis of acute chole-
cystitis, which was confirmed in 191 cases. Fifty-two under-
went emergency surgery, but of the 47 found to have condi-
tions other than cholecystitis five underwent emergency
exploration on the basis of the misdiagnosis. Of the 47 mis-
diagnoses, 18 had pain originating in the right kidney or
ureter (such as calculus or pyelonephritis) and four of these
had perfectly normal urine. In 12 cases there was liver disease;
10 had pancreatitis (seven with a normal serum amylase); five
had appendicitis; and two had thoracic inflammatory disease.
Twenty of the 47 patients with conditions other than acute
cholecystitis had intravenous cholangiography, and false-
positive results were obtained in three cases. There were no
diagnostic errors in the 104 patients who underwent elective
cholecystectomy, and a further 35 patients were not submitted
to operation even though the diagnosis of biliary disease was
subsequently confirmed by radiography. Halasz's conclusion
was that emergency intravenous pyelography should be under-
taken in patients with acute right upper quadrant pain because
of the difficulty of excluding renal disease, and he suggests
that interval operation may be the safer choice because it
reduces the opportunities for misdiagnosis.
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Cancer risks from hormone
treatment
The unexpected withdrawal from the market of two oral
contraceptives (Volidan 21 and Serial 28)-reported at p 657
of this week's BMJ-is evidence ofthe extreme caution of both
official drug regulating bodies and pharmaceutical firms when-
ever there is a suspicion of a carcinogenic risk. The decision by
Duncan, Flockhart and Company, which was fully approved
by the Committee on Safety of Medicines, was based on work
in beagles treated for seven years with high doses of the
progestational compound megestrol acetate. Beagle bitches are
known to be prone to breast neoplasms, but the treated
animals developed significantly more tumours than untreated
controls-and some of these tumours were malignant. Another

progestogen, chlormadinone acetate, was withdrawn from
clinical use in 1970 on the basis of similar reports. The whole
range of progestogens used in fertility control has now been
tested in long-term studies in dogs, and only these two drugs
have been associated with a higher frequency of breast
tumours: the remaining progestogens in current use in Britain
had no effect on the incidence of tumours.
The decision to withdraw pills containing megestrol acetate

may, then, be seen as a safety-first approach-and one made
easier by many alternatives available to satisfy contraceptive
needs. Women who have been taking Volidan 21 or Serial 28
should complete their current cycles before switching to a new
pill; they may be reassured and told that there is still no hint
from epidemiological evidence (of the kind that linked the pill
with thrombosis) that there has been any increase in breast
cancer among women taking oral contraceptives: indeed, the
studies so far reported suggest the contrary.1 2 No other
pharmaceutical product has been monitored so carefully as the
pill, and in over 20 years in many millions of women the onily
neoplasm linked with oral contraception by clinical evidence
has been the excessively rare hepatic "adenoma".3
By an unfortunate coincidence of timing, last week saw the

publication of two reports4 5 from the USA suggesting that
oestrogen therapy in menopausal and postmenopausal women
might be associated with an increased risk of uterine cancer.
In both cases examination of the records of women with endo-
metrial cancer showed that more of them had had earlier
oestrogen treatnment than had controls. Oestrogen therapy
seems to increase the baseline risk by between 5 and 14 times-
somewhat less than the effect of cigarette smoking on the base-
line risk of lung cancer. More data will be needed before the
clinical implications of these findings become clear, so it is
reassuring that several more similar studies are already in
progress.

Inevitably, the conjunction of these reports will cause
anxiety among women who have been prescribed hormonal
drugs. Those on the pill may be told that the overall picture
remains unchanged: for most young women oral contra-
ception represents a good compromise between safety and
contraceptive reliability, though the risk of the serious
thromboembolic side effects rises with age and is increased by
factors such as cigarette smoking and hypertension. For meno-
pausal women the advice is less clear, for we still know far
too little about the long-term effects of hormone replacement
therapy. In every case the potential benefits for the patient
must be weighed against the known hazards. Before either
form of hormonal treatment is prescribed the patient should
be screened for the presence of risk factors, and the effects of
treatment should be regularly assessed. In menopausal women
this should include regular monitoring for endometrial
carcinoma.6 Finally, these latest reports must surely reinforce
the case for medical supervision of hormone therapy before or
after the menopause: this is not an area where self-medication
should be encouraged.7
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