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Rejecting scientific advice
The decision' by Mr Kenneth Clarke, Minister of Health, to
refuse approval for the long-term use of the contraceptive
medroxyprogesterone acetate (Depo-Provera) is yet another
example of Government rejection of the considered judgment
of its scientific advisory bodies.

Clearly the Committee on Safety of Medicines had looked
at the issue very carefully. The drug has been the target of
sustained attack by the Campaign Against Depo-Provera,
which claims that it is given to socially deprived, black or
Asian women without their being fully informed of its possible
side effects and dangers.' Nevertheless, medroxyprogesterone
acetate has been used for 20 years in many countries, and a
recent television programme (BBC2, 1 March) reported that
doctors in Thailand found the drug valuable and were
surprised at the "unbelievable overstatements" of the pressure
groups.2
Here in Britain the Family Planning Association lists

medroxyprogesterone acetate as the last of its eight choices
for couples wanting contraception, and the Committee on
Safety of Medicines recommended that the drug should be
used only when all other sorts of contraception have proved
unsatisfactory. This guarded acceptance for medroxy-
progesterone acetate is due to question marks over its safety
and its clinical drawbacks. Firstly, tumours have been reported
in monkeys given 50 times the normal dose; the Committee
on Safety of Medicines comments that the "relevance of this
to man has not been established." Some women given the
drug have developed breast cancer-but the association is
unlikely to be causal. Secondly, the drug causes unacceptable
side effects in many women-menstrual bleeding becomes
irregular and unpredictable and may be heavy and prolonged.

Yet with all the evidence before it the Committee on Safety
of Medicines was prepared to approve the drug. Mr Clarke
would not accept that advice.' The Government believed that
the possible risks outweighed the benefits, he said, adding
that "Each individual doctor cannot make a judgment about

whether a particular drug is necessarily safe. They rely on the
licensing system."
As we have argued before,3 the Government should not

reject the advice of its own experts without giving its specific
detailed reasons for doing so. On this occasion Mr Clarke
seems to have been swayed by anecdotal reports of the drug
being given to mentally handicapped or mentally ill women
without their informed consent. What he is saying in effect,
however, is that doctors cannot be trusted to exercise
competent clinical judgment in the use of a second-line drug.

Certainly there is room for improvement in the standards
of prescribing in the NHS, and by no means all official
warnings about drugs are heeded by prescribers. But the
Committee on Safety of Medicines was set up to assess the
safety of drugs on objective grounds; it has a high reputation
around the world for balancing the needs of consumers
against the needs of doctors and the pharmaceutical industry.
Doctors have learned to pay close attention to its advice, and
this is especially true of its advice on contraceptives.

In these circumstances Mr Clarke may reasonably be asked
to give a much more detailed and convincing justification for
his decision. Without such an explanation his actions are
unacceptably authoritarian.
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Blood group antigens and
bladder cancer
The discovery ofA and B blood group antigens on the surface
of human epithelial cells' and of their absence from carcino-
matous tissues2 led to the hope that this difference might give
an early objective indication of neoplastic dedifferentiation.
Using exfoliated cells from bladder tumours Kay and Wallace3
showed loss of blood antigens from patients with invasive and
metastatic disease. Nevertheless, the correlation between
detectability of A and B antigens and the clinical course was
not close enough to be clinically useful.

Recently there has been a considerable resurgence of interest
in a modification of the original test, using paraffin embedded
sections and a sandwich technique with grouping sera and
indicator erythrocytes of the appropriate blood group. Thus
retrospective studies are possible, and indeed over a dozen
papers have been published, mainly in American journals, in
the last three years.Y5 For most sceptical watchers of tests for
cancer the conclusions seem too good to be true.
The consensus gives grounds for great optimism, particularly

in the early recognition of the one patient in five with a super-
ficial tumour of the bladder who will ultimately develop an
invasive recurrence. To summarise, patients with superficial
cancer whose cells have the appropriate surface blood group
antigen have a good prognosis with only a 5%0 chance of
developing invasive recurrence. The test may be a better index
of subsequent aggressive tumour behaviour than cell grading.
A recent critical review'6 showed that of 100 patients with high
grade tumours 23 had a positive test for antigen, and only one
of these went on to become invasive. The author emphasised
that the test could be of most use in this group, since such
patients might escape cystectomy at the hands of a surgeon who
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