
pharmacological optimism for epilepsy, however, raising
funds for such studies is difficult.

In treating patients with epilepsy attention should be paid
to the emotions and stresses that patients endure; providing
psychological as well as pharmacological treatment enables
the doctor to practise a rewarding model of "whole person
medicine."

TIM BETTS
Senior Lecturer in Psychiatry,
Birmingham University Neuropsychiatry Clinic,
Queen Elizabeth Psychiatric Hospital,
Birmingham B15 2QZ
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Should clofibrate still be prescribed?

Further trials with harder end points are neededfor all lipid lowering drugs

Publication ofthe World Health Organisation trial ofclofibrate
(Atromid) reduced expectations that cholesterol lowering
drugs might lower mortality from cardiovascular disease and
raised unresolved questions about their role in increasing non-
cardiovascular mortality.'2 Clofibrate significantly reduced
the incidence of non-fatal myocardial infarction but did not
lower mortality from coronary artery disease and actually
increased total mortality by 47%. The increase did not arise
from any single diagnostic group, and mortality ratios returned
to unity or near unity after the drug was withdrawn. Since the
clofibrate appeared to increase the risk of death should it still
be available for treating lipid disorders?
There are four possible interpretations of the trial results.

Firstly, the increase in non-cardiovascular mortality might
have occurred by chance. This possibility seems remote,
given the consistency of the trend over the trial period and its
disappearance when clofibrate was discontinued. Secondly,
the excess of non-cardiovascular deaths might have been a
chance exaggeration of a trend seen in subsequent randomised
clinical trials of lipid lowering drugs and to a lesser extent in
primary prevention trials using lipid lowering diets only.34
Given the small numbers of deaths, this interpretation is
statistically plausible. Thirdly, increased all cause mortality
in the intervention groups in this and other lipid lowering
trials may be inversely proportional to the prevalence of
coronary artery disease in the trial populations. Cardiovascular
mortality rates were lower in theWHO clofibrate trial than in
the other major primary prevention trials.4 No excess of non-
cardiovascular deaths occurred in the highest risk subset
within the WHO clofibrate trial' or in two trials of secondary
prevention in which clofibrate was used alone' or in
combination with nicotinic acid.6 A meta-analysis of all
secondary prevention trials also showed a significant excess
of non-cardiovascular deaths, but there was a trend to
significantly reduced all cause mortality because of the
predominance of cardiovascular deaths in the sample.7
Fourthly, there may be specific differences between lipid
lowering drugs in their effects on all cause and cardiovascular
mortality; clofibrate may be significantly more "toxic" than
other fibrates and other lipid lowering drugs.
Which of these interpretations, singly or in combination,

was responsible for the results of the WHO clofibrate trial is

unlikely to be clarified because ofthe cost, scale, and difficulty
of testing for mortality as an end point in randomised
controlled clinical trials of lipid lowering drugs. Given these
uncertainties, withdrawal of the drug would have been
unreasonable. In effect, doctors have reacted to the trial by
assuming that the fourth and worst interpretation was true.
Clofibrate is now rarely prescribed in the United Kingdom;
and when it is, it is presumably mainly for patients who
started taking the drug before the trial results were published.8
Should there be any remaining cause for concern?
Drugs intended to reduce the prevalence of cardiovascular

morbidity and mortality are initially judged by surrogate end
points such as their ability to alter serum lipid concentrations
or to lower blood pressure. Organisation of a randomised
controlled clinical trial with hard end points takes time,
demands a large sample size, and is costly. Judged by the time
scale required to organise and evaluate such trials, the patent
life of drugs is short. Not all drug companies feel the need to
carry out controlled clinical trials to assess hard end points
and instead market their products solely on surrogate criteria.
Two fibrates which have not been the subject of controlled
clinical trials (bezafibrate and fenofibrate) are currently
available for managing lipid disorders. Whether either
shares the possible propensity of clofibrate to increase non-
cardiovascular mortality more than other lipid lowering drugs
remains uncertain. Remarkably, this has been no handicap to
their commercial success since bezafibrate is the most widely
prescribed lipid lowering drug in the United Kingdom.8

Inhibitors of 3-hydroxy-3-methylglutaryl coenzyme A
reductase (the "statins") are in the surrogate phase of their
use. They are highly effective in reducing serum cholesterol
concentrations, and their market share has expanded rapidly
in the last five years. No convincing data on their ability to
reduce cardiovascular morbidity or mortality or to affect all
cause mortality are available.4910 The example of the WHO
clofibrate trial must prompt an uneasiness that this class of
drug is being vigorously marketed without results from the
controlled trials currently in progress.

Advocates of the lipid hypothesis contend that sample sizes
in the controlled clinical trials performed so far are not large
enough to permit the use of death as an end point."I
Interestingly, however, case-control and prospective cohort
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trials of mainly unopposed oestrogen in postmenopausal
women appear to show highly significant reductions in both
cardiovascular and all cause mortality from samples of a
similar size to those of the major primary and secondary trials
of lipid lowering drugs.'2-'5 These results too deserve further
evaluation by controlled clinical trials. But meanwhile the
lack of evidence of significant reductions in all cause mortality
by lipid lowering drugs,3'4 1 particularly in primary prevention
trials, indicates that any favourable effect of lipid-lowering
drugs on all cause mortality is at best small and of only
marginal benefit to the individual. At present the cost-benefit
uncertainties generated by the WHO clofibrate trial and its
successors emphasise the importance of restricting the use of
hypolipidaemic drugs to patients with established vascular
disease and hyperlipidaemia or to asymptomatic patients with
severe hyperlipidaemia at high risk of premature vascular
disease where dietary measures have been ineffectual.
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Medicine and torture

A newBMA report makes clear doctors' responsibilities for human rights

Six years after the BMA's Torture Report' comes Medicine
Betrayed,2 which gives a detailed account ofdoctors' participa-
tion in abuses of human rights. The report, the product of a
two year study by a BMA working party, covers topics
ranging from the illegal and outrageous (torture) through the
judicial and outrageous (punishments such as amputations) to
the difficult and ethically perplexing (hunger strikes and
providing evidence in capital punishment trials). In addition
the report discusses the mechanisms that allow people,
particularly doctors, to participate in torture.3

Unfortunately, the evidence that doctors examine and
resuscitate victims of torture and issue false death certificates
is irrefutable. While acknowledging that doctors may come
under strong pressure to compromise their ethics, the report
points out that some doctors collaborate willingly.. Some
begin with the good intention of helping a person but end up
by aiding and abetting the torturer, as part of a penal or
judiciary system (in corporal punishment), or as an adminis-
trative tool removing the traces of torture (by issuing false or
incomplete medical or death certificates).
The extent to which doctors participate voluntarily varies:

fear of the consequences of refusal and peer group pressure
may partly explain why some doctors take part. Ignorance of
human rights and indifference reinforce these mechanisms.
Doctors working in institutions where people are held against
their will (such as prisons and mental hospitals) and in
potentially coercive organisations (such as prison services and
the armed forces) are particularly "at risk" and in need of
support and education about human rights.
The terms of reference of the working party led it beyond

torture to judicial punishment, the trade in human organs,
and experimentation on prisoners. Medicine Betrayed makes
no distinction-as the Torture Report did-between torture
and judicial corporal punishment. The participation of
doctors in inflicting pain and suffering is regarded in the same
way: as a breach of the doctors' ethical obligations to the

patient. The working party did not sidestep controversial
issues of human rights in Britain-such as the detention of
asylum seekers, the use of the Prevention of Terrorism Act,
and the ill treatment of detainees in Northern Ireland -which
gives the report special credibility.
The late John Dawson, who stimulated the BMA's interest

in this topic, suggested the use of the term "indicator" to
describe potential threats to the protection of human rights.4
Indicators "point to a situation where the abuse of human
rights can more easily occur or be covered up." They include
emergency legislation permitting detention without trial, the
denial of detainees' rights to see a lawyer or doctor on request,
and the absence of clinical independence for prison doctors.
To contribute to the preservation of democratic freedom
doctors need to keep an ever watchful eye on the state.

Medicine Betrayed provides extremely useful guidance for
doctors (and others) in monitoring human rights. Its recom-
mendations are unambiguous: "if the possibility of abuses of
human rights comes to the attention of a medical practitioner,
they have an ethical duty to take immediate action." The
international medical community is urged to "encourage
effective opposition to torture in countries where the pressure
for medical participation is considerable." The working party
was "negatively struck by the number of examples of false,
inadequate and absent forensic statements" about torture
related incidents. It recommends that medical associations
should investigate failures of forensic specialists to document
torture adequately and support forensic staff who are under
pressure to falsify their findings.
The working party recommends that doctors should not

participate in corporal punishment, either by certifying
fitness or by performing amputations, and that professional
associations and individual doctors should make clear their
opposition to such punishments. The Declaration of Tokyo's
position on hunger strikes is reaffirmed: it states that "where a
prisoner refuses nourishment and is considered by the doctor
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