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Drugs and male sexual function
With so much current emphasis on sexual psychology we
need to remember that physical factors are important too.'
Both erection and ejaculation are under dual autonomic
nervous control. Erection results from distension of vascular
spaces in the penis,2 while ejaculation requires an initial
delivery of semen to the urethra by sympathetic nervous
stimulation of the vas deferens, seminal vesicles, and prostate.
The parasympathetic reflex that produces ejaculation causes
tonic-clonic contractions of the bulbo-cavernosus' muscles.
The internal urinary sphincter has to be closed by a sympathetic
reflex if semen is not to pass retrogradely into the bladder.3
How important male sex hormones are in these sexual
mechanisms is still not clear4-normal erections may occur in
castrated men-so not surprisingly this uncertainty extends
to the effects of drugs on male sexual function.
One confounding factor is that any impairment of sexual

function may be due either to drugs or to the influence of
disease on the patients at risk. Even untreated, 17% of
hypertensives complained of impotence (erectile failure)
when surveyed by questionnaire as compared with 7%, of a
normal population of similar age.5 If indeed hypertension
does cause erectile failure the mechanism is obscure. Yet
another puzzling finding is that individual patients may
experience problems from one drug known to impair sexual
function yet not from another with the same propensity.
The group of drugs most likely to affect sexual function

are those that act on the sympathetic and parasympathetic
systems. Antihypertensive and psychoactive drugs are the two
largest categories. Of patients on treatment for hypertension,
as many as 4300 complained of impotence6 in a study in which
failure of ejaculation affected 2600 of the treated male
hypertensives but none of the normal controls. Thus, while
hypertension itself may cause erectile failure, antihypertensive
treatment makes the impairment of sexual function worse.
Bulpitt7 found that guanethidine and bethanidine (causing
erectile failure in 54%' and 680// of patients, respectively)
were substantially worse than other drugs, for which the
mean incidence of erectile failure was 360 '. Guanethidine and
bethanidine also caused relatively more failures of ejaculation.
No class of antihypertensive drug seems free from an effect
on sexual function, however, and case reports testify to the
occurrence of erectile failure with methyldopa8 and clonidine,9
while diuretics'0 and beta-adrenoceptor blocking agents1' also
cause problems.
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Studies of other groups of drugs causing sexual problems
have not been so exhaustive. Patients are reluctant to volunteer
information about their sexual difficulties,8 and doctors should
be aware of this. Assessment of the risk depends on clear
definition of the particular type of difficulty experienced, and
the questionnaire described by Bulpitt6 has the advantage
that neither the patient nor the doctor is embarrassed.

Psychotropic drugs impair sexual function, and of these
thioridazine appears to be the worst offender. In one group
of 57 patients on the drug 34 had difficulties with ejaculation
and retrograde ejaculation was prominent. Another series of
60 patients taking other major tranquillisers, reported sexual
problems in 15 cases, usually difficulties with erection. There
were no cases of retrograde ejaculation.12 Nevertheless, in a
study in which patients used a vibrator to achieve orgasm, all
the major tranquillisers were said to interfere with ejaculation.13
Tricyclic antidepressants have anticholinergic properties and
therefore also affect sexual function,14 but, again, the extent
of the problem is difficult to assess since depression itself may
affect sexual ability. Theoretically, any drug with anti-
cholinergic properties (for example, disopyramide15) may
affect sexual function.

Several individual agents, including spironolactone16 and
cimetidine,17 have been said to cause erectile failure by
hormonal mechanisms, but, since the part played by testo-
sterone in normal sexual function is not clear, proof of the
association is difficult to establish. In contrast, levodopa has
been reported to increase sexual activity in men with
Parkinson's disease, though whether this is merely a sign of
general improvement in mobility or an effect on hormonal
balance still seems in doubt.'8

Clearly drugs can and do affect male sexual function. The
problem that remains for the clinician is predicting the
likelihood of each event. High-risk drugs such as the
adrenergic-neurone-blockers are probably best avoided in
young men with hypertension. Whatever drugs are used,
patients should be questioned about sexual adverse effects in
view oftheir known disinclination to volunteer such complaints.
For the time being, however, we need further research into
the mechanisms and incidence of drug-induced problems of
male sexual function before we can make rational choices.
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Resolving doubts about ECT

Electroconvulsion therapy has come in for a good deal of
publicity and ill-informed criticism in recent years. One
welcome side effect of this has been some overdue research
into the efficacy, sequelae, and mode of action of the treatment,
and the results of this research were described last month at
a very successful conference at the University of Leicester.
The predictable bus load of protestors arrived for the opening
session, equipped with placards and balloons, but they did not
disrupt the proceedings, which for the most part supported the
conventional psychiatric view that convulsion therapy is an
effective and safe treatment for severe depression. Four double-
blind controlled trials were described at the meeting. Of these
the Edinburgh trial,' which showed a clear-cut difference
between ECT and dummy ECT, and the Southampton trial,2
which did not, had already been published but the other two
were new. The first, by Dr Eric West, was a double-blind
crossover trial which showed ECT to be dramatically superior
to dummy ECT in the treatment of melancholia. The second,
by Dr Pamela Taylor, was a double-blind trial in acute
schizophrenia which also showed a clear superiority for ECT.
The Edinburgh group had several studies to describe.

Firstly, a survey of "consumer opinion" had shown that
though few patients had enjoyed ECT most believed it had
helped them. Patients found ECT less frightening or un-
pleasant than going to the dentist. Secondly, a comparison of
carefully matched groups of depressives treated with and
without ECT had failed to show any differences on a battery
of tests of memory and other cognitive functions four months
after the start of treatment. Nevertheless, the group had tested
some former patients, identified by a newspaper appeal, who
were convinced their memories had been permanently affected
by ECT. The performance of these people on tests of remote
memory were substantially below population norms, suggesting
that at least in some people the treatment may have enduring
effects on memory.
Probably the most interesting work reported at the con-

ference was concerned with the mode of action of ECT. Dr
A R Green from the MRC Clinical Pharmacology Unit in
Oxford described the effects of inducing repeated convulsions
in rats.3 A series of convulsions induced at intervals of 24 or
48 hours had produced a consistent set of behavioural responses

attributable to enhanced postsynaptic sensitivity of dopa-
minergic, noradrenergic, and serotoninergic neurones. More-
over, these effects were not seen after single convulsions,
multiple convulsions in a single day, or subconvulsive shocks,
but they were produced by convulsions induced by inhalation
of the convulsant ether flurothyl; in other words, they were
produced only in circumstances closely analogous to human
ECT. At present it is not clear whether these changes in
postsynaptic sensitivity are a direct consequence of convulsive
activity in the brain or whether they are produced indirectly
by reduced release or synthesis of y-aminobutyric acid
(GABA), but either way they are the kinds of changes which
might be expected to relieve depression if current theories of
the mode of action of antidepressant drugs are correct. Finally,
Dr M J Stoker from Huddersfield reported finding that the
immediate memory impairment after ECT correlated highly
with the rise in systolic blood pressure accompanying the
procedure, thus raising the possibility that impairment of
memory might be prevented by blocking the rise in blood
pressure.4
Though the trial still in progress at Northwick Park could

yet throw a spanner in the works, the doubts raised three or
four years ago about the efficacy of ECT seem to have been
resolved. Future research, therefore, is likely to be directed
increasingly at the precise mode of action of the treatment,
with the long-term aim of producing the same effect either by
a more restricted electrical stimulation of the brain or by
conventional pharmacological means, thus obviating the need
for a treatment which, despite its efficacy, still has too much
of the blunderbuss about it for comfort.
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The case-control study

The concepts behind the case-control study have been known
for over a century, and 50 years have passed since the first
report' of such a study. Yet the method is still surrounded
by controversy, and unfavourable comparisons are made
between it and studies based on the experimental model or
on cohort follow-up. Nevertheless, reports of case-control
studies are becoming more frequent in the British Medical
Journal, the Lancet, and the New EnglandJournal of Medicine,
which suggests that they are both more popular and more
respectable than formerly.
What, then, is the case-control study? Essentially it is an

epidemiological tool that looks backward from effect to cause
-in contrast with other methods, such as the experimental
or cohort follow-up, in which effects are observed prospectively
to see what changes result. In the case-control study the
observer looks retrospectively at a group of patients with a
specific disorder (say, cancer of the endometrium) and
compares their rates of exposure to possibly relevant events
(say, use ofoestrogens as a treatment for menopausal symptoms)
with those in at least one other group. From these observations
deductions are made about the likelihood of different ex-
posures in each group affecting the problems under scrutiny.
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