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febrile reactions are occasional minor complications of platleet
transfusion. There is, too, the risk of serum hepatitis.
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Cardiovascular
Complications from
Psychotropic Drugs

Many drugs used for the treatment of depression have dis-
advantages and dangers which seriously limit their usefulness.
The elating and habituating effects of the amphetamines to-
gether with their sympathomimetic activity render them un-
desirable for the young and potentially hazardous for any
patients with cardiac disease. The monoamine oxidase in-
hibitors can cause fatal hypertensive crises if a restricted diet
(poor in free tyramine) is not adhered to rigidly. Their in-
ability to mix with other drugs lest hypertension or hypotension
supervene and the risk of occasional hepatotoxicity further
lower their worth.
The phencthiazines and tricyclic antidepressants are there-

fore widely prescribed, especially by doctors who are not
specialists in psychiatry, for they are reputed to be relatively
safe and suitable for the many patients for whom a trial of
treatment with talk and tablet seems warranted before resort
to the psychiatrist. Many patients are successfully maintained
for years by these means. To the original phenothiazine,
chlorpromazine, many later drugs have been added that are
less likely to cause cholestatic jaundice and hypotension.
Examples are trifluoperazine, promazine, and thioridazine.
Among the dibenzazepine tricyclic antidepressants in common
use are imipramine, amitriptyline, nortriptyline, trimipramine,
and protriptyline. It is mainly from the psychiatrists that
reports of adverse cardiac effects of these drugs have appeared.
The first sporadic reports of sudden death, cardiac dys-

rhythmias, disturbances of conduction, and electrocardio-
graphic changes suggestive of infarction in patients on pheno-
thiazine and imipramine-like drugs started to appear in 1963
and others have followed.'14 Recently C. S. Alexander and
A. Ninfo described disorders of this kind in seven patients who
were under long-term treatment with large doses.5 Coronary
artery disease seemed unlikely to be responsible for the
cardiac changes because their patients, as well as those noted
in previous reports, were mainly young.
The phenothiazines used in psychiatry (as distinct from

related phenothiazines used in the treatment of Parkinsonism
and others which have antihistamine actions) and the tricyclic
antidepressants have similar actions with differing emphasis.
Their psychotropic action is central and they also have hypo-
tensive, adrenolytic, and atropine-like effects. The exact mode

of action is ill understood, but high concentrations of cate-
cholamine in blood and urine are thought to result from
inhibition of tissue uptake of noradrenaline through competi-
tion for binding sites on the cell membranes. The high levels
found are comparable to those accompanying phaeochromo-
cytoma, and they are found even in patients who are hypo-
tensive while on these drugs.6-9

In attempts at suicide with these compounds myocardial
depression, dysrhythmias, conduction disturbances, and in the
electrocardiogram a prolonged QT interval and depression of
ST segment are described. Suggested antidotes are cholinergic
drugs, neostigmine, or pyridostigmine. Beta-adrenergic
blocking drugs have also been used.
The cause of the cardiac toxicity remains obscure. The

increased plasma levels of catecholamine may be responsible
for the dysrhythmias, for the complications of prolonged
administration of the drugs are not unlike those of phaeo-
chromocytoma. They include a "toxic cardiomyopathy",
which may or may not be reversible. One of these compounds,
thioridazine, is said to have quinidine-like activity, and that
may account for the prolonged QT interval observed rather
than the shortened interval which would be expected from
excess catecholamine. Perhaps the raised plasma concentration
of catecholamine together with the depletion of myocardial
catecholamine which follows prolonged administration com-
bine to determine the development of cardiac complications.
Deposition of mucopolysaccharide in small arteries and
arterioles has been found in the subendocardium of patients
dying after many years of phenothiazine therapy,10 and
Alexander and Ninio found alterations in the ultrastructure of
the myocardial mitochondria.

It would seem best to avoid prescribing these drugs for
long periods whenever possible. In patients with heart
disease, or if dysrhythmias or electrocardiographic changes
appear, they should be replaced with psychotropic drugs
from another group. When a tranquillizing agent is all that is
needed the benzodiazepine group, chlordiazepoxide and
diazepam, plus meprobamate and methylpentynol, are
worth considering.
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Special Groups in
Tuberculosis
Since tuberculosis in Britain is declining rapidly, measures
for its control must be frequently reviewed to avoid wasting
effort on unprofitable procedures. Already the use of mass-
radiography has been altered to conform to the epidemio-
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logical situation. A change in the policy for B.C.G. may
follow. The emphasis is shifting from the total population to
special groups within it. The Joint Tuberculosis Committee
of the British Thoracic and Tuberculosis Association has
recently published a report on the control of tuberculosis in
some of these groups.' Though in general it reflects modern
epidemiological knowledge, in some recommendations it
could be considered old-fashioned.
The risk of infection in Britain is in general low, as the

report points out. In some areas only about 2% of children
have been infected by the age of 10.2 The situation may soon
be similar to that in the Netherlands, where only a little over
1% of children born in 1960 are likely to be infected at any
time throughout life.3 With such low risks B.C.G. vaccination
becomes uneconomic. Yet the report recommends that
vaccination should be offered "to all children as early in life
as possible." This would seem to be unrealistic.
The recommendations about hospital staff follow those of

the Ministry of Health nine years ago. It is for instance
suggested that all hospital staff should have a chest x-ray
every year, including porters, voluntary workers, news
vendors, and visiting clergymen. There seems at present little
justification for such a stringent measure. It is now known
that infectious tuberculosis usually develops rapidly, not as
previously thought by a slow evolution.4 Annual x-raying of
staff may detect a few before they can infect the patients. But
it can give a false sense of security and may lead to neglect of
a much more important control measure-provision of an
efficient staff health service. People are not infectious unless
they cough. Prompt recognition and investigation of staff who
develop a cough would probably be more effective than trying
to x-ray them all every year.
The report also recommends that "all patients over the age

of 14 should have a chest x ray on admission to hospital or
at first outpatient attendance, unless they can produce evi-
dence of a normal chest x ray during-the previous 12 months."
The intention of this appears to be mainly to guard against
spread of infection in hospitals by detecting the infectious
among new patients. The yield is likely to be small. In 1967
mass miniature radiography units reported finding 0-4 per
1,000 inpatients and outpatients with "tuberculosis requiring
treatment or close supervision" (and not all these would be
infectious).5 The yield from general surveys was similar-0 5
per 1,000. Few hospital patients were x-rayed, only 24,450,
and it is not stated what type of hospitals were included and
how patients were selected. In 1957 it was reported that 4
"active" cases per 1,000 x-rayed were found among inpatients
at a large general hospital in London.6 But the notification
rate of respiratory tuberculosis was 66 per 100,000 at that
time. By 1969 it had fallen to 20-a reduction of two-thirds.
So the present yield in a similar hospital might be about 13
per 1,000. If it were a routine in hospital practice to x-ray all
new patients who admitted to having a cough, the infectious
cases would be detected with considerably less trouble and
expense than x-raying them all.
The report also recommends chest x-ray examination of all

expectant mothers unless there is evidence of successful
B.C.G. vaccination. Here also the yield is likely to be small.
In 1969 the notification rate for pulmonary tuberculosis in
women of child-bearing age was 19-7 per 100,000.7 Ten
thousand pregnant women must be x-rayed to find two with
pulmonary tuberculosis. The risk to the fetus with proper
radiographic techniques is probably so small that it can be
discounted. But a yield of this order hardly justifies the effort
and the exposure to radiation. Indeed, the report appears to

recognize this, since, having given a general recommendation,
it continues with a list of special groups of women in which
"it is important" to take a chest x-ray.
Mass measures are becoming unnecessary in controlling

tuberculosis in Britain. The emphasis should change from
unprofitable and sometimes badly executed procedures in
whole populations to intensive efforts directed towards special
groups.
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New Year Thoughts
The provision of medical care has at least one important
difference from that of many other services and commodities.
People need it when, often enough, they are least able to pay
for it. When privately paid fees were the usual way of getting
medical attention, doctors customarily acknowledged their
patients' necessity by tempering the wind to the shorn lamb.
Now payment on a private basis is uncommon, the National
Health Service is increasingly expensive, and a new Govern-
ment is looking for fresh ways of financing it.
The accession of a new Government inevitably means some

increase in committee meetings in Whitehall to discuss the
ideas it hopes to put into practice, and since the provision
of health services presents politicians with many awkward
dilemmas the latest flurry of activity is to be welcomed. The
medical profession itself has repeatedly drawn attention to
the unwelcome proposition that, if a health service of the
kind laid down in the Acts is to be run at a standard the
nation expects, it will cost more than any Government has
yet conceded. Partly in recognition of this the B.M.A. com-
missioned the report on Health Services Financing' published
earlier this year and twice reviewed in the B.MJ.2 3 But
certain principles are worth stating again if thoughts as
revolutionary as some of those recently reported in the Press
are floating around in the Whitehall air.

According to one report4 an interdepartmental committee
with a Treasury chairman is putting the future of the Health
Service under intensive investigation. The Secretary of State
is said to want to inject more funds into national provision for
health, while the Treasury wants to limit this transfusion.
Among the possibilities canvassed, and the one to which
opinion "seems to be moving," is to provide medical services
on a private profit-making basis for most people, as in the
United States, but with a safety net for the destitute. But the
fact that provision of medical care in that country is steadily
moving away from private finance makes another opinion
reported in this article seem more likely. It is that the Health
Service will continue along its present road, under-financed
and a burden to the Exchequer. This incidentally was the fate
forecast for it by the previous Secretary of State in the Labour
Government, Mr. Richard Crossman, if his party had been
returned to power.5

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J: first published as 10.1136/bm

j.1.5739.3-a on 2 January 1971. D
ow

nloaded from
 

http://www.bmj.com/

