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Slack and Evans made a special effort to ascertain women
patients, and the series comprised 121 men and 96 women
from the London area with ischaemic heart disease, but other-
wise unselected. A control series was also assembled.
Expected numbers of deaths from ischaemic heart disease
were calculated from the Registrar General's figures for
England and Wales. Death certificates are, on the whole,
accurate for this cause of death.5
The observed deaths from ischaemic heart disease in the

relatives of the control series were very close to those expected.
But the observed deaths in the relatives of the index patients
were substantially higher. The increased risk of death from
ischaemic heart disease under the age of 55 in male, and 65
in female, relatives of patients with an early onset (again
under 55 and 65 in men and women respectively) was 2j-fold
for female relatives of male patients, 5-fold for male relatives
of male patients, 6a-fold for male relatives of female patients,
and 7-fold for female relatives of female patients. Removal
of the few families affected by hypercholesterolaemic
xanthomatosis did not substantially reduce these increased
risks. The risk of death from ischaemic heart disease under
the 'age of 55 in male and 65 in female relatives of the
younger patients in Slack and Evans's series was about 1 in 10,
except for the female relatives of male patients.
What are the possible causes of the disease in these cases ?

The external factors which have been identified in several
studies, including the elegant prospective studies of the
London Transport workers by J. N. Morris and his col-
leagues6 and the Framingham survey,7 are lack of exercise,
smoking, and, rather less clearly, diet. However, resemblance
for these characters within families would not be high.
Hypertension and raised level of plasma cholesterol, both in
part genetically determined, have been shown to have con-
siderable predictive value for ischaemic heart disease.8 9
Correlations between sibs for systolic blood pressure are
about 0.3,10 and probably no higher for plasma cholesterol,
so these two factors would account for only a fraction of the
family resemblance. Though short stature is largely genetic-
ally determined, its association with ischaemic heart disease is
weak. Levels of lipoprotein lipase have not yet been studied
genetically." Thus it seems likely that there are important
genetic mechanisms yet to be discovered for the commoner
forms of ischaemic heart disease of early onset.

However, a greater than average risk of suffering ischaemic
heart disease relatively early in life is associated with the
possession of a high level of plasma cholesterol, first-degree
relatives affected early, and hypertension. In time all but
the most foolish will stop smoking, but it is unreasonable to
expect Western European populations as a whole to take as
much exercise as the Masai or to revert to a peasant diet.
But there may well be individuals who, if they wish to
survive beyond middle age, should do one or other, unless

or until specific diets, such as those high in polyunsaturated
fats, or drugs such as clofibrate are found to compensate for
the deleterious effects of Western civilization.
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Homosexual Practice and Venereal
Disease

The incidence of venereal disease among practising homo-
sexuals has probably always been high. These people often
have to contend with powerful sexual urges without the
stabilizing influences of lasting relationships and family
responsibilities, and this leads to promiscuity and consequent
infection.

It is an open question whether homosexual activity is more
common than it used to be, but it is undoubtedly true that in
the past the extent to which it occurred was not appreciated
because homosexuals dared not reveal their sexual activities
for fear of condemnation by individuals and society. Now
that the existence of the problem is more widely known and
freely discussed, homosexuals are often willing to discuss their
sexual activities with understanding and sympathetic doctors.
Attention has also been focused on the problem because for
some years infectious syphilis has been relatively uncommon
among heterosexuals but has remained common within the
circle of homosexual practice.

Infection among homosexuals is mostly seen in big cities,
and in London it is more common in the West End than in
the East End. F. J. G. Jefferiss' reported that 8.4% of 1,000
male patients suffering from early syphilis or gonorrhoea who
attended consecutively at St. Mary's Hospital, Paddington,
in 1954 admitted recent homosexual contact. He also found
that, of 113 men suffering from infectious syphilis in 1961,
81 (72%) admitted homosexual exposure which was believed
to be the cause of infection.2 From St. Peter's and St. Paul's
Hospital in the West End N. Mascall3 reported that, of 71
patients suffering from early syphilis seen during 1960, 67
were men and 4 were women; of the 67 men, 53 (79%) were
homosexuals. C. Nicol4 found that, of 57 men suffering from
early syphilis who attended at St. Thomas's and St. Bartholo-
mew's Hospitals during 1959, 18 (32%) had contracted the
disease by homosexual exposure. On the other hand, accord-
ing to A. J. King,' of 35 men reporting with infectious
syphilis at the London Hospital, in the East End, during 1961,
5 (14%) admitted homosexual contacts. S. M. Laird"
examined the sources of infection in 85 cases of infectious
syphilis seen in the Manchester Region over the period 1957
to 1961. Apart from 23 seamen who had been infected
abroad by heterosexual contact, 17 of the remaining 62
patients (27%) had been infected by homosexual contact. As
regards gonorrhoea, Nicol4 found 148 cases of homosexually
acquired disease among 1,107 (13%) cases of the disease, and
R. D. Catterall,7 at Leeds, encountered 21 cases of anorectal
gonorrhoea in males between 1959 and 1961.
More recently J. L. Fluker8 has described experience at the

West London Hospital, in Hammersmith. As the result of
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efforts made to encourage the attendance of active homosexuals
at the clinic, the proportion of them among all new male
patients increased from 3% in 1962 to 9% in the first three
months of 1965. The number of homosexuals suffering from
early syphilis who attended during 1962 was 5, or 11% of
the total cases of this disease in men, whereas in the first
quarter of 1965 the number was 30, or 73% of the total.

It seems probable that the available figures do not indicate
the full extent of the problem, because there are still many
practising homosexuals who will not admit to such activities.
Commenting on this matter in his report for the year

1963,9 the Chief Medical Officer of the Ministry of Health
stated that attention had been drawn repeatedly to the high
incidence of venereal infection, particularly early syphilis,
among practising homosexuals and to the fact that so many of
them seemed unaware of this danger. Fluker8 makes the
point that the association of homosexual practice with a high
rate of venereal disease is almost completely unknown to the
general public and calls for an educational campaign to draw
attention to the facts.

Anaemia Due to Anticonvulsant
Drugs

An unexpected complication of the anticonvulsant drugs
phenytoin and primidone in a few patients has been the
development of a serious anaemia of megaloblastic type. It
is thought to be due to interference with the proper activity
of folic acid, and the anaemia is relieved by treatment with
folic acid.
One of the odder features of the anaemia is that swelling

of the gums appears in some patients, so that their clinical
presentation suggests a leukaemia. The correct diagnosis is
easily confirmed by examination of the bone marrow, and
estimation of the serum folate level always shows an abnor-
mally low figure. Recent research has been directed to
finding out something about the early stages of this anaemia.
Can the onset of the toxic effect of these drugs be detected
before clinically detectable anaemia appears ? One way of
doing this is to examine the peripheral blood films for the
presence of macrocytosis. C. F. Hawkins and M. J. Meynell'
examined smears from patients on regular phenobarbitone and
considered that macrocytosis could be detected in about one-
third; other workers have given lower estimates. The
question has been recently re-examined by E. H. Reynolds,
G. Milner, D. M. Matthews, and I. Chanarin.2 They studied
folic-acid metabolism in a group of 54 epileptic patients
receiving anticonvulsant treatment who were not anaemic.
As controls they carried out tests on a small group of eight
epileptic patients who had not received any anticonvulsant
treatment when they attended the outpatient clinic for the first
time.
These workers made the striking discovery of megaloblastic

changes in bone-marrow smears from 17 out of 45 patients.
Such a high incidence had not been suspected from inspection
of the peripheral blood smears. Consequently Reynolds and
his colleagues do not think that inspection of blood smears
will give 'proper warning of folic-acid disturbance, and they
also found the figlu test of urinary excretion of formimino-
glutamic acid unhelpful. However, the serum folate levels

were below their normal minimum of 5 mtLg./ml. in 76%
of the patients. Serum levels of vitamin B12 were, as
expected, within the normal range, except in one patient.

There is no doubt that patients on anticonvulsant treatment
who have megaloblastic marrow and low serum folate levels
will respond to treatment with folic acid therapy. But such
evidence as we have suggests that the changes are not due to
" folate deficiency "-that is, depletion of the amount of
folic acid in the body. Reynolds and colleagues cite some
recent evidence which supports the theory that these drugs
interfere with folic acid metabolism.
The explanation of the link between folic acid metabolism

and the anticonvulsant action of phenytoin and primidone in
particular is not at all clear. But it is possible that the anti-
convulsant action of drugs depends on their antifolate activity.
If this is so, it may be incorrect to give folic acid regularly
to epileptic patients who are satisfactorily controlled by these
drugs. On the other hand, Reynolds and colleagues draw
attention to recent reports that prolonged deficiency of folic
acid may cause organic neurological disturbances and mental
defects. And it is known that, since the metabolic pathways
of folic acid and vitamin B12 are closely interlinked, deficiency
of one may produce disturbances, especially mental symptoms,
that are usually associated with deficiency of the other. For
these reasons it is clearly necessary to keep a watch on
epileptic patients on regular treatment with phenytoin,
primidone, and to a less extent on phenobarbitone, or on
combinations of these drugs. Any development of anaemia
or of unusual neurological or mental changes should be
investigated, and the investigation should include a marrow
examination and estimation of serum folate level, if possible.
Since this disturbance of folic acid action is easily corrected
by giving folic acid by mouth, there should be no hesitation
in giving it together with the regular anticonvulsant to the
minority of patients who are affected. But until we know
more about the mode of action of both folic acid and the
anticonvulsant drugs routine prophylaxis with folic acid
should not be adopted.
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Forensic Emergencies
Violence is a part of our daily life. The doctor can expect
to become involved in the result of it at any time. Fortu -
nately such cases are not common enough for every practi-
tioner to be an experienced police doctor, but, as he may
have to assume this role unexpectedly, he needs to be con-
versant with what it may entail. Our new Refresher Course
articles, the first of which is at page 33, have been planned
with this in mind. This series aims to give guidance on what
a doctor should do, what he should think of, and what know-
ledge he should have about the work of the police when
confronted with the result of any act of violence. Not every
eventuality will be dealt with, and many points will be touched
on rather than spelt out in detail. The emphasis will be on
what is expected of the doctor on the spot when summoned
by the public or the police.

Sir Max Rosenheim has been re-elected president of the
Royal College of Physicians of London for the ensuing year.
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