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foreign compounds in the body are situated on the smooth
endoplasmic reticulum, and stimulation of their activity-
the process of enzyme induction-is associated with hyper-
trophy of this organelle. Enzyme indction may potentiate
the carcinogenicity of certain compounds, probably by increas-
ing their conversion to toxic metabolites,'0 and it has been
suggested that oral contraceptives might act in this way.'1
Progestogens are known to have enzyme inducing properties,12
and, though oral contraceptives contain only a small amount,
the subclinical cholestasis which occurs in a high proportion
of women who take the pill'3 could result in an accumulation
of these gonadal steroids, and perhaps also of carcinogenic
compounds, within the liver. This would explain the long
latent period between starting oral contraceptives and the
onset of symptoms. Closely structurally related to the synthetic
progestogens are the anabolic steroids, methyltestosterone
and oxymetholone, and recently cases have been described of
hepatocellular carcinoma, sometimes with peliosis hepatis,
complicating their long-term administration.'4 15 In one case
there was regression of the tumour when the steroid was
withdrawn. Alternatively, the oestrogen component of the
pill could be to blame, for the carcinogenic potential of
oestrogens in other organs is well recognized,'6 1' and small
doses of oestrogens have been shown to promote liver regenera-
tion in rats.'2 Conceivably they could lead to the hamartomatous
malformations described if given over a long period of time.
The link between benign liver tumours and oral contra-

ceptives cannot be regarded as proved, however, until their
actual incidence in women of childbearing age has been
determined, and it would be unwise to jump hastily to
conclusions based on anecdotal evidence, however persuasive.
Furthermore, the prevalence must be very low in relation to
the millions of women in the world who are taking the pill,
though now that more attention is being drawn to the existence
of a possible association it is likely that more cases will be
recognized.
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Diet and Coronary Heart
Disease
Some of the confusion about which dietary measures-ifany-
will help to prevent coronary heart disease (C.H.D.) arises
from the complexity of the disease: diet is by no means its
only cause, and we still lack conclusive direct proof that any
dietary change will reduce its incidence in man. Yet doctors

and the public need some clear provisional guidelines,
which should be based on the judgement ofexperts after sifting
the large volume of circumstantial evidence.

For this reason the last six years have seen recommendations
on measures to prevent C.H.D. published by five bodiesl-5
in the U.S.A., two 6 7 in New Zealand, a combined Scandina-
vian8 board, committees in Australia9 10 and in Holland, and
by the International Society of Cardiology.1" Some of these
concluded that persons at increased risk of C.H.D. should
be identified and treated; others made recommendations for
the whole population. Some considered risk factors other than
diet, including smoking, hypertension, and lack of exercise,
while other bodies were set up specifically to advise on diet.
To this collection of official recommendations the Department
of Health and Social Security has now added the report of an
Advisory Panel of the Committee on Medical Aspects of
Food Policy, published last month.12 The panel had been
asked to evaluate the evidence on the relation between diet
and cardiovascular disease and its recommendations are for the
population as a whole.
The report makes five recommendations. Firstly, obesity

should be avoided or treated, in both children and adults.
Secondly, most members of the panel thought the amount of
fat in the British diet, especially saturated fat, should be
reduced. But they unanimously agreed that they could not
recommend an increase in the intake of polyunsaturated fat
as a measure to reduce the risk of C.H.D. They further recom-
mended that the consumption of sucrose should be reduced
"if only to diminish the risk of obesity." Lastly they advised
caution in any proposals to soften the water supply in any part
of the country. The chairman, Sir Frank Young, is to be
thanked for guiding the panel to almost complete agreement
in this first official advice on diet and C.H.D. in Britain. There
is one note of reservation in the report: Professor J. Yudkin
considered that dietary sucrose has a specific role in the
pathogenesis of C.H.D.
The report stated that the order in which the recommenda-

tions were listed did not denote any ranking oftheir importance.
Readers of the report should not miss this point, because the
epidemiological evidence13-'6 shows that obesity is rather a
weak risk factor for C.H.D., and there has been no primary
prevention trial of weight reduction. The panel did not suggest
what dietary components people should eat in place of the
reduced saturated fat intake, nor did they explain why they
took such a firm line against its partial replacement by poly-
unsaturated fat, which is recommended in other coun-
tries1 3-5 7 9 10 and has been shown to be a practicable way to
reduce plasma cholesterol in Britain.17 18 Since, the report is
intended for food manufacturers and the Ministry of Agricul-
ture, Fisheries, and Food as well as for doctors, it may have
the effect of further increasing the price of polyunsaturated
margarines (which are not subsidized) relative to butter
(which is). It is also likely to discourage introduction here of
the new ingenious methods of producing polyunsaturated beef
and dairy products.'9

Sadly, the panel did not include a recommendation that
salt intake should be moderated. This could hardly do any
harm in healthy people, and the F.A.O./W.H.O. Expert
Committee has advised that the amount of salt in baby foods
should be limited.20 Some ofthe newer evidence on the relation
between dietary sodium and blood pressure has probably
appeared since the main meetings of the panel.2' So too has a
careful review by the National Food Survey, which shows that
people in the upper income group in Britain now obtain more
of their dietary energy (calories) from fat than from total
carbohydrate.22 Since 1955 the proportion of fat in the diet
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has progressively increased in income group A until it crossed
the descending line of carbohydrate calories in 1969.
The official silence about diet and heart disease that has

prevailed in this country has now been broken. The implica-
tions of the panel's recommendations for the food industry, for
government food regulations and subsidies, and even for the
E.E.C. agricultural arrangements will need to be carefully
studied. Sweden followed up the 1968 Scandinavian recom-
mendations8 by a diet and exercise campaign, and the Swedish
fat intake has fallen from 42 to 40% of the total energy in the
diet. Nevertheless, the report is not one of the tablets of stone
brought down the mountain by Moses, and the official British
recommendations on this important subject will need to be
reconsidered at regular intervals-as is being done in the
U.S.A. and Australia.
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Aspirin and What Else?
Two thousand tons of aspirin are swallowed in Britain every
year, which works out theoretically at about two tablets for
every inhabitant per week. A small survey found that 23% of
men and 52% of females attending a general practitioner's
surgery took ten or more aspirin tablets in a single month.'
Yet aspirin remains one of the safest drugs, and this in spite of
its many pharmacological effects and its influences on so many
basic mechanisms, on all of which it probably acts by in-
hibiting prostaglandin synthesis.2
There is no doubt that aspirin prolongs the bleeding time

in normal people to a small but technically significant extent,3
and it seems reasonable to attribute this effect to an alteration
in platelet function. After platelets have stuck to a surface or
to each other, adenosine diphosphate (ADP) and other sub-
stances are released.4 This released ADP then causes other
platelets to become sticky, and thus haemostasis is achieved by
progressively building up platelet plugs in the small vessels.
Aspirin prevents the release reaction,5-8 and this is almost
certainly why the bleeding time ofnormal people is marginally
prolonged.

The regular but trivial increase in blood loss from the
alimentary tract after aspirin ingestion9 is probably due to the
same effect on platelets. But why does a very occasional person
have profuse gastric haemorrhage after taking aspirin ? Among
the hundreds of thousands of people eating aspirin, why do a
very few have this idiosyncratic response? In the light of
recent work it is possible to hazard an outline of an answer to
this question of such great clinical importance.

It is a pharmacological truism that the effect of giving two
drugs affecting exactly the same pathway will be additive, but
if they influence related but different pathways the effect will
be far greater-potentiation. This law applies when aspirin is
given when other haemostatic defects are known to exist. For
example, most of the time patients with von Willebrand's
disease or with haemophilia do not bleed though they are at
risk. If they are given aspirin the chance of haemorrhage is
greatly increased; furthermore the bleeding time is greatly and
disproportionately prolonged by aspirin in von Willebrand's
disease10; this abnormality is potentiated. Similarly, in a third
and completely different upset of haemostasis, that induced
by warfarin, aspirin again considerably increases the chance of
bleeding. There is scant evidence that aspirin has a hypo-
prothrombinaemic effect," but it almost certainly increases
the chance of bleeding through its effects on platelets. Indeed
anticoagulants alone have no effect on the bleeding time, and
aspirin alone has a slight effect; but together they cause con-
siderable prolongation"l-a clear case of potentiation. Alcohol,
unless it causes cirrhosis, does not effect haemostasis, but it
causes acute gastritis. Again, with a local lesion such as
alcoholic gastritis12 or with a peptic ulcer it is unwise to take
aspirin as the risk of haemorrhage is increased.

This argument can be extended logically to include the
suggestion that those who bleed profusely after aspirin prob-
ably do not have a strictly normal haemostatic mechanism
before this second haemostatic insult is superimposed. In any
clinic dealing with haemostatic defects many patients present
with stories of bleeding outside the ordinary experience, yet
no gross obvious abnormality is revealed by the relatively
crude and insensitive clinical platelet function tests available.
Alternatively a clinically mild platelet defect such as thrombo-
pathia (storage pool deficiency13) may be demonstrated; rela-
tives may be shown to have the same platelet function defect,
yet they may have no evidence of bleeding. The suggestion is
that it is these potential bleeders with mild or siJent defects
who are at risk after taking aspirin.
A recent study'4 lends some support to this suggestion.

Eleven patients with gross gastrointestinal haemorrhage after
taking aspirin were studied at least eight (mean 10) days later.
Another 11 patients had bled but had not taken aspirin; these
two groups were compared with each other and 11 controls
who had neither bled nor taken aspirin. The results are difficult
to interpret, since the platelets studied soon after acute
haemorrhage are almost certainly young and may be more
active,'5 but there was some evidence that the release mech-
anism stimulated by collagen was more completely inhibited
by adding aspirin in the post-aspirin bleeding group than in
the others. This may indicate a metabolic difference in the way
these patients handle aspirin. Perhaps more relevant is the
hint of malfunction, namely poor release, in three of the non-
aspirin bleeders. Larger numbers of patients in all these three
categories need to be extensively studied after they have com-
pletely recovered from the aspirin and from the effect of
haemorrhage to confirm these findings.

It should probably be accepted that in the presence of a
history of even slightly prolonged bleeding after tooth extrac-
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