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Oral Contraceptives and Thrombo-
embolic Disease

According to the Medical Research Council report published at page 355
of this week's B.M.7. " there can be no reasonable doubt that some types
of thromboembolic disorder are associated with the use of oral contra-
ceptives." The report therefore takes us distinctly further than previous
official pronouncements in blaming on the pill some forms of thrombo-
embolic disease. On this point it is much more definite than the Food
and Drug Administration report in the United States.' It also supersedes
the report of the expert committee of the World Health Organization,
which concluded that no cause-and-effect relationship between oral
contraceptives and thrombosis had been established.2

Public anxiety about the part played by oral contraceptives in
thrombosis has led to many investigations. The M.R.C. report makes no

attempt to sort out the welter of literature, but it is clear from their critical
review of data in earlier official reports that the conclusions were not
reached painlessly. The Working Party has strained every nerve to
identify groups of women who differ only in whether or not they were

taking oral contraceptives. In the preliminary analysis of its work the
M.R.C. Working Party has taken pains to isolate a group of patients with
pure idiopathic venous thrombosis from which all related or predisposing
conditions were excluded before it compared the contraceptive techniques
of such a group with comparable non-thrombotic controls. It is somewhat
of a triumph of statistics that in relatively few patients and controls is the
Working Party able to show convincingly that there is a higher incidence
of venous thrombosis in women who use oral contraceptives than in those
who do not.

It needs to be emphasized that the positive findings apply only to venous
thrombosis and pulmonary embolism, and that there is no firm evidence
of an association between oral contraceptives and cerebrovascular disease,
though " the present results . . . support this suggestion." Moreover,
oral contraceptives are probably not associated with an increased risk of
coronary thrombosis. Some confirmatory data are provided by a collective
investigation in general practice published this week in a report by the
Records Unit and Research Advisory Service of the Royal College of
General Practitioners.3 This report is also summarized in the paper from
the M.R.C. Working Party. Its main conclusions are that " being preg-
nant or puerperal is associated with a quadrupling of the rate of thrombo-
embolic disorders, and using an oral contraceptive with a doubling of the
rate." The excess of lesions was restricted to the venous side of the
circulation; the incidence of lesions on the arterial side was insufficient to

give significant results.

In coming to a decision about the use of oral contraceptives it is only
the increased morbidity and mortality from venous thrombosis and pul-
monary embolism which need to be considered in evaluating the vascular
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complications. In a world where the incidence of iatrogenic
disease is rising steeply we are becoming increasingly con-
scious of the need to balance the ills we cure against the ills
we cause. In this instance the argument is complicated by
the difficulty of defining what ills would result if oral contra-
ceptives were not used at all. According to the report from
the Food and Drug Administration,' the mortality from
venous thrombosis was 12.1 per million in women taking
Enovid (norethynodrel together with mestranol)-the most
widely used oral contraceptive-and 8.4 per million in the
general population. Considered at face value this preparation
might be supposed to have added 3.7 deaths per million.
Therefore of the 800,000 women taking oral contraceptives in
Britain 2.96 would die every year as a result of their medica-
tion. Taking the gloomiest view the M.R.C. report estimates
that the most deaths attributable to oral contraceptives in
1966 were 19, a much larger figure. What should one set
against these deaths of healthy young women ? One possi-
bility is to consider what might have happened to the
800,000 women if they had not used oral progestogens but a
variety of other contraceptive techniques. It is generally
accepted that the overall failure rate of other methods of
contraception is about 10% per woman year, and it might
be estimated therefore that about 80,000 of these women
would have become pregnant. From current maternity
mortality figures it can be expected that 10 to 13 of these
women would die as a result of the pregnancy. At most,
therefore, at present nine extra women die each year because
of oral contraceptives and very likely the figure is less.
Indeed, in Table II of the M.R.C. report it can be seen that
since 1961 there has been no increase in the incidence of
thromboembolic disease, while at the same time there has
been a great increase in the number of women in the popula-
tion at risk who use oral contraceptives.
For the individual doctor the attempt to assess the conse-

quences of prescribing oral contraceptives is bound to be
difficult. How does one measure the misery of unwanted
pregnancy ? Or for that matter the joy that often results from
an unplanned pregnancy ? Arguments derived from com-
parisons of average figures can conceal important variations
between individuals. For instance, the failure rate of
mechanical types of contraception varies from one person to
another in relation to factors that may sometimes be identifi-
able in the individual case. Some people are habitually more
careful than others. Likewise, the risk of thrombosis may in
future be shown to vary in accordance with biochemical
factors ascertainable in each woman. It is thus as important
to bear in mind in this context, as in others, that statements
of average risk need to be interpreted for each individual.
The reports of the M.R.C. and the Royal College of

General Practitioners apply only to vascular complications,
and one can fairly consider in this context only thrombo-
embolic disease in pregnancy. Morbidity statistics modify
somewhat the conclusions which might be drawn from
maternal mortality alone. The M.R.C. report suggests that
oral contraceptives increase the risk of venous thrombosis three
times, while pregnancy increases it six times. Pregnancy and

oral contraceptives may be regarded as alternatives only in a
limited sense, but in so far as such a comparison can be made
it redresses the balance in favour of oral contraceptives.
The M.R.C. report deals with one aspect of oral contra-

ceptives only-that of thromboembolic phenomena. It may
well be that other factors such as cancer or endocrine injury
will in the end be found to bear more heavily. It is unreason-
able to seek an evaluation of other factors in this report, but
it is a pity that within the context of this single aspect oral
contraceptives should be treated as though they were a physio-
logical entity. They are chemically diverse and physiologically
composed of at least three clearly separate elements-
oestrogens, nortestosterone derivatives, and 17a-hydroxy-
progesterone derivatives. We do not know whether the
tendency to thrombosis derives from the oestrogen or the
gestagen. As for the gestagens themselves, it is at least as
likely that 21-carbon compounds differ from the 18-carbon
nortestosterones as it is that they have equal potentialities for
causing thrombosis.

There is evidence that the incidence of death from thrombo-
embolic disease is increasing," 5 but not that oral contracep-
tives are a major component in this increase. Oral contra-
ceptives cause a small amount of morbidity and mortality.
Compared with the large amount of thromboembolic disease
contributed by other causes the fraction contributed by oral
contraceptives is so small that it can be detected only by
careful statistical techniques. Nevertheless, many doctors
will regard the prescribing of the present oral contraceptives
as an interim measure until safer means are available.
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Outlook in Hodgkin's Disease
Hodgkin's disease may occur at any age. It is slightly more
frequent in males than females. And though it is not a
common disease, with an annual death rate in England and
Wales of about 18 per million,1 several new cases may be seen
in a large hospital every year.

It is primarily a disease of lymphoid tissue, and it may
present with enlargement of any group of lymph nodes. The
patient is usually free of symptoms at this stage, and, if
untreated, further enlargement of the original group of glands
together with the appearance of enlarged nodes elsewhere is
the rule. General symptoms may now appear, notably fever,
lassitude, anorexia, loss of weight, pruritus, pain in the chest
and abdomen, dyspnoea, and non-productive cough. At this
stage the patient may be found to have a cachectic, pigmented
appearance with anaemia, painless enlargement of lymph
nodes, and an enlarged spleen and liver. If the disease is
not halted, jaundice, bleeding, neurological complications, and
severe infection by opportunist micro-organisms will terminate
life.
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