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Combined Oral Contraceptives
A Statement by the Committee on Safety of Drugs
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For some years there has been evidence that oestrogens, as

used in a variety of situations, can promote thromboembolic
disease in man. One of the causal agents-and the one

most closely studied-has been the oral contraceptives,
which contain one or other of two oestrogens. With the
present evidence it has become apparent that the amount of
oestrogen in the oral contraceptive is a feature influencing the
hazard. This conclusion can be drawn from the report to the
Committee by Inman et al. (1970). This is based on more
than a thousand reports of thromboembolism occurring in
women using an oral contraceptive.
There is no doubt that these 1,305 reports made to the

Committee on Safety of Drugs between 1 January 1966 and
30 June 1969 represent only a small fraction of all the events
that took place in these years. There are grounds for believ-
ing that as few as 1 in 10 is reported to the Committee.
Nevertheless, a critical study of possible bias in the reports
made has not shown anything to suggest that they are unrep-
resentative of the total. With an unknown proportion of the
total, however, it is not possible to calculate the precise risk
of a thromboembolism occurring, in such terms as one case

to be expected to occur in so many hundred women using an

oral contraceptive, but it is possible to measure the relative
risk between one oral contraceptive and another.

If it be presumed initially that all the oral contraceptives
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on the market carry the same risk, then we would expect the
reports made to the Committee to be distributed over the
different products in strict relation to the frequency with
which these products have been used. This frequency of use

of the different preparations on the market can be assessed
from estimates of sales made available to the Committee.
These "expected" numbers on the basis of equal risk can

then be compared with the numbers of reports received by
the Committee in relation to the different preparations. Are
these observed numbers similarly distributed to the various
products? In fact they are very far from being so. Some oral
contraceptives have led to considerably more reports and
some to considerably fewer than would be expected on the
assumption of equal risk.
These differences between the products can be seen in the

Chart in which are shown the ratios of the observed to the
expected numbers for 12 differently constituted oral contra-
ceptives, which include 15 different brands (see Inman et
al., 1970 Table V for full detail). It will be seen that there
are five products which contain 150 or 100 ,ug. of oestrogen, in
combination with five different,progestogens. All but one of
these five carries a substantial excess of observed reports. In
contrast there are seven products which contain 75 or 50 ,ug.
of oestrogen, in combination with four different progestogens.
In five of these seven there is a substantial deficit of obser-

PROGESTOGEN TYPE Lynoestrenol Norethynodrel Norethis- Ethynodiol Megestrol Lynoestrenol Norethis-
terone terone

DOSE (pq.) 5 2-5 2 2 2-5

BRAND NAME Lyndiol Conovid-E OtoN. Ovulen Novacon Lyndiol Normny2-
Previson JNrnyl-2 2-5

Ratio of observed number of reports to number expected on the basis of sales of each product.
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ved reports, in one observation and expectation are equal,
and in only one case is there an excess which statistical test
shows might easily be due to chance. In short, the reports
made to the Committee are double the number expected with
150 ,ug. of oestrogen, and 20% above expectation with 100
yg.; with 75 and 50 gg. they are 18 and 21% below expecta-
tion.
These data we have been able to compare with similar

reports made in Denmark and Sweden. In both countries
there is the same trend as we have found in the United
Kingdom, which provides independent evidence of its reality.
There may, indeed, be other features of the oral contra-

ceptive, apart from its oestrogen content, that influence the
production of thromboembolism. It is possible that the nature
and the dose of the progestogen may play a part. With the
available data we have been unable to find evidence of this
but we should note that we have at present no explanation
for two pronounced discrepancies in our results, the deficit of
reports for Conovid-E and Previson, both of which contain
100 ,ug. of mestranol with 2-5 mg. of norethynodrel, and for
the relative excess of reports for Volidan, which contains 50
pg. of ethinyloestradiol with 4 mg. of megestrol acetate. This
is also observed with the combined preparations containing
megestrol acetate in the reports from Sweden and Denmark.
Nevertheless, in the Committee's view, the consistency of the
results in the greater part of the data strongly supports the
conclusion that the size of the dose of oestrogen is in itself
an important feature in the production of thromboembolism.

It was the broad demonstration of this dose relationship of
oestrogen content to thrombotic episodes which led the
Committee to issue an early warning. At the time of that
warning the overall figures showed that deaths from pulmo-
nary embolism were three times higher in women taking
preparations containing 100 ug. than in those who were tak-

ing 50 ,g. of oestrogen. The number of women on these two
doses was almost equal, and together they covered between
80 and 90% of the market. The change from 100 to 50 ,ug.
could therefore result in a reduction of total mortality by
50%. By 1969 it was estimated that 1.5 million-women in the
United Kingdom were taking oral contraceptives, so that the
scope for the reduction of deaths is by no means negligible.
The morbidity from major venous thrombosis with or

without pulmonary embolism is, of course, much greater, and
comparison of the numbers of the more serious thrombo-
embolic episodes occurring with 100 and 50 ,ug. of oestrogen
respectively showed that a reduction of at least 25% could be
expected by a change to the lower dose. It was also noted
that the less frequent but dangerous arterial thromboses fol-
lowed the same trends, and similar reductions in mortality
and morbidity could be expected.
The Committee recognized that the incidence of thrombo-

embolic disorders in women taking oral contraceptives is
fortunately uncommon. Nevertheless, the number of women
using these preparations is very large, and any advice which
would reduce substantially both the mortality and morbidity
should be given at the earliest opportunity, particularly since
the action required could be undertaken without reducing
contraceptive efficacy.
The Committee therefore did not feel that it could delay

for months for a detailed analysis of the individual prepara-
tions, since during each month several women would die
unnecessarily and many would suffer from avoidable hazard.
In this situation the Committee regarded an early warning as
imperative.
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ONE HUNDRED YEARS AGO
Notes from the British MedicalJournal, 23 April 1870.

MEDICAL MEN AND MEDICAL POLITICS
WE are informed that two hundred and forty-four Fellows
and Members of the College of Surgeons signed the requisi-
tion for the late special meeting held in its theatre, and that of
this number only twenty-nine attended it. Of those who both
signed and attended, twenty-one were Fellows and eight
Members. Those who think but lightly of the value of free
discussion and free methods of government in our profes-
sional concerns, may perhaps be inclined to adduce this
remarkable difference between the number of signers and that
of attenders as an oblique support of their opinions. They will
say that it shows that people often clamour for a right, which
when obtained, they scarcely care to use. For ourselves, we
cannot think that such an inference is fair. It is not to be
expected in a busy profession like ours that many men can
spare the time to take part in public agitation; and it is most
unjust to advance the fact that they do not do so as proof that
they are really apathetic. What those who signed the memorial
in question meant was, that they wished to protest against
private arrangements, and to secure open discussion of the
matters in question. If such open discussion be secured, it is
by no means necessary that all should take part in it. The fact
that it is open, that it is competent to us all to attend if we
like, and to take what part we like, is a sufficient guarantee
against the hole-and-corner arrangements which are so dis-
tasteful to us.
The statistical fact which we have recorded may perhaps be

used by some to show that, if voting by proxy were permitted
in our medical elections, many would vote who do not really
care about the matter; but upon this point also there is room

for two opinions; and it may be alleged, with at least equal
force, that such statistics prove that a very large majority of
those who take a warm interest in professional politics are
wholly prevented from displaying it by the custom which
renders personal attendance compulsory. Surely, if there be
any body of men to whom the permission to vote in writing
ought to be accorded on all possible occasions, it is our own
profession. Our occupations are such that, not unfrequently,
men who take the keenest interest in the subject, and who up
to the very day, or perhaps hour, of the election, had intended
to be present, are prevented by engagements which can nei-
ther be foreseen nor avoided. It appears to us a matter of the
merest common sense that those upon whom responsibilities
are conferred should be enabled also to discharge them with
as little personal inconvenience as possible. The present plans
practically disfranchise the greater part of the constituencies;
and it is highly probable that their influence acts injuriously
on the results of our elections.

ACCIDENT FROM READING IN BED
A SERIOUS accident has just occurred to Professor Rudolf
Gneist (now on a visit in this country) through the repre-
hensible practice-to which it appears that even philosophers
are addicted-of reading in bed. It appears that, after return-
ing from a party on Saturday evening, and going to bed, he
commenced reading some manuscripts which he was prepar-
ing for publication, when the bed-furniture caught fire, and,
before the flames could be extinguished, he was severely
burnt about the lower part of the body; but, under the care of
Mr. Hodson Rugg of St. John's Wood, he is at present going
on favourably. Professor Gneist is a member of the Prussian
Parliament.
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