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Correspondence

Letters to the Editor should not exceed 500 words.

Safety of Oral Contraceptives
SIR,-Recent reports of deaths due to

thrombo-embolic episodes in women taking
oral contraceptives have given rise to some
concern.
The Committee on Safety of Drugs are

continuing to collect information about the
occurrence of thrombosis or embolism in
women taking oral contraceptives. They need
to know whether the frequency of these con-
ditions is greater than that which would
normally occur amongst women of similar
ages. This information is not at present
available and its collection and assessment
will inevitably take a considerable time.

In the meantime, however, it has become
possible to make a broad comparison between
the number of deaths which have been
reported to the Committee as due to thrombo-
embolic episodes in women taking oral con-
traceptives and the number of deaths from
the same causes which have occurred in the
United Kingdom in the general population
of women of child-bearing age.
From the available statistics it is estimated

that approximately half a million women have
used oral contraceptives for some period of
time during the 12 months ending 31 August
1965. There is no doubt that a large pro-
portion will have used them throughout the
year, but many will have used them for only
some shorter period. Taking this into
account the Committee believe that a round
figure of 400,000 women exposed for the
equivalent of a full year is not likely to be
seriously in error. It is, however, certainly
not possible to be sure of its accuracy.

In the 12-month period under review there
were reported from the United Kingdom to
the Committee on Safety of Drugs 16 deaths
due to thrombo-embolic episodes in women
taking oral contraceptives (cerebral throm-
bosis or embolism two deaths, coronary occlu-
sion five deaths, pulmonary embolism or
infarction eight deaths, mesenteric infarction
one death). The application of the General
Register Office mortality statistics for Eng-
land and Wales for 1964 to the estimated age
distribution of women taking oral contracep-
tives indicates that 13 of 400,000 women
between the ages of 15 and 45 would norm-
ally be expected to die from these four causes
during the same period (from cerebral throm-
bosis or embolism two, from coronary occlu-
sion nine, from pulmonary embolism or
infarction two, and from mesenteric infarc-
tion nil).

It will be observed that, whilst the total
numbers of deaths reported and expected are

very similar, there are differences between the
figures when these are subdivided according
to the site of the episode. The numbers in-
volved, however, are so very few that it is
not possible to state that these differences are
meaningful. All that can be said at present
is that the total number of deaths reported
is small and does not differ remarkably from
expectation.

Attention has already been drawn to the
possible inaccuracy of the estimate of women
taking oral contraceptives. The Committee
are also well aware that not all reactions of
this type may have been reported to them.
Therefore the deaths reported to the Com-
mittee may represent an underestimate of
their true incidence. The Committee wish
to emphasize that no firm conclusion can be
drawn from the data at present available and
again urge doctors to report to them all
suspected adverse reactions to oral contracep-
tives and to make particular inquiries about
the use of these preparations in women of
child-bearing age who experience or die from
thrombo-embolic episodes. In the meantime
the Committee do not feel justified in object-
ing to the marketing of oral contraceptives.-
I am, etc.,

D. A. CAHAL,
Medical Assessor.

Committee on Safety of Drugs.London S.W.1.

SIR,-Among the less well-known compli-
cations following the regular use of oral
contraceptives is the appearance of brown
pigmented patches on the forehead and
cheeks, similar to those seen in pregnancy
and in patients with liver disease. These in
themselves should not be considered as a
contraindication for the continued use of this
form of contraception, particularly as the
pigmentation can frequently be bleached by
the use of a simple ointment containing 1 %/,-
5% or more of mono-benzyl-ether of hydro-
quinone. This preparation, which has been
successfully used by young children with nae-
void pigmentation of the face, should present
no difficulty in use by an adult woman. The
bleaching effect can sometimes be enhanced
by applying 10%-200' of sodium chloride
in ung. emulsificans or white paraffin base
overnight before using the bleach preparation,
and good results may then be obtained with
a lower concentration of the hydroquinone
compound should higher concentrations prove
irritant.-I am, etc.,

Guy's Hospital, E. J. MOYNAHAN.London S.E. 1.

Hyperpiesis
SIR,- In his fascinating St. Cyres Lecture

(23 October, p. 959; 30 October, p. 1021)
Sir George Pickering referred to the increase
in blood-pressure which occurs with age, but

why is the malignant phase so rarely
encountered in the elderly ? I have never
seen the characteristic neuroretinopathy over
the age of 70.

I should be interested to know whether
other physicians have encountered the
syndrome of " failed hypertension " in the
elderly. This comprises a group of patients,
usually women, with all the stigmata of
hypertensive heart disease, including left
ventricular hypertrophy but without hyper-
tension ; in some cases reference to past
medical records reveals pre-existing hyper-
tension. The obvious explanation for the
fall in pressure is damage to cardiac muscle
caused by associated arteriosclerotic coronary
disease, but at necropsy the* myocardium
may be quite free of infarction and fibrosis.
The absence of the malignant phase in the

elderly and evidence that a high pressure may
occasionally revert to " normal " suggest that
in some cases of hypertension a potentially
reversible factor is operating which diminishes
with age. This hypothesis, however, must
take into account the knowledge that in the
general population arterial pressure tends to
rise with age. How does Sir George explain
this enigma ?-I am, etc.,
City General Hospital, F. J. FLINT.

Sheffield.

SIR,-Your leading article (30 October, p.
1011) focuses attention once again on the
debate between Sir George Pickering and Sir
Robert Platt on the nature of essential hyper-
tension. This debate was largely built, I
believe, on a false premise. You mention that
the basic test to which the conflicting hypo-
theses had to be submitted was the frequency
distribution, and if this curve had two or more
peaks it was to be taken as evidence of one
or more dominant factors, presumably genes.
A Gaussian distribution was to be taken as
evidence of multifactorial inheritance. Surely
this latter assumption is wrong in a family
study where propositi are selected only from
the upper end of the natural distribution of
blood-pressure readings. These propositi
may be divided into three groups, one where
both parents were hypertensive, a second in
which one parent only was hypertensive, and
possibly a third where neither parent was
hypertensive but two of the four grand-
parents were. On theoretical grounds, assum-
ing no overwhelming environmental influence,
these three groups will have characteristic
frequency distributions with separate and
distinctive peak frequencies, and all will be
more hypertensive than the Gaussian curve
characteristic of the general population.
Summation of the three groups will give an
irregular distribution with two or more peaks.
It is incorrect, I submit, to suppose, as has
been done throughout the debate, that multi-
factorial theory insists on the blood-pressures
of siblings of hypertensives showing a
Gaussian distribution.

If multifactorial inheritance has more than
a relatively small part to play in the in-
heritance of essential hypertension Sir George
Pickering should be looking for evidence of
bimodality or trimodality, yet he is constantly
at pains to discount what he finds, preferring
an alternative explanation of digit discrimina-
tion. As a further example he selects from
Galton's paper of 1889 the distribution of

 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.2.5471.1180 on 13 N
ovem

ber 1965. D
ow

nloaded from
 

http://www.bmj.com/

