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Vessey M P & Doll R. Investigation of relation between use of oral contraceptives
and thromboembolic disease. Brit. Med. J. 2:199-205, 1968.
[Medical Research Council’s Statistical Resecarch Unit, University College Hospital Medical

School, London, England]

Contraceptive histories were obtained from 58
young women admitted to hospital with venous
thromboembolism without evident predisposing
cause and from 116 matched controls. Current
oral contraceptive use was estimated to increase
the risk of hospitalisation for venous thromboem-
bolism about ninefold. [The SCI® indicates that
this paper has been cited in over 320 publications.]

: Martin P. Vessey
University Department of Community
Medicine & General Practice
Radcliffe Infirmary
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England

November 29, 1985

1 joined the Medical Research Council (MRC)
Statistical Research Unit in 1966, having already
done some epidemiological research in the field of
obstetrics and gynaecology. At that time, the MRC
was concemed about the anecdotal evidence link-
ing oral contraceptive (OC) use with thromboem-
bolism. Richard Dol} (director of the unit) and |
proposed undertaking 2 controlied study of hospi-
tal pa(lenls At the same time, Inman and | were in-
volved in a national study of fatal thromboembol-
ic disease,! and the Royal College of General Prac-
titioners was at work on an investigation of pa-
tientzs with thromboembolism seen in general prac-
tice.

| started the project on a pilot basis at Universi-
ty College Hospital and the Central Middlesex
Hospital, looking through the case records of
women with a discharge diag of
bolism. It soon became apparent that many throm-
boembolic events occurred during pregnancy or
the puerperium, after surgery or trauma, or during
the course of a severe ifiness, circumstances under
which any etiological role that oral contraceptives
might have would be very hard to detect. Accord-
ingly, we Ived to conc on th
bolism occurring in the ab e of a recog

d

predisposing cause (“idiopathic’ thromboembo-
fism) and drew up appropriate criteria for the in-
clusion or exclusion of patients.

The final study prot ol:.. ived 19 hospitals,
the use of hospital p t: h th b b
lism as controls, and lhe conduct of detalled home
interviews by Keena jones with all patients after
discharge home. Although idiopathic thromboem-
bolism was unc a very high proportion of
episodes mvolvmg the venous system (26/58 or 45
percent) occurred in current OC users (but not in
past users). Numbers of with id ce-
rebral tﬁromboscs or acute myocardial infarction
were really too few to investigate, but there was an
indication of an association between current OC
use and the former condition (OC users 5/9), but
not the Ianer (OC users 0/13).

We recognised that a potential k of our
results concerning venous thromboembolism was
that bias in diagnosis might have occurred; that is,
that the use of OCs might have led to the presenta-
tion and recognition of disease that would other-
wise have been missed. We found, however, that
current OC use was most frequent among those
who had the most certain (and most severe) forms
of disease (OC users 9/12), which made this expla-
nation for eur findings most unlikely.

Once we had worked out our methodology,
there were no particular obstacles during the con-
duct of this research—doctors and patients alike
were friendly and cooperative. It is to be hoped
that the implementation of the Data Protection
Act in Britain will not interfere with studies of a
similar kind in the future.

Our paper has been frequently uted because,
with the other two studies already 2t
was the first to provide clear evidence that throm-
boembolism is a hazard of oral contraceptive use.
Many other studies have quently confirmed
this finding.3 The paper (and an update based on
Iarger numbets)‘ is also methodologically interest-
ing and is, 1 know, a favourite even now amongst
teachers of epidemiology.

Reviews of recent studies include one of my
own3 and one by Realini and Goldzieher.5 We
have some prelummary plans to undertake a new
study of thy fism in cenlres using
modern methods of diagnosis of the d

Finally, my work on OCs and fhromboembollsm
launched me on a research career that stili occu-
pies much of my time —the assessment of the effi-
cacy, acceptability, and safety of fertility control
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