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isolated as the prime pathogens.' 2 About 95% of strains similar to the A
sobria that we isolated are enterotoxigenic in the suckling mouse. We found
no other cause for our patient's diarrhoea.
Most serious aeromonas infections occur in immunosuppressed hosts. A

fatal infection with P shigelloides was reported in a patient with sickle cell
anaemia.3 Although our patient had a history of bulimia nervosa, she had
been psychiatrically and physically well for over a year before presentation.
The pattern of abnormalities of coagulation and liver function was not that
seen in patients after overdosage of paracetamol, and the liver showed only
minimal necrosis.

We thank Dr P P Brown, consultant microbiologist at this hospital, and Dr J V
Lee of the Public Health Laboratory Service Centre for Applied Microbiology
and Research, Porton Down, for help in isolating the organisms.
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Oral contraceptives and venous
thromboembolism: findings in a large
prospective study
Data on venous thromboembolism occurring among participants in the
Oxford-Family Planning Association contraceptive study were last reported
in 1978.' We summarise our latest findings here.

Subjects, methods, and results

The methods used in the study have been described.2 The investigation
includes over 17 000 women, who when recruited between 1968 and 1974 were
married and aged 25-39; 56% were using oral contraceptives, 25% a diaphragm,
and 19% an intrauterine device. During follow up data are recorded on changes in
contraceptive methods, hospital referrals, and deaths. Discharge summaries are
obtained after inpatient hospital stays.
The present report concerns 105 women suffering their first attack of venous

thromboembolism unassociated with pregnancy or the puerperium. They were
divided into two categories: those who developed disease within three months
after a surgical operation (34) and those who became ill at other times (71). Each
case record was assessed by one ofus (DM), who as far as possible was blind to the
patient's contraceptive practice; the record was allocated to one of 'three
diagnostic groups-namely, certain or probable deep vein thrombosis or
pulmonary embolism, or both; possible deep vein thrombosis or pulmonary
embolism, or both; or superficial venous thrombosis onily. Account was taken of
the'history, physical signs, results of special investigations (chest radiography,
electrocardiography, lung scanning, ultrasound scanning, phlebography, etc)
and type of treatment.
Our first series of analyses concentrated on the 71 wotnen suffering thrombo-

embolism unassociated with surgery. In calculating woman years ofexposure to
risk we omitted periods of observation during pregnancy and during the three
months after a delivery or operation. Variables 'taken into' account in the
calculation of adjusted incidences were age, smoking history' and history of
varicose veins. Several other variables including parity and obesity index had no
important influence on risk. There was no significant difference in incidence
between women who had never used oral contraceptives and those who had used
them only in the past in any of the three diagnostic groups. Accordingly, apd
because of the small numbers studied, results are given only for those currently
using and those not currently using oral contraceptives.
The table shows that there was a strong association between current oral

contraceptive use and certain or probable venous thromboembolism (relative risk
7-2, p<0-001), a weaker association with possible thromboembolism (relative
risk 3-1, p<0 02), and little or no association with superficial venous
thrombosis (relative risk 1-4, NS). There was no significant association between'
risk and dulration of use of oral contraceptives. Among current users'the crude
incidence of certain or probable thromboembolism/1000 woman years in those
using oral contraceptives containing a50 ,ug oestrogen was 0-62 (20 cases during

32 082 woman years of observation) and in those using preparations containing
<50 ,ug oestrogen it was 0-39 (three cases during 7606 woman years of
observation). The corresponding figures for possible thromboembolism were
0-28 (nine cases) and 0. Possible thromboembolism occurred in one woman using
a progestogen only oral contraceptive.

Incidence ofvenous thrombosis and embolism unassociated with surgery related to use of
oral contraceptives

Oral contraceptive use

Current, Current,
Never or past <36 months >36 months

Deep vein thrombosis or pulmonary embolism certain or probable
No ofwomen 6 11 12
Incidence/1000 woman years:
Crude 0-06 0-63 0-47
Adjusted* 0-06 0-47 0 39

0-43t

Deep vein thrombosis or pulmonary embolism possibk
No of women 7 3 7

Incidence/1000 woman years:
Crude 0-06 0-17 0-28
Adjusted* 0-07 0-16 0-25

0-22t

Superficial venous thrombosis
No of women 17 2 6
Incidence/1000 woman years:
Crude 0-16 0-11 0-24
Adjusted* 0-15 0-13 0-25

0-21t

*Adjusted for age (four groups), smoking history (four groups), and history of varicose veins
(two groups).
t Never or past users v current users: women with certain or probable thromboembolism
X(2)=224, p<O-OOl; women with possible thromboembolism Xd2)=5-3, p=002; women with
superficial venous thrombosis Xd)=0 2, NS.

We also analysed the data on the 34 cases of postoperative thromboembolism,
confining our attention to surgical procedures after which at least one woman
suffered the disease. The incidence of postoperative thromboembolism in those
using oral contraceptives during the month before surgery (12/1244, 0-96%) was
almost twice as high as that in those not doing so (22/4359, 0;5%), but the
difference was not significant.

Comment

Our findings. agree with those of other major studies in ithat, firstly, the
association between use of oral contraceptives and venous thrombo-
embolism is strongest in those with a certain or probable diagnosis;
secondly, the risk is limited to current users; and, thirdly, the risk is
unrelated to duration of use.3-5 Our findings are consistent with the view that
the risk is lower with pills containing <50 pg oestrogen, but the data are
too few to confirm this.
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