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Considerable evidence from the United Kingdom and North America has shown that oral contraceptive
use is associated with an increased risk of cardiovascular disease. However, since little is known about
the link between the two in other parts of the world, WHO initlated a hospital-based case-control study in
three centres in Mexico, Hong Kong, and the German Democratic Republic. Both cases and controls were
asked about their past and current use of contraception as well as details on a number of potential
confounding factors.

Three main diagnostic categories were studied: venous thromboembolism (VTE) and pulmonary
embolism (PE), ischaemic heart disease (IHD), and stroke. An overall relative risk of 2.9 (95% confidence
limits, 1.4-6.1) for VTE/PE was found among recent or current users of oral contraceptives. Although this
elevated risk is consistent with the results of other studies, the possibility of detection bias cannot be ruled
out. The small number of cases (8) of IHD identified in the course of this study greatly limited the conclu-
sions that could be drawn for this disease. Similarly with stroke, the small number of cases limited the
conclusions that could be drawn, particularly since it was not possible to distinguish between thrombotic
and haemorrhagic stroke.

In addition to suggesting an increased risk of VTE/PE, the study pointed out the importance of ensur-
ing an adequate sample size based on newly-diagnosed cases, the need for a coordinating centre to
monitor the study closely in each centre and to provide a central review of each case, and the necessity of
more specific diagnoses for meaningful interpretation of the data.

Introduction
Use of oral contraceptives (OC) has been connected
with the development of venous thrombo-embolic
disease, thrombotic stroke and myocardial infarction
(1, 2), the links with haemorrhagic stroke being less
clear. Despite criticisms, the balance of evidence sug-
gests that oral contraceptives are causally related to
these three vascular diseases.

As the bulk of this research originated in the
United Kingdom and North America, the WHO
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Special Programme on Research in Human Repro-
duction set up a case-control study to examine
whether the risk associated with OC use varies
among women of different ethnic groups with differ-
ent background levels of cardiovascular risk. Much
of the earlier work (3) shows that the consequences
of OC use may be influenced by a previous history
or diagnosis of cardiovascular disease and it was
argued that the study should focus on newly diag-
nosed cases only.

Initially, the study was planned to give sufficient
power to detect, for all cardiovascular diseases com-
bined, a relative risk (RR) of 2 associated with OC
use. This included diagnoses that had not previously
been examined, such as complications of rheumatic
heart disease. Three developments reduced this
power. Firstly, during a six-month pilot phase, two
of the initially four centres were unable to continue
the study and an extra centre, the German Democra-
tic Republic, was added later. Secondly, while the
study was planned on the basis of including newly
diagnosed cases of rheumatic heart disease, it was
found that virtually every case of rheumatic heart
disease had previously been diagnosed. OC use
among these women was lower than among
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controls-most probably because there was a reluc-
tance to prescribe oral contraceptives for these
women and/or they were sexually less active. Rheu-
matic heart disease was therefore not included in the
study, thus curtailing the numbers substantially.
Thirdly, the types of cardiovascular disease in the
women studied were sufficiently heterogeneous to
argue for a centre/diagnosis-specific analysis. This
curtailed the effective sample size.

This report describes the case-control pilot
study of OC use and vascular disease in Hong Kong,
Mexico and the German Democratic Republic,
which preceded the more substantial investigation
which WHO will be launching.

Methods
This hospital-based case-control study was confined
to women aged 20-44 years. In Hong Kong the
study was carried out in the Queen Elizabeth, Queen
Mary, United Christian, Kwong Wah, Princess Mar-
garet, and Nethersole hospitals; in Mexico in the
Hospital General Centro Medico National, the Hos-
pital Especialidades Centro Medico la Raza, the
Hospital Cardiologia y Neumologia CMN, the Hos-
pital Traumatologia y Ortopedia CMN, and the
Hospital General de Zona Numbers 8, 24, 25, 29, 30,
32, 57, 58, 68, and 76; and in the German Democra-
tic Republic at hospitals in Berlin as well as in
Teterow, Waren, Haldensleben, Worbis, Dipoldis-
walde, and Herzberg.

Wards in each hospital were surveyed routinely
by study staff. Criteria for admission to the study
were: women aged 20-44 years, married or in a
stable union, and neither pregnant nor within six
weeks of delivery at the time of admission. Cases
included women admitted with a first diagnosis of
ischaemic heart disease (IHD); stroke (cerebral
thrombosis, embolism or haemorrhage, sub-
arachnoid haemorrhage); superficial or deep venous
thrombosis; pulmonary embolism; hypertensive
heart disease; or 'other' heart disease (arrhythmia of
uncertain etiology, non-rheumatic valvular disease,
cardiomyopathy, arteritis, pericarditis).

Three controls were chosen for each case, who
were matched by 5-year age group and parity (0, 1-2,
3 + ) and who entered the same hospital as the case
in the same time period, satisfying the same admis-
sion criteria except for the diagnosis. Excluded as
controls were all who had a diagnosis (at admission
or previously) of cardiovascular disease, cerebro-
vascular disease, thrombo-embolic disease, varicose
veins, hypertension, Takayasu's (pulseless) disease,
thyroid disease, systematic lupus erythematosus, or
ascites and nutritional oedema. In addition, all who

had a diagnosis of rheumatic arthritis, mental
disease, malignant disease, gall bladder disease, dia-
betes mellitus, congenital heart disease, or previous
rheumatic heart disease were excluded as cases and
controls, and also patients who were post-
menopausal, post-hysterectomy or comatose.

A standard questionnaire, translated into Can-
tonese, Spanish and German for use in the three
centres, was filled in by interviewers during hospital
admission. The questionnaires were checked and
coded locally and then sent to London for further
checking and analysis.

Diagnoses were made locally, following an
agreed set of clinical criteria. There was central
review of the clinical details underlying each case
diagnosis. All investigations, including electrocardio-
grams, were reported locally. There was no central
standardization.

Odds ratios and confidence intervals were calcu-
lated using standard methods for the analysis of
matched case-control studies (4).

Results
Table 1 presents the numbers of cases and matched
controls in each centre by case diagnosis. The study
protocol called for cases to be limited to those with a
first diagnosis of cardiovascular or cerebrovascular
disease. Nevertheless, the questionnaire identified a
large number of cases (and controls) who had some
history suggestive of previous cardiovascular or
related disease, which may have affected OC use.
Relevant previous history was therefore taken into
consideration if it included one or more of the fol-
lowing: rheumatic fever, rheumatic heart disease,
high blood pressure, kidney diseases, varicose veins,
thrombosis (anywhere), diabetes, stroke, heart attack,
heart disease, high blood pressure during pregnancy,
medical advice to stop taking oral contraceptives
owing to cardiovascular disease or other medical
reasons, heart murmur, and angina or possible myo-
cardial infarction with chest pain. As seen from
Table 1, imposing this limitation reduced the
number of cases markedly. They were, however, the
most appropriate group for study, and subsequent
analyses were carried out on them.

Table 2 compares cases and controls with
respect to certain factors possibly related to risk of
cardiovascular disease and/or to use of oral contra-
ceptives, associations with the latter being presented
in subsequent tables. The association with smoking
was modest, reflecting the mixed nature of the dis-
eases, some of which are weakly related to smoking.
There were no differences in educational background
between cases and controls in Hong Kong and
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Table 1: Number of cases and matched controls by case diagnosis, together with data on those with no previous
history suggestive of cardlovascular disase, In Hong Kong, Mexico and the German Democratic Republic"

Hong Kong Mexico German Democratic Republic

Diagnosis Cases Controls Cases Controls Cases Controls

lschaemic heart disease or stroke 133 (54)b 396 (148) 69 (16) 192 (33) 158 (23) 465 (51)
Ischaemic heart disease (all forms) 63 (24) 188 (65) 44 (8) 121 (17) 119 (7) 349 (16)
Stroke (all forms) 71 (31) 212 (85) 27 (8) 77 (16) 49 (17) 144 (38)

Pulmonary embolism or venous thrombosis 17 (14) 48 (37) 77 (34) 219 (76) 143 (42) 416 (99)
Pulmonary embolism 1 (0) 3 (0) 31 (14) 89 (34) 26 (7) 77 (15)
Venous thrombosis 16 (14) 45 (37) 50 (23) 142 (48) 133 (42) 386 (99)

Hypertensive heart disease 66 (21) 197 (60) 39 (6) 98 (13) 164 (8) 479 (22)
Other heart disease 87 (60) 258 (167) 64 (27) 180 (59) 91 (25) 265 (52)

Total non-rheumatic heart disease 276 (141) 821 (391) 220 (78) 616 (173) 424 (88) 1242 (200)

' In all centres some subjects had more than one diagnosis.
b Figures in parentheses give the numbers with no previous history suggestive of cardiovascular disease.

Mexico and small differences in the German Demo-
cratic Republic. This is unlikely, therefore, to be an
important confounder. An attempt was made to
assess accessibility to medical care by asking about
the use of services during pregnancy; this also was
not an important confounder.

Analysis of specific diagnoses in each centre was
limited by the small sample sizes (Table 3). In all
three centres, there was a positive association
between current OC use and venous thrombosis/
pulmonary embolism. Combining the results from
the three centres by weighting the relative risks
according to the inverse of their variances yielded a

pooled relative risk of 2.93 (P = 0.004; 95% con-

fidence limits, 1.4-6.13). As seen from Table 1, there
were insufficient cases of pulmonary embolism to
analyse this diagnosis separately.

The possibility of detection bias was considered
because OC users may be more likely to have their
venous thrombosis diagnosed than non-OC users.
The proportion of cases of venous thrombosis who
had a clinical history of pain or swelling in the legs
among OC users did not differ from the proportion
among non-users. This does not eliminate the possi-
bility of detection bias as clinicians might have
sought a 'positive' history with greater diligence
among the OC users than in non-users. This is diffi-
cult to assess directly. Indirect data are provided by

Table 2: Comparison of smoking habits, education, and age groups among cases and controls In Hong Kong, Mexico
and the German Democratic Republic (analysis confined to those with no previous history suggestive of cardiovascular
disease)

Hong Kong Mexico German Democratic Republic

Cases Controls Relative risk Cases Controls Relative risk Cases Controls Relative risk

Total number 141 391
Smoking habit:
Never 125 367
Ex-smoker 3 6
Current 13 17

Subject's education:
Minimum or less than
minimum 99 275

Intermediate or higher 42 116
Husband's education:
Minimum or less than
minimum 88 241

Intermediate or higher 53 148
Age group (years):
20-29 19 48
30-39 46 128
40-44 (40-49 in German

Democratic Republic) 76 215

78 173 -

1.00
1.56 (0.4-6.2)'
2.31 (1.1-5.0)

46
10
22

122
12
39

88 200 -

1.00
1.72 (0.7-4.1)
1.40 (0.7-2.8)

56
8

23

139
18
43

1.00
1.01 (0.4-2.7)
1.37 (0.7-2.7)

1.00 54 124 1.00 46 113 1.00
1.03 (0.7-1.6) 24 49 0.90 (0.7-1.2) 40 87 1.19 (0.6-2.2)

1.00 44 107 1.00 45
1.00 (0.7-1.5) 34 66 1.09 (0.6-2.1) 41

30 69 -

30 65 -

18 39 -

115 1.00
80 1.63 (0.9-3.0)

20 48 -

30 73 -

38 79 -

I Figures in parentheses give the 95% confidence limits.
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Table 3: Oral contraceptive us and vascular disease by centre (analysis confined to those with no previous history
suggestive of cardlovascular disease)

German Democratic
Hong Kong Mexico Republic

Case diagnosis
and OC use Cases Controls Relative risk Cases Controls Relative risk Cases Controls Relative risk

Pulmonary embolism or
venous thrombosis:

Never
Ever
Former
Current

Total

lschaemic heart disease
(all forms):

Never
Ever
Former
Current

Total

Stroke (all forms):
Never
Ever
Former
Current

Total

6 20 1.00 14 40 1.00 6 25 1.00
8 17 1.62 (0.4-6.3)' 20 36 1.57 (0.7-3.7) 34 74 1.79 (0.7-4.9)
3 12 1.00 (0.2-4.9) 10 26 1.12 (0.4-2.9) 8 36 0.90 (0.3-3.0)
5 5 3.45 (0.6-18.7) 10 10 3.75 (1.0-14.0) 26 38 2.35 (0.8-6.7)
14 37 - 34 76 - 40 99 -

18 27 1.00 5 10 1.00 6 7 1.00
6 37 0.27 (0.1-0.8) 3 7 0.85 (0.2-4.2) 1 9 -

5 32 0.27 (0.1-0.8) 2 7 0.62 (0.1-3.8) 0 3 -
1 5 0.27 (0.0-2.5) 1 0 - 1 6 -

24 65 - 8 17 - 7 16 -

17 45 1.00 3 10 1.00 8 10 1.00
14 40 0.82 (0.3-2.3) 5 6 1.89 (0.3-11.2) 9 28 0.38 (0.1-1.4)
9 32 0.68 (0.2-2.0) 3 6 0.83 (0.1-6.4) 2 12 0.21 (0.0-1.3)
5 8 1.43 (0.4-5.7) 2 0 - 7 16 0.49 (0.1-2.0)

31 85 - 8 16 - 17 38 -

' Figures in parentheses give the 95% confidence limits.

Table 4: Oral contraceptive use and non-rheumatic cardlovasculr disease, by age group and centre (analysis con-
fined to those with no previous history suggestive of cardlovascular disease)

Centre and OC use

20-29 years 30-39 years 40-44 years

Relative Relative Relative
Cases Controls risk Cases Controls risk Cases Controls risk

Hong Kong:
Never
Ever
Former
Current

10 23
9 25
4 16
5 9

Total
Mexico:
Never
Ever
Former
Current

Total

German Democratic Republic:
Never
Ever
Former
Current

Total

19 48

11 30
19 39
10 26
9 13

30 69

1 7
19 41
6 16
13 25

20 48

1.00 16 54
0.75 30 74
0.52 22 58
1.07 8 16

(0.3-3.9)'
- 46 128

1.00 14
1.26 16
1.02 12
1.95 4

(0.6-6.8)
- 30

1.00 4
1.89 26
1.57 9
1.93 17

(0.4-9.3)
- 30

1.00 49 112 1.00
1.48 27 102 0.58
1.40 22 96 0.48
1.89 5 6 1.92

(0.6-5.9) (0.5-6.9)
- 76 214 -

34 1.00 11
31 1.07 7
28 0.81 4
3 3.11 3

(0.7-14.6)
65 - 18

17 1.00 19
56 2.25 17
24 1.67 4
32 3.01 13

(0.9-1 0.0)
73 - 36

26 1.00
13 1.51
12 0.90
1 5.73

(0.6-57.1)
39 _

35 1.00
44 0.68
21 0.38
23 0.91

(0.4-2.3)
79 -

I Figures in parentheses give the 95% confidence limits.
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Table 5: Methods of contraception used In the previous month, by centre (analysis confined to those with no previous
history suggestive of cardiovascular disease)

Hong Kong Mexico German Democratic Republic

Cases Controls Cases Controls Cases Controls

Oral contraceptives 18 (12.8)' 31 (7.8) 16 (20.5) 17 (9.8) 43 (48.9) 80 (40.0)
Injectable contraceptive 1 (0.7) 4 (1.0) 5 (6.4) 5 (2.9) 0 (0.0) 2 (1.0)
IUD/coil/loop 8 (5.7) 16 (4.1) 12 (15.4) 48 (27.7) 7 (8.0) 15 (7.5)
Subject sterilized 30 (21.3) 106 (27.1) 18 (23.1) 46 (26.6) 0 (0.0) 0 (0.0)
Husband sterilized 1 (0.7) 4 (1.0) 0 (0.0) 3 (1.7) 0 (0.0) 0 (0.0)
Condom/sheath/diaphragm cap 26 (18.4) 89 (22.8) 2 (2.6) 1 (0.6) 15 (17.0) 16 (8.0)
Other form of contraception 16 (11.3) 52 (13.3) 13 (16.7) 37 (21.4) 10 (11.4) 15 (7.5)
More than one form of contraception used 0 (0.0) 5 (1.3) 1 (1.3) 0 (0.0) 7 (8.0) 5 (2.5)
Any form of contraception in the previous
month 100 (70.9) 297 (76.0) 65 (83.3) 157 (90.8) 68 (77.3) 123 (61.5)

a Figures in parentheses are percentages.

the answers in the questionnaire on pain or swelling
in the legs, prior to hospital admission. In Mexico, of
6 cases of venous thrombosis who were current OC
users, 5 did not answer "yes" to items in the ques-
tionnaire on either pain or swelling in the legs; in
contrast, of 17 cases among non-users of oral contra-
ceptives, 4 did not answer "yes" to pain or swelling
in the legs. In the German Democratic Republic, the
differences were smaller; of 26 venous thrombosis
cases in current users, only 3 did not answer "yes" to
pain in the legs, compared with 0 out of 14 in
non-OC users. In Hong Kong, out of 5 cases in
current users, 1 did not answer "yes" to pain or
swelling in the legs, compared with 3 out of 9 in non-
users.

The figures for stroke and ischaemic heart
disease (IHD) are inconclusive because of the small
numbers and wide confidence intervals. On review,
only 4 of the IHD cases in Hong Kong, none in the
German Democratic Republic, and 4 in Mexico met
the criteria for acute myocardial infarction. This is
the only clinical category of IHD shown in previous
studies to be related to OC use. The cases in this
study represent arrhythmias of presumed ischaemic
origin or angina pectoris. A lack of relationship with
OC use is therefore not surprising. Furthermore, it
was not possible to distinguish thrombotic from
haemorrhagic stroke. The association with oral
contraceptives in other studies has been stronger for
thrombotic strokes.

Combining the diagnoses and examining the
relative risks within age strata show a mixed picture
(Table 4). Positive relative risks appear at ages 20-39
in the German Democratic Republic, and at older
ages in Hong Kong and Mexico. These variations
could all be due to chance. Similarly, no effect can be
detected with the duration of ever-use of oral contra-
ceptives, i.e., like other studies the association is with
current OC use.

There were too few smokers in Hong Kong to
stratify the analysis on smoking. In Mexico the rela-
tive risk of all non-rheumatic CVD associated with
OC use is 2.2 in never-smokers and 3.6 in current
smokers. In the German Democratic Republic the
relative risks are 1.4 in never-smokers and 1.7 in
current smokers. Stratifying by education, produced
no heterogeneity of the relative risks associated with
OC use.

An apparent association between OC use and
cardiovascular disease could arise if cases were more
likely than controls to use any form of contra-
ception. This was found in the German Democratic
Republic but not in Hong Kong and Mexico (Table
5).

In the German Democratic Republic, data col-
lection took place between 1981 and 1984 but began
in 1979 in Hong Kong and Mexico. An interim
analysis of the data had been performed in June
1981. Interestingly, among the 38 cases of cardio-
vascular disease collected prior to June 1981 in
Hong Kong, the relative risk associated with OC use
was 3.6; among the 103 cases after June 1981, the
relative risk was 0.9. In Mexico, the relative risk in
the 36 cases before June 1981 was 3.8; after June
1981 it was 1.1.

Discussion
This study was too small for definitive conclusions to
be drawn. The wide confidence intervals around the
relative risk estimates are, in general, compatible
both with the large associations of cardiovascular
disease with oral contraceptive use, as observed in
the United Kingdom and USA (1, 2), and with no
association. The one statistically significant finding
was the pooled estimate across the three centres of a
relative risk of 2.93 for the association between
venous thrombosis and OC use. As stated earlier,
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detection bias may have played some role here,
although the reasonable conclusion from other
studies is that the association could not be explained
away by detection bias (1).

This study underlined several important lessons
that have been taken into consideration in planning
a new study.

o The sample size was insufficient to allow analysis
within each centre, for each diagnosis. Pooling of
centres should be undertaken only if there is no het-
erogeneity of effect, i.e., if the association between the
disease and OC use is similar across centres.
o A central coordinator is needed who will conduct
site visits to ascertain the degree of adherence to the
protocol and help ensure standardization of pro-
cedures.
e Data on type of oral contraceptive, and hence
dosage, are crucial. In this study the type was report-
ed as 'unknown' in a majority of cases and remained
unknown despite efforts to secure this information.
o Although the diagnoses are essentially clinical,
central review of the diagnosis of each case is impor-
tant. In this study, such review showed that almost
none of the cases of ischaemic heart disease was
acute myocardial infarction. The study did not there-
fore contribute anything to the study of myocardial
infarction which is the type of IHD associated with
oral contraceptives in other studies.
o The new study should not be based on 'all non-
rheumatic cardiovascular disease' as this is too
diverse. It should be limited to three definable condi-
tions: venous thrombo-embolism, acute myocardial
infarction, and stroke.
* The original study design called for both hospital
and neighbourhood controls. Collection of the latter
proved very costly and, at times, physically danger-
ous and was therefore discontinued.
o Cases with a previous history of vascular disease
had a lower prevalence of OC use than newly diag-
nosed cases, as had been predicted (3). This is prob-
ably because present medical practice discourages
the prescribing of oral contraceptives to women with
a history of cardiovascular disease. A future study
must be scrupulous in including acute cases with a
first diagnosis of cardiovascular disease.

The apparently higher relative risk of cardio-
vascular disease associated with OC use in the
earlier period of data collection (1979-81) could have
been due to chance. It could also have reflected a
change in clinical practice. In Mexico and Hong
Kong the prevalence of OC use declined among the
controls, and markedly so among the cases. In
Mexico, the prevalence of former OC use among
cases went up. A case-control study in the United
Kingdom conducted in the early 1970s showed an

enhanced relative risk of myocardial infarction in
OC users who had other cardiac risk factors (5). A
case-control study conducted in the late 1970s
showed a reduced relative risk associated with OC
use in women who had other cardiac risk factors (6).
Meanwhile, much publicity given to the cardio-
vascular risks of oral contraceptives probably led to
a change in clinical practice.

It is therefore important to evaluate the cardio-
vascular risks of oral contraceptives, taking into con-
sideration current medical practice, the low-dose OC
preparations that are now in use world-wide, and the
possible different magnitude of risk among women of
different ethnic backgrounds.

A new study piloted by WHO is now being set
up with these aims and will take into account the
limitations of the present study. To help evaluate the
public health impact of oral contraceptives, efforts
will be made to calculate the attributable as well as
the relative risk.

Resume

Maladies cardlo-vasculaires et prise de
contraceptifs oraux
D'abondantes donnees en provenance du
Royaume-Uni et d'Ambrique du Nord ont montr6
que la prise de contraceptifs oraux est associ6e &
un risque accru de maladies cardio-vasculaires,
notamment d'infarctus du myocarde, d'accident
vasculaire c6r6bral et d'accident thrombo-
embolique. On connait cependant mal le lien entre
ces param6tres dans d'autres regions du monde oui
le risque cardlo-vasculaire de r6f6rence est diff6-
rent. L'OMS a par consequent lanc& une etude sur
ce sujet dans trois centres situ6s au Mexique,
d Hong Kong et on R6publique d6mocratique
allemande. Des femmes Ag&es de 20 d 44 ans,
hospitalis6os avec un diagnostic de maladie
cardio-vasculalre, ont Mt recrutbes comme cas et
des femmes hospitalis4es pour d'autres ralsons
jug4es sans lien avec la prise de contraceptifs ont
OtW prises comme t6moins. Les cas et les temoins,
appari4s selon l'&ge et la parit6, ont Mt interrog6s
sur la prise de contraceptifs actuelle et pass6e
ainsi quo sur des d6tails concernant un certain
nombre de facteurs de confusion possibles.

Los cas ont 6t6 r6partis en trois cat6gories
principales de diagnostic: accident thrombo-
embolique veineux et embolie pulmonaire, cardio-
pathie isch6mique, accident vasculaire c6rebral.
Un risque relatif global de 2,9 (limites de confiance
& 95%:1,4 6,1) pour les accidents thrombo-
emboliques et l'embolie pulmonaire a 4t6 observ6
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chez les utilisatrices actuelles ou r6centes de
contraceptifs oraux. Bien que cette valeur 6lev6e
du risque soit en accord avec les resultats
d'autres 6tudes, on ne peut exclure l'6ventualite
d'un biais de d6tection. Le petit nombre de cas de
cardiopathies ischemiques observ6s au cours de
l'Mtude a fortement limite les conclusions qui
pourraient 6tre tirees de l'eventuelle association
de cette affection avec la prise de contraceptifs
oraux. De meme, en ce qui concerne les accidents
vasculaires cbr6braux, le petit nombre de cas a
limite les conclusions possibles, en particulier de
fait de l'impossibilit6 de distinguer les accidents
vasculaires cer6braux d'origine thrombotique et
h6morragique.

Outre le fait qu'elle tend a montrer un risque
accru d'accident thrombo-embolique et d'embolie
pulmonaire, cette etude montre l'importance de
disposer d'un echantillon de taille suffisante fonde
sur les cas recemment diagnostiques, la n6cessite
d'un centre de coordination pour suivre etroite-
ment l'etude dans chaque centre et fournir un
examen centralisA de chaque cas, la necessite
d'un diagnostic plus sp6cifique pour une inter-
pr6tation plus significative des donnees et l'interAt
de pouvoir disposer de donnbes plus d6taill6es
sur le type de contraceptif oral utilise. Afin de

tenter d'obtenir des conclusions plus signifi-
catives, I'OMS a r6cemment entrepris une nou-
velle etude sur ce sujet en mettant A profit
l'exp6rience acquise ici.
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