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SUMMARY
Background. So far, no-one has attempted to evaluate the
overall balance of serious, but not necessarily fatal, disease
among a cohort of oral contraceptive users.
Aim. To emprirically assess the balance of risk of serious ill-
ness among a cohort of oral contraceptive users followed up for
up to 28 years.
Methods. Oral contraceptive-associated serious disease was
defined as that which is often life-threatening and/or associated
with long-term disability, and which has been found, or postulat-
ed, to be associated with use of combined oral contraceptives.
Data from the Royal College of General Practitioners’ (RCGP)
Oral Contraception Study were examined to determine the rate
of such conditions during 335 181 woman-years of observation
in ‘ever users’ and 228 727 woman-years in ‘never users’. The
rates were standardized for age, parity, social class, and smok-
ing.
Results. Compared with never users, ever users had a small
increased risk of any serious disease (relative risk = 1.17; 95%
confidence interval = 1.09–1.25). Ever users had an excess risk
of cerebrovascular disease, pulmonary embolism, and venous
thromboembolism, and reduced risk of ovarian and endometrial
cancer. The increased risk was seen only in younger women;
by the age of 50, ever users had the same risk as never users.
The risk appeared to be confined to women using older oral
contraceptives containing 50 micrograms or more of oestrogen.
Conclusions. Past users of older, higher dose oral contracep-
tives can be reassured that the small increased risk of serious
disease seen during current use does not persist after stopping,
and that latent effects do not appear later in life. Currently avail-
able oral contraceptives, containing less than 50 micrograms of
oestrogen accompanied by the progestogen, levonorgestrel, or
norethisterone acetate, do not appear to be associated with an
increased net risk of serious disease.

Keywords: oral contraceptives; risk-benefits; cohort study; seri-
ous disease.

Introduction

SINCE their introduction more than 35 years ago, combined
oral contraceptives have been implicated with an increased

risk of a number of illnesses, particularly vascular conditions
such as stroke, ischaemic heart disease, venous thrombosis, and
peripheral vascular disease.1 They have also been found to be
associated with important benefits, most notably protection
against ovarian and endometrial cancer, which is sustained for

many years after stopping oral contraception.1 It is important,
therefore, to consider the overall balance of risks and benefits
when assessing the safety of this method of birth control.

Most overall assessments so far have considered the risk of
dying among women using oral contraceptives. Two approaches
have been adopted. The first involves constructing a computer
model in which summary risk estimates for various oral contra-
ceptive-associated clinical events are applied to hypothetical
populations of women using different methods of contracep-
tion.1-6 The second method empirically compares the risk of
death among women who have used oral contraceptives with
another group of similarly aged women who have not.7-9

Intuitively, the second approach is more attractive, since it
avoids many of the assumptions made when using computer
modelling, especially the assumption that all of the risks and
benefits have been determined with reasonable precision.

Mortality data, however, only provide one aspect of the con-
traceptive pill’s safety. Since, even though the long-term, all-
cause mortality among ever users appears to be similar to that of
never users,7-9 oral contraceptive use might still be associated
with an elevated risk of serious but non-fatal illness. This is par-
ticularly so when considering vascular events such as stroke or
heart disease, many of which are non-fatal but produce long-term
disability. This paper presents the first attempt to empirically
assess the balance of risk of serious illness among a cohort of
oral contraceptive users followed for up to 28 years.

Method
The RCGP Oral Contraception Study was established during
1968 and 1969, when 1400 general practitioners throughout the
United Kingdom recruited 23 000 women who were using the
pill and a similar number who had never used this method of
contraception.10 The average age of the two groups at recruit-
ment was 29 years, most were white, and all were married or liv-
ing as married. Information collected at recruitment included
smoking habits, parity, husband’s occupation (for social class),
and important past medical history. At regular intervals, the doc-
tors have supplied comprehensive information about any hor-
monal preparations prescribed; all reported new episodes of ill-
ness, surgery, pregnancy, and, when appropriate, cause of death.

Any evaluation using morbidity as the outcome must compare
events of approximately equal severity. It would be inappropriate
to compare a reduced risk of common but usually relatively mild
conditions, such as anaemia or menstrual problems, with an
increased risk of rare but more serious problems, such as stroke
or heart disease. For this paper, therefore, an oral contraceptive-
associated serious condition was defined as one that is often life-
threatening and/or associated with long-term disability, and
which has been found, or postulated, to be associated with use of
combined oral contraceptives. Using these criteria, the following
conditions were included in the analysis: ischaemic heart disease
(International Classification of Diseases, 8th revision (ICD-8)
code 410-413); cerebrovascular disease (ICD-8 code 430-438);
peripheral vascular disease (ICD-8 code 440-442, 4439, 444);
pulmonary embolus (ICD-8 code 450); venous thromboem-
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bolism (ICD-8 code 452, 4531, 4539); ill-defined heart disease
(ICD-8 code 427-429); cancer of the large bowel and rectum
(ICD-8 code 153, 154), liver and gallbladder (ICD-8 code 155,
156), melanoma (ICD-8 code 172), breast (ICD-8 code 174),
cervix (ICD-8 code 180), endometrium (ICD-8 code 182), ovary
(ICD-8 code 183), pituitary and central nervous system (ICD-8
code 191, 1943), and unknown origin (ICD-8 code 199); liver
disease (ICD-8 code 070, 570-573); diabetes mellitus (ICD-8
code 250); multiple sclerosis (ICD-8 code 340); inflammatory
bowel disease (ICD-8 code 563); and rheumatoid arthritis (ICD-8
code 712).

Using data available at November 1996, the rate of first ever
diagnosis of these serious illnesses among ever and never users
was calculated. For each calendar month in which a subject used
an oral contraceptive, one month was added to the period of
exposure (denominator) of ever users. When a woman stopped
using the pill, her subsequent periods of observation were still
included in the ever user group. Never users were those women
who had never used oral contraceptives. If a woman was recruit-
ed as a never user but started to use oral contraception at a later
date, her subsequent experience was included in the ever user
group. Events occurring in women known to have had the same
condition before recruitment were excluded from the analysis, as
were events and periods of observation related to pregnancy.
Only the first event in each diagnostic category was counted in
the numerator, although the women continued to contribute to
the appropriate denominator as they remained at risk of experi-
encing another type of serious event. This procedure will tend to
reduce the estimated rates of disease, although the effects are
likely to be small because of the large accumulated periods of
observation in the study. Indeed, in an unpublished analysis of
hypertension data from the study, there was very little difference
between incidence rates calculated using all accumulated periods
of observation and those that only used periods of observation up
to the date of diagnosis (P Hannaford, personal communication,
1993). All women recruited to the study contributed data to the
appropriate numerator and denominator up to the point that they
left the study or to November 1996.

A total of 335 181 woman-years of experience for ever users
and 228 727 woman-years for never users was available for
analysis. The rates were directly standardized for age and parity
at time of event, and for smoking and social class at recruitment.
The 95% confidence intervals for the risk ratios were derived
from the assumption that the standard deviation of the log rela-
tive risk is equal to the sum of the reciprocals of the observed
number of cases in the two groups being compared.

Results
Compared with never users, women who had ever used oral con-
traceptives had a small increased risk of experiencing one of the
selected serious conditions (adjusted relative risk (RR) = 1.17;
95% confidence interval (CI) = 1.09–1.25: Table 1). Oral contra-
ceptive users had a significantly elevated risk of cerebrovascular
disease, pulmonary embolism, and venous thromboembolism,
and a reduced risk of endometrial and ovarian cancer. The age-
specific relative risks for ever versus never users tended to be
highest among women aged less than 35 years (Table 2). By the
age of 50 years, women who had ever used oral contraceptives
had the same risk of serious disease as never users.  

The incidence of disease in women who smoked, however,
was higher than that in non-smokers, irrespective of their contra-
ceptive use (Table 3). For each category of cigarette consump-
tion, the incidence of serious illness was significantly greater in
ever users than never users. The absolute (attributable) risk of

serious illness among non-smoking oral contraceptive users was
80.2 per 100 000 woman-years, compared with 98.9 per 100 000
woman-years in ever users who smoked one to 14 cigarettes per
day at recruitment and 186.8 per 100 000 woman-years in ever
users who smoked 15 or more cigarettes daily at recruitment.

There was a suggestion that the risk of serious illness was
higher among parous ever users than nulliparous ever users
(Table 4). The adjusted relative risk for serious illness between
ever users of non-manual social class and non-manual never
users was 1.31 (95% CI = 1.16–1.48). In comparison, the adjust-
ed relative risk between manual ever and never users was 1.13
(95% CI 1.04–1.23).

There was no evidence that women who had used oral contra-
ceptives for a long time had a greater risk of serious disease than
those who used them for short periods (Table 5). Neither was
there a consistent relationship between serious disease and time
since stopping oral contraception (Table 6). In particular, there
was no evidence of important risks becoming apparent many
years after stopping.

In current users, the risk of experiencing a serious illness
appeared to be confined to women who were using older oral
contraceptives containing 50 µg or more of oestrogen (Table 7).
In our study, virtually all of the lower dose oral contraceptives
containing less than 50 µg of oestrogen had levonorgestrel or
norethisterone acetate as the accompanying progestogen. The
data relating to progestogen-only preparations were too sparse to
reliably determine the risk of serious illness associated with these
particular products.

Discussion
In our study, ever users of oral contraceptives had a small overall
elevated risk of serious disease, mainly because of an increased
risk of cardiovascular disease. This risk occurred at a young age
when the background incidence of disease is low. There was no
evidence of a persisting risk among ever users older than 50
years. Furthermore, the risk in current users appeared to be con-
fined to women using oral contraceptives containing 50 µg of
oestrogen or more.  

The largest group of conditions contributing to the overall risk
was the cardiovascular events. Current consensus is that the car-
diovascular risks are limited to current users, with no persisting
risk in past users.11 In fact, there is little in the literature to sug-
gest that any of the reported adverse effects of oral contraception
persist for prolonged periods after stopping. Even the small
increased risk of breast cancer seen in current users seems to dis-
appear within 10 years of stopping.12 Our findings confirm an
absence of persisting serious illness in past users. Furthermore,
they show that latent illnesses do not appear many years after
stopping.

Our observations cannot be due to oral contraceptives acceler-
ating the presentation of disease in women at risk of developing
disease. If this were the case, we would expect to see reduced
relative risks in older ever users and with greater time since stop-
ping oral contraception, neither of which were observed. Small,
statistically significant, increased relative risks were observed in
ever users during the first year after stopping oral contraception
and at 5–6 years (Table 6). The first year elevation may have
been a reporting artefact due to women developing symptoms of
disease while using oral contraception and stopping before the
diagnosis is confirmed. There is no obvious explanation for the
elevated risk in the 5–6 year grouping, and this may have been
due to chance.

The risk of serious disease in women using oral contraceptives
containing less than 50 µg of oestrogen at the time of the event
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was substantially lower than that observed among users of higher
dose preparations. Standardization of the results for age, smok-
ing, social class, and parity should have removed any effects of
these potential, confounding variables. Furthermore, the first
event type of analysis, which involved the exclusion of events
occurring in women with a past history of any of the selected
morbidities, means that the finding cannot be due to the differen-

tial use of higher dose formulations by women with an adverse
past history. Alternative explanations for the findings include
real reductions in the risk potential of the newer low dose oral
contraceptives, a more thorough assessment and monitoring of
users of these products (especially with regard to blood pres-
sure), or a combination of both factors.

Table 3. Risk of OC-associated serious illness by smoking: standardized rates per 100 000 woman-years (number of events in brackets).

Standardized ratea Relative risk
Daily cigarette 
consumption at recruitment Ever users Never users Ever : never (95% CI)

Nil 619.8 (1055) 539.6 (769) 1.15 (1.05–1.26)
1–14 699.8 (641) 600.9 (352) 1.16 (1.02–1.32)
15 + 862.5 (565) 675.7 (257) 1.28 (1.10–1.48)

aStandardized for age (<29, 30–34, 35–39, 40–44, 45–49, 50+), parity (0, 1, 2, 3+) at diagnosis, and social class (manual, non-manual) at recruit-
ment. CI = confidence interval.

Table 2. Risk of OC-associated serious illness by age: standardized rates per 100 000 woman-years (number of events in brackets).

Standardized ratea Relative risk

Age at diagnosis Ever users Never users Ever : never (95% CI)

<29 441.8 (238) 318.4 (96) 1.39 (1.10–1.76)
30–34 506.9 (270) 337.1 (112) 1.50 (1.20–1.87)
35–39 485.1 (302) 395.2 (151) 1.23 (1.01–1.50)
40–44 674.9 (411) 527.3 (206) 1.28 (1.08–1.51)
45–49 820.1 (406) 659.5 (232) 1.24 (1.06–1.46)
50+ 1130.8 (634) 1181.5 (581) 0.96 (0.86–1.07)

aStandardized for parity (0, 1, 2, 3+) at diagnosis, for social class (manual, non-manual), and smoking habits (0, 1–14, 15+ daily) at recruitment. CI =
confidence interval.

Table 1. Risk of OC-associated serious illness in the RCGP Oral Contraception Study between 1968-1995: standardized rate per 100 000
woman-years (number of events in brackets).

Standardized ratea Relative risk

Condition ICD code Ever users Never users Ever : never 95% CI

Ischaemic heart disease 410-413 146.2 (469) 143.0 (338) 1.02 (0.89–1.17)
Cerebrovascular disease 430-438 84.0 (272) 61.3  (154) 1.37 (1.12–1.67)
Peripheral vascular disease 440-442, 4439, 444 45.0 (151) 36.8 (85) 1.22 (0.94–1.59)
Pulmonary embolus 450 36.1 (124) 23.2 (56) 1.56 (1.14–2.14)
Venous thromboembolism 452, 4531, 4539 62.2 (215) 38.9 (92) 1.60 (1.25–2.04)
Ill-defined heart disease 427–429 123.2( 406) 131.4 (311) 0.94 (0.81–1.09)
Malignancies:
Large bowel and rectum 153–154 16.8 (52) 18.4 (43) 0.91 (0.61–1.36)
Gallbladder/liver 155–156 2.1 (5) 2.2 (6) 0.95 (0.29–3.11)
Melanoma 172 12.6 (40) 12.0 (29) 1.05 (0.65–1.69)
Breast 174 96.0 (297) 86.4 (212) 1.11 (0.93–1.32)
Invasive cervix 180 17.4 (60) 11.0 (22) 1.58 (0.97–2.58)
Endometrium 182 3.7 (12) 11.0 (30) 0.34 (0.17–0.66)
Ovary 183 8.2 (26) 16.7 (42) 0.49 (0.30–0.80)
CNS/pituitary 191, 1943 3.1 (11) 1.3 (3) 2.38 (0.66–8.53)
Site unknown 199 4.2 (13) 7.1 (18) 0.59 (0.29–1.20)

Liver disease 070, 570, 571–573 51.8 (180) 48.2 (105) 1.07 (0.84–1.36)
Diabetes mellitus 250 48.0 (158) 56.7 (142) 0.85 (0.68–1.07)
Multiple sclerosis 340 21.5 (75) 16.9 (39) 1.27 (0.86–1.87)
Inflammatory bowel disease 563 33.4 (113) 26.4 (59) 1.27 (0.93–1.74)
Rheumatoid arthritis 712 73.6 (245) 68.2 (157) 1.08 (0.88–1.32)
Any serious illnessb All above 683.9 (2261) 582.2  (1378) 1.17 (1.09–1.25)

aStandardized for age (<29, 30–34, 35–39, 40–44, 45–49, 50+), parity (0, 1, 2, 3+) at diagnosis, social class (manual, non-manual) and smoking
habits (0, 1–14, 15+ daily) at recruitment. CI = confidence interval. bOnly the first illness is counted; the total number of events is, therefore, less than
the sum of each condition taken separately.
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Study limitations
Our analysis had a number of limitations. By including all condi-
tions that have been found, or postulated, to be associated with
oral contraceptive use, we sought to avoid making judgements
about whether a causal relationship has been established. This

approach would exclude unknown relationships that have yet to
emerge. After more than three decades of intensive research,
however, the chances of fresh associations appearing seem small,
except possibly in relation to new health problems such as HIV
infection and AIDS (problems that have occurred very rarely in

Table 5. Risk of OC-associated serious illness by duration of use: standardized rates per 100 000 woman-years (number of events in brackets).

Months of use Standardized ratea Relative risk (95% CI)

0 582.2 (1378) 1.0
1- 742.5 (370) 1.28 (1.14–1.44)
13- 666.3 (264) 1.14 (1.00–1.30)
25- 775.8 (447) 1.33 (1.20–1.48)
49- 686.8 (373) 1.18 (1.05–1.32)
73- 718.3 (286) 1.23 (1.08–1.40)
97+ 625.8 (521) 1.08 (0.98–1.19)

aStandardized for age (<29, 30–34, 35–39, 40–44, 45–49, 50+), parity (0, 1, 2, 3+) at diagnosis, smoking habits (0, 1–14, 15+ daily) and social class
(manual, non-manual) at recruitment. CI = confidence interval.

Table 4. Risk of OC-associated serious illness by parity: standardized rates per 100 000 woman-years (number of events in brackets).

Standardized ratea Relative risk

Parity at event Ever users Never users Ever : never (95% CI)

0 712.6 (89) 696.2 (147) 1.02 (0.78 - 1.33)
1 710.0 (257) 525.8 (212) 1.35 (1.13 - 1.62)
2 669.7 (852) 578.2 (518) 1.16 (1.04 - 1.29)
3+ 689.3 (1063) 595.7 (501) 1.16 (1.04 - 1.29)

aStandardized for age (<29, 30–34, 35–39, 40–44, 45–49, 50+) at diagnosis, smoking habits (0, 1–14, 15+ daily) and social class (manual, non-manu-
al) at recruitment. CI = confidence interval.

Table 6. Risk of OC-associated serious illness by time since stopping oral contraception: Standardized rates per 100 000 women-years (number
of events in brackets).

Years since last use Standardized ratea Relative risk (95% CI)

0 (Never user at time of event) 582.2 (1378) 1.0
0 (Current user at  time of event) 840.6 (642) 1.44 (1.31–1.58)
Past
<1 year 731.5 (145) 1.26 (1.06–1.50)
1–2 years 519.6 (91) 0.89 (0.72–1.10)
3–4 years 544.1 (177) 0.93 (0.80–1.09)
5–6 years 702.4 (194) 1.21 (1.04–1.41)
7–8 years 575.5 (143) 0.99 (0.83–1.18)
8+ years 542.2 (869) 0.93 (0.85–1.01)

aStandardized for age (<29, 30–34, 35–39, 40–44, 45–49, 50+, parity (0, 1, 2, 3+) at diagnosis, smoking habits (0, 1–14, 15+ daily) and social class
(manual, non-manual) at recruitment. CI = confidence interval.

Table 7. Risk of OC-associated serious illness by oestrogen content of oral contraceptive used at time of event: standardized rates per 100 000
woman-years (number of events in brackets).

Periods of observation
Standardized ratea Relative risk (95% CI) (woman-years)

Never users 582.2 (1378) 1.0 228 727
Current users:  Oestrogenb content
>50µg 988.2 (92) 1.70 (1.38 - 2.10) 14 152
50µg 974.0 (479) 1.67 (1.51 - 1.85) 79 213
<50µg 448.1 (51) 0.77 (0.58 - 1.02) 9858

Current users: Progestogen only 881.2 (20) 1.51 (0.97 - 2.35) 3220

aStandardized for age (<29, 30–34, 35–39, 40–44, 45–49, 50+), parity (0, 1, 2, 3+) at diagnosis, smoking habits (0, 1–14, 15+ daily) and social class
(manual, non-manual) at recruitment. CI = confidence interval. bEither mestranol or ethinyloestradiol.
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our cohort). On the other hand, if a suspected condition was
wrongly attributed to oral contraceptive use, its inclusion in the
analysis would bias the results towards the null hypothesis; com-
mon conditions having a greater effect than rare ones. As a
check, we performed an analysis that included all cancers,
together with the other serious conditions mentioned in the
methodology section. There were 2459 events in the ever users
and 1530 in never users, with a standardized relative risk of 1.15
(95% CI = 1.08–1.23).

Several potentially important conditions were excluded from
the analysis. The incidence of pelvic inflammatory disease is
affected by several methods of birth control. For instance, oral
contraceptive users appear to have a lower risk of pelvic inflam-
matory disease,13 and male condoms reduce the risk of sexually
transmitted diseases that can cause pelvic infections.14 Life-long
comprehensive contraceptive histories other than for oral contra-
ceptives have not been collected from women in the RCGP
study. It is possible, therefore, that observed reductions in the
incidence of pelvic inflammatory disease among contraceptive
users10 were due to differences in the proportion of women in
the contraceptive groups using alternative methods of birth con-
trol that affect the risk, rather than a direct biological effect of
oral contraception. Given the uncertainty, we felt that we should
exclude this condition from the analysis. In addition, we omitted
ovarian cysts and benign breast disease because they are rarely
life-threatening or are frequently associated with long-
term sequelae. Both conditions have been found to be reduced
in oral contraceptive users10.  The likely effect of these
decisions will have been to overstate the harmful effects of oral
contraception.

Carcinoma-in-situ of the cervix was excluded because, with
appropriate treatment, there should be few long-term complica-
tions. Hypertension was excluded because of the difficulty of
differentiating between raised blood pressure in current oral
contraceptive users and idiopathic essential hypertension.
However, the main sequelae of hypertension, vascular disease,
were included.

With proper use, oral contraceptives are highly effective at
protecting against pregnancy and pregnancy-related serious dis-
ease. Ideally, the analysis should have included pregnancy-relat-
ed events resulting from contraceptive failure in the two compar-
ison groups. In the RCGP study, comprehensive data were col-
lected about events occurring during all pregnancies reported
since 1968. Information was not collected, however, about
whether the pregnancy was the result of failed contraception. It
was impossible, therefore, to determine whether pregnancy-relat-
ed serious events reported during the study occurred in a planned
or unplanned pregnancy. We chose, therefore, to exclude serious
events occurring during pregnancy and the puerperium from the
main analysis. The effect of this exclusion will have been to
exaggerate the harmful effect of oral contraceptives because, in
our study, pregnancy occurred more frequently in never users.10

Given the rarity of pregnancy-related events, however, the effect
will have been small. Indeed, in a separate analysis, which
included serious conditions occurring during pregnancy as well
as ectopic pregnancy and eclampsia, the relative risk between
ever and never users was 1.16 (95% CI = 1.09–1.24).

We tried to include, in the main analyses, conditions of rea-
sonably similar severity. The decision about whether an illness
is life-threatening and/or associated with long-term disability
was based on our clinical experience. We are unaware of a rec-
ognized, readily available system for ranking diseases into
groups of similar seriousness. Most serious illnesses were
included, however, with the exception of some respiratory con-
ditions, such as asthma, chronic obstructive pulmonary disease,

and bronchial carcinoma. None of these conditions have been
postulated to be associated with oral contraceptive use, so their
inclusion would tend to bias the overall results towards the null
hypothesis.

Diagnoses recorded in the RCGP study are those reported by
the participating general practitioners; diagnostic criteria are not
specified. For some events, the diagnosis will have been that
made in general practice; for others, the family doctor will sim-
ply have reported the opinion and findings of hospital colleagues
who may have had access to the results of appropriate investiga-
tions, operation notes, or necropsy findings. As well as having
access to specialist opinion, the general practitioners are usually
able to observe their patients for a prolonged period of time.
Diagnoses that are initially uncertain may become clearer later.
Indeed, study data are often revised as extra information
becomes available. In general, the findings of the RCGP study
have been remarkably consistent with those of other studies.
Referral and diagnostic bias, however, could still have affected
its results. For instance, it is possible that a doctor’s knowledge
of a woman’s use of oral contraception influenced the diagnosis,
particularly of some cardiovascular events. Thus, women who
used oral contraception and who complained of leg or chest pain
may have been more likely to have a thorough assessment,
including hospital investigations, than never users with the same
symptoms, thereby increasing the detection of disease among
oral contraception users. Such biases are most likely to occur in
current users and would tend to overestimate the risks associated
with the pill. Episodes of deep venous thrombosis might be more
prone to diagnostic and other selection biases than other condi-
tions. Excluding these events from the analysis, the overall rela-
tive risk between ever and never users became 1.15 (95% CI =
1.07–1.23).

The RCGP study has been subject to large losses to follow-up.
By November 1996, approximately 75% of the original cohort
was no longer under general practitioner observation. Most of the
loss has been a result of women leaving the practice area of the
recruiting doctors. In order to affect our results, one has to argue
that, among women of similar risk, those who had ever used the
pill and who were going to develop serious disease were more, or
less, likely to leave the study than never users who were going to
develop serious disease. There is no reason to suppose that this
has occurred. Indeed, examination of mortality data from the
study (which are available for 75% of the original cohort) has not
found any evidence of material biases being introduced by the
large attrition rates.9

Although we found that ever users of oral contraceptives had a
small increased risk of serious disease, the absolute (attributable)
risk was small: 101.7 per 100 000 woman-years. Much of the
risk was experienced by users of older oral contraceptives con-
taining 50 µg or more of oestrogen. The risk did not persist after
stopping oral contraception and there was no evidence of latent
disease appearing in later years when many conditions become
more common. We believe that many women will be reassured
by these findings. The apparent absence of risk of serious disease
among users of newer oral contraceptives represented in our
database (formulations containing less than 50 µg of oestrogen
mostly accompanied by levonorgestrel or norethisterone acetate)
was also reassuring. This said, there remain major deficiencies in
our understanding of the overall balance of the health risks and
benefits of other lower-dose oral contraceptives containing
gestodene, desogestrel, or norgestimate. Recent studies have
emphasized the importance of not assuming that all oral contra-
ceptives have the same safety profile,15-18 and have highlighted
the need for continued research into this popular method of con-
traception.
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