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Latest views on Pill prescribing
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W ITH at least 60 million users of oral contraceptives
throughout the world (over three million in the

United Kingdom alone), it is inevitable that evidence of
potentially dangerous side-effects should excite the news
media to feverish activity. In the absence of clear and
consistent guidance from medical authorities, it is equally
unsurprising that anxiety should be confounded by
serious confusion, not only among the public but also
among those doctors providing contraceptive services.

Recurrent warnings of risk
The most recent example of this recurring warning was
precipitated by the simultaneous publication in The
Lancet in October 1983 of two papers suggesting an
increased risk for oral contraceptive users of, respectively,
breast cancer and cancer of the cervix uteri. Vessey and
his colleagues' showed that the risk of all forms of
cervical neoplasia (from mild dysplasia to invasive car-
cinoma) increased with increasing duration of oral con-
traceptive use. Any study of cervical neoplasia has to take
account of the complex aetiology in which the early onset
of sexual activity, frequent coitus and multiple sexual
partners are all materially implicated. It seems clear that
the use of oral contraceptives is strongly associated with
patterns of sexual activity which would be expected to
increase the risk of cervical neoplasia. It is thus extremely
difficult to disentangle from a direct biological causation
those sociosexual factors which might result in an indirect
association of oral contraception with cervical neoplasia.
Vessey and his colleagues' investigated this problem as
comprehensively as possible - complete elimination of
the confounding factors will almost certainly never be
achieved - and their data provide reasonable evidence of
a direct pharmacological association between oral con-
traceptive use and cervical neoplasia. Nevertheless, these
observations require confirmation.

Estimating its magnitude
In the meantime, it is important to have an estimation of
the magnitude of the problem, should the evidence of
Vessey and colleagues prove to be correct. This estimate

is difficult to derive from their observations, but data
from the College's Oral Contraception Study has shown2
that the possible excess risk of invasive carcinoma of the
cervix in oral contraceptive users over and above that
experienced by non-users is one case in 12,500 users each
year. For various reasons this statistic is only approximate
but, even if it underestimates the size of the problem by
a factor of 4, an excess risk of one in 3,000 users annually
falls far short of a major epidemic. Moreover, the risk is
almost certainly avoidable if regular cervical smears are
taken from oral contraceptive users. The DHSS Commit-
tee on Gynaecological Cytology has recommended that
women should have a cervical smear soon after they start
using the Pill and at ages 20, 25, 30 and 35 years,
thereafter following the routine recommended for all
women.3 It is worth noting that there is no evidence that
screening at more frequent intervals will confer additional
benefit, and it may be wrong to divert resources from
other more important health service activities for this
purpose.
The other paper alleging an association between breast

cancer and oral contraceptives is both more controversial
and more worrying. Pike and his colleagues4 undertook
a case control study in southern California and
demonstrated an overall fourfold increased risk of breast
cancer in women under 37 years of age who had used the
Pill up to the age of 25 years. In these young women the
risk was related to the duration of their use of oral
contraceptives. After four to five years of use the risk was
double that for non-users, and for those with six or more
years of use the risk was increased by a factor of 4.9.
Although these data have been widely criticized, they

cannot be dismissed easily; but that does not mean they
are right. The RCGP Study data were published in 19815
and showed a small increased risk of breast cancer in
younger oral contraceptive users. The increase was of
dubious statistical significance. A comprehensive review
of the literature revealed a remarkable number of con-
flicting and unstable observations. It was concluded then
that the excess shown in the RCGP data was a chance
occurrence, or was due to subtle confounding factors
which could not be identified. This interpretation would
still seem to be correct, even in the light of more recent
observations.
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McPherson and his colleagues6 have published a
preliminary communication indicating an increased risk
of breast cancer relating to duration of oral contraceptive
use before the first full-term pregnancy. These data were
derived from a long-term case control study, which until
now has consistently failed to find any association
between oral contraceptives and breast cancer.7 Other,
more recent studies of impressive size and scientific
rigour have failed to show, after the most exhaustive
analysis, any evidence whatsoever to support the view
that the Pill users have any increased risk of breast
cancer. 89 With such heavily conflicting evidence, the
clinical implications are by no means clear. There is little
doubt that most women who have previously regarded the
Pill as their contraceptive of choice have not changed
their minds. Perhaps they think the medical profession
and the press have 'cried wolf' once too often.

oestrogen and different doses of the same progestogen, it
has been possible to avoid the problem of determining
progestogen potency.

Rate
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Mitigating action
Paradoxically, the most controversial part of the data
published by Pike and colleagues4 does allow us some
action which might mitigate the risk of breast cancer, if
this risk does indeed exist. Pike's group showed a signifi-
cant correlation between the occurrence of breast cancer
in young users of oral contraceptives and a table of Pill
brands listed in order of progestogen potency. This now
notorious table has since been universally acknowledged
as having no scientific foundation. There is, -in fact, no
way of assigning a potency value to the combined oral
contraceptives. 10 Nevertheless, however inappropriately
the ordering of the brands was determined, the statisti-
cally significant correlation between. that order and the
observed occurrence of breast cancer in that study cannot
be disregarded. These data are consistent with there being
a relationship between the brands at the top of the table
and breast cancer, without there being any need to
implicate those brands below the top. "1 It is encouraging
to note that Pike himself now accepts this interpreta-
tion. I The brands at the top of the table have a high
progestogen and oestrogen activity, and it makes good
sense to avoid their use, particularly, as we shall see, there
are other sounder reasons for not prescribing them.

Before leaving the subject of cancer and the Pill, it is
worth noting that there is now evidence that oral con-
traceptives reduce the risk of ovarian and endometrial
cancer to about half the normal incidence'3"4

RCGP Study
One of the most important contributions of the RCGP
Study has been the elucidation of the relationships
between the progestogen content of the combined Pills
and vascular disease. The association with the occurrence
of hypertension'5 has since been confirmed.'6 Of much
greater importance is the association with the major
arteriosclerotic diseases illustrated in Figure 1.17 It should
be noted that, by comparing the experiences of women
using brands containing the same dose of the same
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Figure 1. Relationship between incidence of
arterial disease and reduction in serum HDL-
cholesterol levels in women using oral contracep-
tives. Columns show number of cases reported.
(TWY = thousand women years.)

Comparison of brands
There is an inverse relationship between serum high-
density lipoprotein (HDL) cholesterol levels and the risk
of arteriosclerotic disease. In the absence of such data
from our own study, we have used those published by
Briggs" from Australia, where the range of brands is the
same as that marketed in the UK. Figure 1 shows that the
average reduction in serum HDL-cholesterol (an
undesirable effect) in the oral contraceptive brands
investigated is also associated with the progestogen dose.
This three-way interaction between the rate of reporting
of arterial diseases, the dose of the progestogen and the
reduction in serum HDL-cholesterol shows that the
epidemiological and biological data support each other
and increases the plausibility of the observations. It
should be noted that there is no significant difference in
the rate of reporting of arterial diseases between the
brands containing 1 mg of norethisterone acetate and
those containing 150 ,g of levonorgestrel, and there is
rarely a justification for prescribing an oral contraceptive
with a higher progestogen activity.
What happens when menstrual irregularity or break-

through bleeding occurs in women using brands contain-
ing 35 or 30 j.g or less of ethinyloestradiol or mestranol
combined with these appropriately low doses of pro-
gestogen? It would seem to make more sense to substitute
a brand containing 50 ,g of the oestrogen rather than to
use one containing a higher progestogen dose. While
there is little doubt that reducing the oestrogen dose to
50,g from a higher level diminishes the risk of vascular
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disease, especially on the venous side of the circula-
tion, '̀ in the one study which claims a benefit from a
reduction below 50 ,ug no adjustment was made for the
progestogen dose, although the same paper confirmed its
relationship to arterial diseases. 21

Women requiring special consideration
Having determined which oral contraceptives are the
safest to use, we next need to consider which women
require special consideration. There is general agreement
that the risk of vascular diseases (especially arterial) is
almost entirely confined to older women who smoke
cigarettes.@ The most precise estimates of excess risk
'derive from the mortality analysis of the RCGP data, 3

and these are summarized in Table 1. The crucial impor-
tance of cigarette smoking becomes apparent. Non-
smokers may use oral contraceptives for 10 years more
than smokers. The former may safely use oral contracep-
tives up to the age of 45 years, especially if the low
progestogen dose brands are used, when the risks will be
lower than those shown in Table 1. Of course, the
smokers can obtain the same benefit if they abandon
their dangerous habit. Consideration must also be given
to other factors which increase women's risk of vascular
disease - family history of vascular disease, diabetes,
raised blood pressure, obesity and lipid abnormalities.
The contraceptive requirements of these 'at risk' women
need the most careful assessment.

Table 1. Circulatory deaths associated with oral contraceptive
use: excess deaths in ever-users each year.

Age.
(years) Smokers Non-smokers

15-24 1 in 10,000 Nil
25-34 1 in 10,000 1 in 50,000
35-44 1 in 2,000* 1 in 6,700
45 + 1 in 550** 1 in 2,500

*P<0.05
* *P<o.01

It should be noted that the evidence which suggested a
significantly increased risk of arterial disease after five
years of oral contraceptive use-' was no longer apparent
when a larger body of data was analysed. I It is also
worth emphasizing that there has never been any evidence
that short-term rests from Pill usage are of any value. On
balance, there is every reason to avoid the practice since
the accompanying risk of an unwanted pregnancy must
always be present.

What of the future?
The dose of steroids in the present generation of Pill
brands are probably as low as possible, consistent with
good control of .the menstrual cycle and contraceptive
efficiency. While waiting for a totally new biological
approach to contraception (and it is a long way off), we

can best reduce the already small risks by giving more
attention to the varying physiology of oral contraceptive
users. It has been shown that the serum levels of the
contraceptive steroids vary by as much as tenfold in
comparable women taking the same Pills. I Clearly, there
are major differences between women in their efficiency
in absorbing and metabolizing the constituents of oral
contraceptives. If we choose a brand which will provide
contraceptive efficacy for women who utilize the steroids
least efficiently, then it follows that this brand must be a
substantial overdose for most other women. The develop-
ment of a simple and economic method of measuring
plasma steroid levels will allow us to adjust the dose to
the requirements of each woman so that sustained
efficacy can be achieved with a diminished risk of side-
effects. Unfortunately, the present technique for making
such measurements is too costly and complex for routine
use.
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PRESCRIBING
A SUITABLE CASE FOR TREATMENT

Occasional Paper 24

General practitioner prescribing continues to
attract attention, both in relation to quality and to
costs. Quality concerns safety, relevance and
effectiveness, while the cost of the average
general practitioner's prescriptions now exceeds
the cost of his income and expenses combined.
Prescribing-A Suitable Case for Treatment

reports a study which examined both these fac-
tors. Prescriptions returned from the Prescription
Pricing Authority were used to analyse the pre-
scribing of a study group and of a group of
*matched controls; this was backed up by an
educational programme involving discussions
between members of the study group. The results
suggest that with this kind of encouragement
practitioners could reduce both the level and the
cost of their prescribing.
Prescribing-A Suitable Case for Treatment,

Occasional Paper 24, is available from the
Publication Sales Office, Royal College of General
Practitioners, 8 Queen Street, Edinburgh EH2
1JE, price £3.75, including postage. Payment
should be made with order.

Refractory duodenal ulcer

Most duodenal ulcers heal within a month of treatment
with cimetidine. Of the remainder the majority heal in
another one to two months of continued treatment. Some
ulcers do not heal even after a longer period of cimetidine
therapy and can be considered as being 'refractory' or
resistant to standard treatment.

In this study a refractory duodenal ulcer was arbitrarily
defined as one that had failed to heal completely after
treatment with cimetidine Ig daily for three months. Of
66 patients with refractory duodenal ulcer, healing even-
tually occurred in 37 patients, after,treatment for an
average 7.4 months. But 28 patients did not heal despite
treatment for an average of 9.4 months; and one patient
defaulted. In 41 patients the daily dose of cimetidine was
increased to 2g: the ulcers in 31 patients healed. In eight
patients the daily dose was increased to 3g and healing
occurred in four patients. Eighteen patients required
admission on 22 occasions because of severe symptoms
despite treatment. Nine patients underwent surgery but
in five the results were poor. Differences in clinical and
endoscopic features between refractory and non-refractory
ulcer patients were small. Acid and pepsin secretion were
similar and gastrin concentrations normal. Blood levels
of the drug and suppression of acid secretion were both
satisfactory. Identification of refractory ulcer patients at
the start of treatment was therefore not possible. Refrac-
toriness could occur at any time during the course of the
disease, previous treatment with cimetidine often having
resulted in rapid healing, but subsequent relapses were also
usually refractory. The cause of refractoriness remains
unknown and the rather poor results of surgery in this
series suggests that optimal management of these patients
remains to be determined. Refractoriness probably in-
dicates a changed natural history of the disease and in
some patients a more poor prognosis.

Source: Bardhan KD. Refractory duodenal ulcer. Gut 1984; 25: 711-717.
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