and vascular invasion is adequately assessed only in
resected specimens. For that reason any woman
having conservation surgery should be warned
that if histological examination of the resected
specimen shows adverse factors she will need a
mastectomy later.

While I accept that there may be no definite
evidence at present associating better local control
with improved survival, I think that most of us feel
uneasy when we see local recurrence in a conserved
breast and wonder whether we have jeopardised
that patient’s chances of long term survival.

Finally, and until we have a cast iron method of
detecting occult axillary lymph node metastasis
before surgery, a level II or III axillary dissection
must be performed in all patients having conser-
vation surgery for invasive carcinoma.

E ABENSON
Consultant surgeon
Breast Unit,
General Infirmary at Leeds,
Leeds LS1 3EX
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Use of aspirin in secondary
prevention of coronary heart
disease is rising

EprTor,—We can confirm Ray King and Jonathan
Denne’s findings of an increased use of low dose
aspirin in secondary prevention of cardiovascular
disease' and have a suggestion for why there may
be a difference in the prevalence of such treatment
between the sexes and how this might be overcome.

Throughout 1994 and 1995 the Burn Brae
Medical Group, a practice of six partners with
8200 patients in a market town, carried out three
audits of the subject. A computer search followed
by analysis of both computer and written notes
identified 531 patients with cardiovascular disease
(myocardial infarction 111, angina 304, transient
ischaemic attack or cerebrovascular accident 92,
and peripheral vascular disease 91; many patients
had more than one vascular disease). Initially
255 patients were taking aspirin (men 148/280
(53%), women 107/251 (43%)). At the end of the
second audit, after telephone contact or postal
questionnaire and invitation to a specific consulta-
tion with their general practitioner, the number
receiving low dose aspirin had increased to 342,
with a significant difference between the sexes (197
(70%) men, 145 (58%) women; P<0-01). In July
1995 we therefore carried out a third audit of
100 patients from the original cohort. All were
aged under 75 (50 men; 50 patients taking aspirin).
The response to a telephone or postal questionnaire
(85% response rate) showed no difference between
the sexes in the advice offered by general prac-
titioners, and heeded by patients, about stopping
smoking, taking exercise, reducing dietary fat, and
taking low dose aspirin. As would be expected,
those not taking aspirin were less likely to have
been given this advice (26/41 (66%) v 42/44 (95%)
for both sexes). Women were more likely to
complain that aspirin upset their stomach (7/43
(16%) v 3/42 (7%)).

One of the most interesting findings was that,
while the vast majority of patients (75) confirmed
that television, radio, newspapers, and magazines
were other sources of information about the benefits
of stopping smoking, taking exercise, and reducing
cholesterol, a considerable number (24) specifically
commented that they had not seen similar infor-
mation about low dose aspirin.
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We suggest that, although low dose aspirin is
being increasingly prescribed, general practitioners
should give specific advice to take aspirin to all
high risk patients. Possibly women are less tolerant
of low dose aspirin than men. Finally, national
health educational bodies should target the media
to increase society’s knowledge of the benefits of
low dose aspirin in the secondary prevention of
cardiovascular disease.

AJCARNEY
Medical student
Addenbrooke’s Hospital,

Cambridge CB2 2QQ
T A CARNEY
General practitioner
Burn Brae Medical Group,
Hexham,
Northumberland NE46 2ED
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Misoprostol in patients taking
non-steroidalanti-inflammatory
drugs

Analysis excluded important events

Eprror,—N Maiden and R Madhok’s editorial'
highlights the rough halving of the incidence of
serious gastrointestinal complications associated
with non-steroidal anti-inflammatory drugs that
was achieved with coadministration of misoprostol
in a recent trial in almost 9000 patients.”? The
authors point out the relevance of these results to
clinical practice by adopting the valuable “numbers
needed to treat” approach advocated by Cook and
Sackett.’ They do not, however, take into account
that the study’s statistical power was based on
the overall rate of serious upper gastrointestinal
events, incorrectly asserting that bleeding was no
less common in patients taking misoprostol. They
therefore focus inappropriately on, and apply the
number needed to treat values solely to, one
subgroup of events (perforation and gastric outlet
obstruction). Consequently, the risk-benefit
implications of the overall results are not explored
fully. This exclusion of events regarded as serious
by predefined criteria gives a misleading per-
spective.

The serious events comprising the primary end
point (perforation, gastric outlet obstruction,
and bleeding) showed a 68% higher incidence in
the group unprotected by misoprostol; this was
attributable to 17 additional cases, of which eight
were associated with bleeding. Number needed to
treat analysis, if it is to help determine the overall
benefit to the community in both medical and cost
terms, must at least take account of all the events
on which the primary end point was based.

On an annualised basis the number who would
have to be treated with misoprostol to prevent one
such serious event was 132. Within this figure
there was substantial variation among high risk
groups (table 1). These data suggest that age
groups other than just those over 75 receive sig-
nificant benefit from coadministration of miso-
prostol, and the data are comparable to those

Table 1—Number of patients who would need to be
treated for one serious event to be prevented

No to be treated to
prevent one
serious event
All  Age Age
Patients ages =65 =75
All 132 110 150
With previous cardiovascular disease 02 71 72
With previous peptic ulcer disease 26 20 1

With previous gastrointestinal bleeding 20 16 7

for other prophylactic treatments, such as anti-
hypertensive drugs, that are routinely used to
prevent complications of comparable severity.*
Furthermore, an annualised rate of 1-5% for
serious iatrogenic gastrointestinal complications?
suggests that these complications are arguably
relatively common, rather than “relatively rare” as
the editorial suggests. Complications induced
by non-steroidal anti-inflammatory drugs are,
for example, 50-100 times more common than
thromboembolism in women taking oral contra-
ceptives and carry a fivefold greater risk of death,
with an annual mortality of the same order as that
from carcinoma of the cervix or asthma. The
40-50% reduction in serious complications pro-
vided by misoprostol needs to be considered in this
context.

M]JSHIELD
Medical director
SV MORANT
Manager of biometrics
Searle,
PO Box 53,
High Wycombe HP12 4HL
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This reduction in risk is deemed worth
while in other circumstances

Eprror,—In their editorial N Maiden and R
Madhok discuss the prophylactic use of miso-
prostol in patients over 65 who are taking non-
steroidal anti-inflammatory drugs.' They conclude
that 493 patients would need to be treated to
prevent one gastrointestinal complication (defined
as perforation or gastric outlet obstruction).
Despite acknowledging the potential deaths
arising from such events they do not recommend
universal prescription of misoprostol, stating as
a major reason the relatively large number who
would have to be treated, along with the side effects
and cost.

This reduction in risk could, however, be com-
pared favourably with other, better established,
aspects of prevention in medicine. For example,
the Medical Research Council’s trial of treatment
of mild hypertension in 1985 concluded that one
stroke could be prevented for every 850 patient
years of treatment with antihypertensive drugs.’
Yet few people would deny the potential side
effects or cost involved in this commonplace
primary care intervention. Another, more topical
example concerns dilemma faced by those
women deciding whether to continue to take a
third generation oral contraceptive. In fact, over
330000 women would have to change their pill
from one containing gestodene or desogestrel to an
older combined pill to prevent one death from
venous thromboembolism a year.” Nevertheless,
this small scale of risk does not seem to have
prevented the prompt issue of specific warnings
from the Committee on the Safety of Medicines
to the publict or from the Family Planning
Association to the profession.’

The decision to intervene therapeutically in any
given situation obviously depends on a variety of
medical and social factors. Being consistent with
regard to the true risks and benefits is evidently
still a long way down on our list of priorities.

PAUL BLENKIRON
Registrar in psychiatry
Bootham Park Hospital,
Bootham,
York YO3 7BY
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Authors’ reply

Eprtor,—M ] Shield and S V Morant agree with us
about the usefulness of deriving values for the
number of patients needed to be treated with
misoprostol to prevent serious upper gastro-
intestinal complications associated with non-
steroidal anti-inflammatory drugs. We disagree,
however, with their criticism of our exclusion of
gastrointestinal haemorrhage from the number
needed to treat analysis in our editorial. This
approach was justified as misoprostol does not
significantly reduce the incidence of gastro-
intestinal bleeding.' Data so far presented support
the application of the number needed to treat
calculation to only the less common complications
of perforation and gastric outlet obstruction.

Furthermore, halving the derived value for the
number needed to treat for the six month data to
obtain an annualised figure seems inappropriate.
To extend the data beyond their validity in this way
is misleading. Similarly, the calculated annualised
rate of serious gastrointestinal complications
induced by non-steroidal anti-inflammatory drugs
may also be inaccurate.

The additional data provided by Shield and
Morant—the number needed to treat in two age
groups—are useful. As Silverstein et al/ do not
indicate that the misoprostol and placebo groups
had been stratified with regard to cardiovascular
disease, we are uncertain about the accuracy of
the number of patients with prior cardiovascular
disease who need to be treated to prevent one
serious event.

Since misoprostol prevents only perforation and
gastric outlet obstruction it would be useful to
identify risk factors for these events in isolation
from gastrointestinal bleeding to define the sub-
groups of users of non-steroidal anti-inflammatory
drugs who are most likely to benefit from miso-
prostol.

Finally, prophylactic treatments that are
routinely used are on the whole well tolerated, and
it must be remembered that 42% of patients
stopped taking misoprostol because of side effects.

RMADHOK
Consultant theumatologist
N MAIDEN
Senior house officer
Royal Infirmary,
Glasgow G4 OSF
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Patients’ understanding of
consent form should be checked
before participation in trial

EDrTor,—In their article on getting patients’
consent to enter clinical trials Elizabeth Wager and
colleagues emphasise the need for care in obtaining
informed consent.! In our psychopharmacology
research laboratory we routinely obtain informed
consent from heroin and cocaine users for par-
ticipation in clinical trials. More than a clearly
written, concise consent form is needed with
these potential subjects, since they vary greatly in
education and reading ability.

To ensure informed consent and to confirm the
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subject’s ability to understand potential risks and
benefits of participation we administer a brief
questionnaire after the prospective subject has
read the consent form. The questionnaire allows
us to confirm that the subject is literate and
understands the information in the consent docu-
ment. Knowledge of the purpose of the trial,
procedures, drug treatments, devices used,
amounts of biological fluids to be collected, time
required for participation, and potential risks is
confirmed by a member of the research team.
Responses to the questionnaire help us pinpoint
parts of the consent form that may be unclear.
Subjects who are unable to comprehend the consent
form or who have an unrealistic understanding of
participation in research do not participate.
TINA MELBY
Staff research associate
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AIDS associated with blood
transfusion and haemophilia in
Europe

Eprror,—S Franceschi and colleagues report
the incidence of AIDS associated with blood
transfusion and haemophilia in Europe and the
United States.” However, they provide little
information to help us understand these epidemics
and erroneously suggest that the higher incidence
in France than in other western European countries
could be attributed to a delay in screening blood
donations for HIV.

Rates of AIDS associated with blood transfusion
and haemophilia depend on the use of blood and
blood products, the general prevalence of HIV
infection, and measures to ensure the safety
of blood and blood products. These factors
have differentially influenced the patterns of the
two epidemics, which differ among and within
countries (fig 1).

Recipients of transfusions were mostly infected
by unscreened blood collected locally. Thus the

Associated with blood transfusion

incidence of AIDS associated with transfusion
depends largely on the prevalence of HIV in local
blood supplies. The more rapid spread of HIV in
France in the early 1980s than in most other
European countries (France accounts for one third
of all cases of AIDS diagnosed in Europe by 1984?)
may have contributed to, though cannot fully
explain, the higher rate of AIDS associated with
transfusion in France. In 1985 screening of blood
donations for HIV was introduced in the United
States (in March) followed by the Federal Republic
of Germany (April) and became systematic in the
Netherlands and Sweden (June); Italy (July);
Belgium, Finland, France, Greece, and Norway
(August); Denmark and Portugal (September);
Britain (October); and Switzerland (November).?
Thus France was not among the last to screen
donations systematically and the higher rate of
AIDS associated with transfusion cannot be attri-
buted to a delay in the implementation of screening.
More relevant is the implementation of recom-
mendations to exclude people at risk of HIV
infection from donating blood, which in many
countries predated screening for HIV by about
two years.’ In France, despite the existence of
such recommendations since 1983, some centres
continued collecting blood from prisoners—a
population at increased risk of HIV infection—
until 1990.¢

Haemophilic patients were primarily infected by
clotting factor concentrates from the United States
that had not been heat treated. Thus the incidence
of AIDS associated with haemophilia essentially
reflects the use of these concentrates. In Spain,
Britain, and the former Federal Republic of
Germany, where imported concentrates were used
extensively,’ the incidence associated with haemo-
philia is among the highest, while in Belgium,
Finland, and Norway, where treatment of haemo-
philia was largely based on cryoprecipitates,® the
incidence is the lowest. In France, despite relative
self sufficiency in the production of concentrates,’
the incidence associated with haemophilia is
relatively high, partly because the prevalence of
HIV in blood donations was high.

In eastern Europe, where the epidemic of
HIV infection is relatively recent and imported
concentrates were almost unavailable, AIDS
among recipients of transfusions and haemophilic
patients has been rare. The exception is in
Romania, where thousands of children were
infected by routine microtransfusion.

Thus, to understand the different dynamics of
AIDS associated with transfusion and haemophilia
by country, several factors should be considered,
among which the timing of the implementation of

Associated with haemophilia
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Fig 1—Cumulative incidence of AIDS associated with blood transfusion and haemophilia to end of 1994
{adjusted for delay in reporting) per million total population in western Europe
Data sources: European Centre for Epidemiological Monitoring of AIDS and Robert Koch Institute (for

Germany)
*Excluding former German Democratic Republic.
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