
Children poisoned with illegal drugs in Glasgow

Editor—Harkin et al reported the death of
a young child in Dublin caused by
methadone stored in a baby’s bottle.1 They
rightly encourage the routine supply of
measuring devices with methadone pre-
scriptions, although perhaps a more appro-
priate arrangement in families with young
children might be ongoing supervised
administration within a pharmacy, which
may also reduce the opportunity for resale
of the drug among drug misusers.

Such tragedies are not new.2 During
1998, among 315 children admitted for
observation and treatment for poisoning to
the Royal Hospital for Sick Children in
Glasgow, 22 had been poisoned with illicit
drugs or methadone (table). All came from
the local area. They included 11 preschool
children who had accidentally ingested
drugs, usually within the home. Methadone
played a part in three of these 11 cases,
although none was related to storage in
feeding bottles.

Some of these children were seriously
ill, and one required intensive care. A
further 11 children of school age were
admitted over the same period, primarily
poisoned by illicit drugs during experimen-
tal use or in the context of major psycho-
social problems.

These events, together with compara-
tively common accidental needlestick inju-
ries seen after exposure to discarded
injecting equipment, highlight the risks run
by young children living in households or
environments where illegal drugs or their
substitutes are used. They represent an addi-
tional issue to be considered in supervising
and protecting children in such families.
Jack Beattie Consultant paediatrician—emergency
medicine
Royal Hospital for Sick Children, Glasgow G3 8SJ

1 Harkin K, Quinn C, Bradley F. Storing methadone in
babies’ bottles puts young children at risk [letter]. BMJ
1999;318:329. (30 January.)

2 Molyneux E, Ahern R, Baldwin B. Accidental ingestion of
methadone. BMJ 1991;303;922-3.

Safety and effectiveness of
nurse telephone consultation
in out of hours primary care

Two interventions were combined as one

Editor—Lattimer et al report a randomised
controlled trial to show the safety and effec-
tiveness of nurse telephone consultations in
out of hours primary care.1 I accept that the
results showed a reduced workload for gen-
eral practitioners from the nurse interven-
tion, probably at an increased cost. For
methodological reasons, however, I am less
certain whether the results show safety.

Lattimer et al report that during
intervention periods, 49.8% of the calls
could be managed by the nurse alone with-
out referral to a doctor. This implies that
50.2% of the calls were assessed twice: once
by an experienced and specially trained
nurse using a systematic assessment with the
aid of decision support software and then by
the general practitioner in attendance. I
would expect that the improved diagnosis
and management in this subgroup would
lead to much better clinical outcomes than
in the control group, which had only one
assessment by the general practitioner. This
improved outcome could mask the poten-
tially poorer outcomes in the 49.8% of calls
handled by the nurse alone. By combining
the outcomes for essentially two interven-
tions (nurse alone and nurse and general
practitioner) into a single intervention
group, the issue has been clouded. I
therefore question the conclusion that nurse
telephone consultation is at least as safe as
existing out of hours care.

To convince a sceptic of the safety of
nurse telephone consultations, the out-
comes for patients managed by the nurse
alone should be compared with the out-
comes for matched patients in the control
group. I wonder whether the authors can
extract this information from their data. It
may be that the trial would have to run for
longer than one year to fulfil sample size
criteria for such a comparison.
Vikram Tanna General practitioner
Clarendon Medical Centre, Hyde, Cheshire
SK14 2AQ

1 Lattimer V, George S, Thompson F, Thomas E, Mullee M,
Turnbull J, et al. Safety and effectiveness of nurse telephone
consultation in out of hours primary care: randomised con-
trolled trial. BMJ 1998:317:1054-9. (17 October.)

Tolerance limits were too wide

Editor—Lattimer et al have provided some
valuable evidence for the effectiveness of
nurse telephone consultations as part of the
NHS direct service due to be implemented
by 2000.1

The equivalence limits of 80-125% cho-
sen for analysis of the outcome measure of
death within 7 days of call seem rather arbi-
trary. We question whether a tolerance level
of 25% excess of deaths is acceptable for an
intended nationwide scheme.

A more reasonable approach might
have been to estimate the difference in rates
of death between the two arms of the study.
This would have allowed readers to make
their own decisions about acceptable limits.
Kate Blackmore 4th year medical student
K.J.Blackmore@ncl.au.uk

Louise Dodd 4th year medical student
Samantha Twist 4th year medical student
Department of Epidemiology and Public Health,
Newcastle University Medical School, NE2 4HH

1 Lattimer V, George S, Thompson F, Thomas E, Mullee M,
Turnbull J, et al. Safety and effectiveness of nurse
telephone consultation in out of hours primary care: ran-
domised controlled trial. BMJ;317:1054-9. (17 October.)

Authors’ reply

Editor—Tanna is correct when he states that
questions remain pertaining to differences
between those patients who accepted nurse
advice in our trial and those who experienced
the usual on-call system. We noted this in the
discussion section of our paper and gave a
brief explanation of the methodological diffi-
culties associated with conducting a compari-
son such as Tanna proposes.1 The trial does
not answer the question of whether there
were patients who should have been referred
to the general practitioner on call or who
should have been admitted to hospital and
were not, but we have no evidence that it did
happen, and it is clear that if it did it did not
lead to an excess of deaths. Further work
remains, however, on establishing criteria for
continuous quality improvement for tele-
phone consultation services.

Blackmore et al are also correct when
they call our equivalence limits arbitrary. It is
perfectly possible to estimate the difference
in rates between the two arms of the study, as
we have provided the number of events, the
denominator population, and the period of
time over which the study took place. Since
we planned an equivalence trial, however, we
will not be making this comparison, as we
did not make a prior hypothesis about any

Children poisoned with illegal drugs in Glasgow
(No)

Drug
Preschool

(n=11)
School age

(n=11)

Methadone 3 0

Amphetamine 5 3

Ecstasy 1 2

Cannabis 1 1

LSD 1 2

Heroin 0 1

Unknown stimulant 0 2
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such difference. It is then possible to
compare the significance of the difference
between the rates at, say, the 5% level. It is
important to realise, however, that 5%, 1%,
or 0.1% are all themselves arbitrary levels of
significance, and that it is just as impossible
to prove difference as it is to prove
equivalence. It is also important to realise
that the equivalence limits set around an
expected number of deaths must encompass
not only the point estimate of the observed
number of deaths but also the confidence
intervals surrounding it. For a rare event
such as death, these confidence intervals can
be wide unless large numbers of cases are
used. The narrowing of these limits would
have increased the already large numbers of
cases required in our study, and thus its
costs, beyond the budgets of potential fund-
ing bodies.

Our trial provides only the first evidence
for the safety and effectiveness of nurse tele-
phone consultation. Work now remains to
establish the safety and effectiveness of vari-
ations to the system including software,
training, and overall organisational structure
of telephone consultation services.
Steve George Director
Val Lattimer Medical Research Council senior
research fellow
University of Southampton, Health Care Research
Unit, Southampton General Hospital,
Southampton SO16 6YD
pluto@soton.ac.uk
On behalf of the South Wiltshire Out of hOurs
Project (SWOOP) Group

1 Lattimer V, George S, Thompson F, Thomas E, Mullee M,
Turnbull J, et al. Safety and effectiveness of nurse telephone
consultation in out of hours primary care: randomised con-
trolled trial. BMJ 1998;317:1054-9. (17 October.)

Clinical trials

Simple megatrials are not sufficient

Editor—No one should argue with Peto and
Baigent about the dangers of basing clinical
practice on flawed “outcomes research” or
isolated, undersized, randomised trials,1 but
the simple megatrial may not be the ideal
model for the next 50 years. Although such
trials have taught us not to expect a
predictable physiological response from our
treatments but merely an improvement in the
odds of successful outcome, the homogenis-
ing effect of large numbers may still disguise
important variations in response. Attempts to
explore these variations through subgroup
analysis are widely condemned because of
the perceived association with retrospective
data dredging, so that the theoretical knowl-
edge of clinicians and the individuality of
patients are seen as increasingly less relevant
to decisions about treatment.

The trials that Peto and Baigent advo-
cate focus on hard end points, such as
deaths, which may be rare in some patient
groups and of limited relevance in others.
The ageing of the world’s population may be
the greatest global challenge to be faced in
the next 50 years, and we will become less
concerned with the length of survival in old
age than with its quality. Many treatments

will be evaluated in terms of their effects on
“healthy active life expectancy” or on the
duration and severity of “terminal depend-
ency” rather than on mere survival. Com-
paratively simple measures of dependency
are available for this purpose, but trial follow
up will mean more than just a body count.

Older people are physiologically
diverse, and we will need to look for qualita-
tive as well as quantitative differences in
treatment response in different subgroups.
Trials will need to estimate not just the aver-
age effect of treatments but the benefits and
risks in all important subgroups, so, despite
high event rates, even large trials will be
unlikely to answer all the relevant questions
about a particular treatment.

Over the next 50 years the monolithic
megatrial should therefore be replaced by
planned collaborations between smaller
studies, addressing different aspects of the
same broad research question and using an
agreed system for classifying patient sub-
groups, interventions and outcomes.2 3 This
would overcome the limitations of retro-
spective meta-analysis, and clinicians would
participate to a greater extent in defining the
research questions and agreeing on classifi-
cations. The risks and benefits of treatment
would become clear, and the focus of uncer-
tainty would gradually change. Clinicians
could then use their clinical skills, as well as
the latest accumulated research evidence, to
select the best treatment for individual
patients.
David Barer Professor of stroke medicine
Queen Elizabeth Hospital, Gateshead, Tyne and
Wear NE9 6SX
d.h.barer@ncl.ac.uk

1 Peto R, Baigent C. Trials: the next 50 years. Large scale
randomised evidence of moderate benefits. BMJ 1998;
317:1170-1. (31 October.)

2 Barer D, Ellul J. From meta-analysis to epi-analysis: the
European Stroke Database Project. In: Fracchia G,
Haavisto K, eds. European medicines research, perspectives in
clinical trials. Cambridge: European Conference Publica-
tions, 1996:157-64.

3 Gladman J, Barer D, Langhorne P. Specialist rehabilitation
after stroke. BMJ 1996;312:1623-4.

Randomised database studies could serve
as new strategy

Editor—The issue of the BMJ on 50 years of
randomised controlled trials1 clarifies future
challenges to clinical trials—for example, the
need to find ways of increasing the size of
randomised studies,2 the increasing demand
for high quality research in primary care,
and the need to translate evidence into
practice. The main limitation of randomised
clinical trials is the fact that while they do
show whether new drugs work (efficacy) they
do not show if they really work in clinical
practice (effectiveness).

Although the need to conduct “natural-
istic” studies was postulated 20 years ago,3 an
adequate methodology to conduct them has
not been developed yet. Pragmatic clinical
trials and database analyses have been the
two main methods proposed to assess the
effectiveness of treatments. Their inherent
limitations—problems of external and inter-
nal validity, respectively—have, however, not
been completely resolved. For Peto and

Baigent, the key question is how a really
large number of patients can be randomised
in practice.2 We believe that the main
challenge is in the development of a new
strategy capable of maintaining the main
advantages of clinical trials (randomisation)
and database analyses (capturing the full
range of treatments and outcomes that
occur in the normal course of medical prac-
tice). Our group has recently suggested
including randomisation modules in com-
puter based patient records, if possible.4 This
would help to conduct “randomised data-
base studies” that can simultaneously use
experimental as well as observational meth-
ods to assess the effectiveness of drugs.

Randomised database studies could be
used to conduct large, long term studies and
investigate outcomes of importance to clini-
cians and patients. We agree with Peto and
Baigent that simplicity and flexibility should
be two of the main aspects influencing the
design of these studies. The progressive
implementation of clinical practice guide-
lines and new computer support systems for
prescribing might help to identify the best
diagnostic and therapeutic options in every
clinical situation. The application of ran-
domisation using computer based clinical
reports (the integration of research into
daily clinical practice) could contribute to
studying the problems where they come up.
This would help to improve the quality of
health care and enable quicker acceptance
and incorporation of research results into
clinical practice.
José Antonio Sacristán Clinical pharmacologist
Inès Galende Clinical pharmacologist
Spanish Group for the Study of Methodology in
Clinical research, E-28230 Madrid, Spain

1 BMJ 1998;1167-72; 1177-1212; 1217-48. (31 October.)
2 Peto R, Baigent C. Trials: the next 50 years. BMJ 1998;

317:1170-1. (31 October.)
3 Lasagna L. A plea for the “naturalistic” study of medicines.

Eur J Clin Pharmacol 1974;7: 153-4.
4 Sacristán JA, Soto J, Galende I, Hylan TR. Randomised

database studies: a new method to assess drugs’
effectiveness? J Clin Epidemiol 1998;51:713-5.

Prescribing antibiotics for sore
throats

Rapid tests are invaluable tools

Editor—I found Butler et al’s article
interesting.1 In Norway problems with resist-
ant bacteria are few and have been stable for
10 years. Important reasons for this may be
the low total prescriptions for antibiotics
and the high proportion of penicillin V pre-
scribed. Prescriptions for antibiotics have
decreased by 10% since 1993. One of the
reasons for this may be the use of rapid tests
in general practice.

A rapid test for detection of group A
streptococci (sensitivity and specificity
> 90%) provides results within 5 minutes. As
group A streptococci are the only cause of
sore throat that should be treated with peni-
cillin V,2 this can potentially reduce prescrip-
tions. As test results are known quickly, the
patient can be told why penicillin V would or
would not be prescribed.
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In a recent study we showed that a rapid
test for C reactive protein performed in gen-
eral practice and giving results within 10
minutes can be used to identify patients with
respiratory tract infections who need antibi-
otics.3 The test reduced antibiotic intake by
one quarter. We believe that this test is one
of the best tools to exclude bacterial causes
of acute bronchitis and is also a good peda-
gogic tool.

After 15 years in general practice I
perceive that attitudes towards antibiotics
have changed. Often parents, knowing from
the results of rapid tests that their child
probably has a viral infection, are pleased
that antibiotics will not be required.

I look forward to more research on this
important topic: perhaps the effect of use of
a rapid test and how this would affect the
rate of prescribing and patients’ attitudes?
Morten Lindbæk associate professor
Department of General Practice, University of Oslo,
PO Box 1130 Blindern, N-0318 Oslo
morlind@vestfoldnett.no

1 Butler CC, Rollnick S, Pill R, Maggs-Rapport F, Stott N.
Understanding the culture of prescribing: qualitative study
of general practitioners’ and patients’ preceptions of anti-
biotics for sore throats. BMJ 1998;317:637-42. (5 Septem-
ber.)

2 Dagnelie CF, van der Graaf Y, de Melker RA. Do patients
with sore throat benefit from penicillin? A randomized
double-blind placebo-controlled clinical trial with penicil-
lin V in general practice. Br J Gen Pract 1996;46:589-93.

3 Lindbæk M, Hjortdahl P. C-reactive protein in primary
care—a useful diagnostic tool in infections. Tidsskr Nor
Lægeforen 1998;118:1176-9.

Prophylaxis against malaria

Preventing mosquito bites is also effective

Editor—Berger’s list of measures for protect-
ing travellers against malaria is extremely
useful.1 The particular emphasis on compli-
ance with drug regimens should not, how-
ever, detract from the importance of strict
adherence to effective measures for prevent-
ing contact with mosquitoes and bites. No
drug is totally effective, and in areas of low
transmission the risk of adverse events attrib-
uted to chemoprophylaxis may well exceed
the benefit of avoided infections.2

Although the World Health Organis-
ation advocates protection against mosquito
bites as the first line of defence against
malaria, the basis for this recommendation
has until recently been questionable.3

Evidence for a protective effect of insect
repellants applied to the skin, air condition-
ers, fans, coils, vaporising mats, and long
sleeved clothing has been largely specula-
tive; use of these measures has been shown
to result in decreased feeding by mosquito
vectors, but direct evidence of a protective
effect against malaria infection has not been
gathered. Use of personal protection meas-
ures may have been compromised by widely
publicised reports of encephalopathic reac-
tions in children associated with the most
widely used insect repellant, diethyltolu-
amide (DEET), and the nonchalance of
many travellers.

This is exemplified by the results of a
postal survey of visitors to the Kruger

National Park, South Africa, during the sea-
sonal high risk period. Over 95% (7034/
7387) of tourists provided responses to the
section investigating use of personal protec-
tion measures. Altogether 912 (13%) of
these travellers used no personal protection
measures and only 1209 (17.1%) used four
or more. Neglect of these measures was
positively associated with non-use of chemo-
prophylaxis, with 17.3% of tourists who were
not taking chemoprophylaxis neglecting to
use personal protection measures com-
pared with 11.9% of those who were
(÷2 = 28.24, df = 1; or Fisher’s exact
P < 0.001).

The most commonly used personal pro-
tection measures were insect repellants
applied to the skin (by 5525 people), long
sleeved clothing (by 2815), socks and shoes
(by 2374), coils (by 1651), and vaporising
mats (by 1076). Specific effective protection
measures were little used, particularly
aerosolised insecticides, usually synthetic
pyrethroids, administered by spraying under
pressure by a handled canister, much like a
large deodorant can (by 548), bed nets (by
49) and impregnation of clothing with
insecticide (by 12). Some travellers relied on
ineffective measures, including ultrasonic
buzzers (12 people), alcohol consumption
(9), and ingestion of garlic (4).

Two recent papers are enlightening. A
review of the toxicity of diethyltoluamide
showed only two case reports of systemic tox-
icity after topical application in adults and 13
of encephalopathic toxicity in children
despite 40 years of extensive use.4 A question-
naire survey of over 100 000 European tour-
ists to east Africa found that air conditioned
rooms (÷2 = 4.01, P = 0.05) and clothing that
covered arms and legs (÷2 = 5.25, P = 0.02)
effectively reduced the risk of malaria.5 Regu-
lar use of all or some of the four most impor-
tant personal protection measures (air condi-
tioned room and/or bed net, adequate
clothing, insecticides and/or coils, repellants)
reduced the risk of malaria to about half
compared with that of other travellers using
no such precautions (÷2 = 8.47, P = 0.04).

Geographic knowledge of the distribu-
tion, drug resistance, and prevalence of
malaria should be used to determine the
type and necessity of chemoprophylaxis.
Travellers should also be aware of the best
personal protection measures against mos-
quito bites.
David N Durrheim Consultant in communicable
disease control
Mpumalanga Department of Health, Private Bag
X11285, Nelspruit 1200, South Africa
daved@social.mpu.gov.za

Peter A Leggat Associate professor
School of Public Health and Tropical Medicine,
James Cook University, Townsville, Queensland
4811, Australia
Competing interests: None declared.
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Preferred prophylaxis varies by region

Editor—Reid et al’s lesson of the week on
prophylaxis against malaria, and Berger’s
science commentary on it, made me think
yet again how regional preferences affect the
choice of prophylaxis against malaria.1

British travellers are currently in the
invidious position of choosing between
mefloquine, which in most people’s minds
has a terrifying reputation, and the relatively
ineffective combination of chloroquine and
proguanil. Passing reference is made to
pyrimethamine with dapsone (Maloprim),
which is indicated for few destinations. Why
is doxycycline—a drug that is deemed
important for malaria prophylaxis by the
rest of the world—not even mentioned?
There is good clinical evidence that it is
effective,2−4 and it has the advantage of not
being tainted by media reports. Interestingly,
North America steadfastly continues to
ignore the existence of proguanil—further
perpetuating another anachronistic
regional idiosyncrasy.
Andrew Jamieson Medical director, British Airways
travel clinics (South Africa)
PO Box 2631, Knysna 6570, South Africa
aj.plett@pixie.co.za
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Felton JM, et al. Malaria at Christmas: risks of prophylaxis
versus risks of malaria. [With science commentary by A
Berger.] BMJ 1998;317:1506-8. (28 November.)
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for travelers. JAMA 1997;278:1767-71.
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Fryauff DJ, et al. Mefloquine compared with doxycycline
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Doxycycline for malaria prophylaxis in Australian soldiers
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More studies of mefloquine prophylaxis
must be done in tourists

Editor—In their paper on the risks of
malaria to travellers Reid et al state categori-
cally that mefloquine is the most effective
antimalarial agent.1 Unfortunately, they
adduce only one study in general travellers
in support of this view.2

The much cited study by Steffen et al was
an uncontrolled, questionnaire based survey
of non-immune tourists visiting east Africa.2

The tourists were taking either mefloquine
(once a week) or one of the other antimalarial
drug regimens commonly prescribed at that
time. Because of the limitations of its design
this survey does not show conclusively that
mefloquine is any more or less effective than
the other compounds assessed.

Steffen et al’s survey was funded wholly
by the manufacturers of mefloquine
(Roche), but Reid et al do not mention this
potential for bias; one of Reid’s coauthors
recently declared elsewhere in the BMJ that
he has received research funds from Roche.3

Reid et al cite no evidence that mefloquine is
more effective than other more recent
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antimalarials that are available for travellers,
such as doxycycline and atovaquone-
proguanil (now licensed for prophylaxis in
Denmark).

It was pointed out a decade ago that the
effectiveness of prophylactic mefloquine
needs to be evaluated rigorously by means
of a randomised controlled trial in appropri-
ately characterised travellers.4 Such a trial
has still not taken place.5 Reid et al castigate
the media for spreading confusion about
mefloquine’s adverse effects, but we believe
that the media have performed a valuable
service to travellers by highlighting an area
of clinical practice that is governed by opin-
ion rather than sound scientific evidence.

Members of the public who seek medical
advice before travelling expect a clear and
unambiguous exposition of the benefits and
harms of any prophylactic drugs that they
may be advised to take. Such advice needs to
be informed by evidence from randomised
controlled field trials carried out recently in
tourists and business travellers. Studies
carried out on soldiers undergoing training,
prisoners, and non-travelling occupational
groups (such as Peace Corps volunteers) are
not an adequate substitute for well designed
field trials in an appropriate travelling popu-
lation.5 Instead of criticising the media we
should devote our energies to ensuring that
this research now takes place.
Ashley M Croft Consultant in public health medicine
Headquarters Defence Secondary Care Agency,
Ministry of Defence, London WC2H 8LD

Dominic P Whitehouse Physician
Institute of Occupational Health, University of
Birmingham, Birmingham B15 2TT
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National code of marketing of
formula milks is not properly
enforced in Sri Lanka
Editor—Gunasekera and Gunasekera, in
their letter, state that advertising and
promoting the use of formula milk as a sub-
stitute for breast feeding are prohibited in
Sri Lanka.1 This may lead us to believe that
the enforcement of the national code of
marketing of breastmilk substitutes is being
properly carried out in Sri Lanka. I am
afraid that this is not the case. Advertise-
ments for formula milk not in keeping with
the spirit and principles of the code
continue to appear—even in some of the
medical journals in Sri Lanka.

As one of the respondents to the
national questionnaire survey on breast
feeding referred to in the letter, I made the

point then (in 1996), and I make it now, that
the national surveillance and monitoring
mechanism to ensure compliance with the
national code is ineffective. Without an
effective mechanism for monitoring and
proper implementation of the code, the
power of advertising of breastmilk substi-
tutes, rather than scientific knowledge about
breast feeding, will influence healthcare pro-
fessionals’ attitudes to the promotion and
protection of breast feeding.
Terence Perera Former senior public health
administrator, family health, WHO South East Asia
Region
16 Layards Road, Colombo 5, Sri Lanka

1 Gunasekera DP, Gunasekera PC. Breast feeding: the baby
friendly initiative. BMJ 1998;317:1386. (14 November.)

Cholesterol screening and
management guidelines

Having several guidelines is confusing

Editor—Unwin et al highlight the fact that
several widely available guidelines for the
management of hyperlipidaemia give con-
flicting advice for the primary prevention of
cardiovascular disease.1 Some of the issues
deserve further scrutiny.

The New Zealand guidelines are based
entirely on the ratio of total to high density
lipoprotein cholesterol concentrations for
calculation of the absolute risk of cardiovas-
cular disease over five years.2 The American
national cholesterol education program,
however, clearly says that it does not recom-
mend use of the ratio of either total or low
density lipoprotein cholesterol to high den-
sity lipoprotein cholesterol3; instead it
recommends use of the absolute high and
low density lipoprotein cholesterol concen-
trations. The rationale behind this is that
these concentrations are independent risk
factors with different determinants; combin-
ing them into a single number conceals
information about either or both, which
might be important for making clinical deci-
sions. A patient with raised total, high
density lipoprotein, and low density lipopro-
tein cholesterol concentrations (a common
clinical problem) falls into either the low risk
category or the high risk category depend-
ing on whether the ratio or absolute values
are used.

The New Zealand guidelines,2 guidelines
of the European Atherosclerosis Associ-
ation,4 and Sheffield tables5 are based largely
on age and sex, unlike the guidelines of the
American programme,3 which are not; the
American guidelines mention, however, that
the risk is higher in men than in women. Use
of these guidelines would therefore be asso-
ciated with the highest number of patients
requiring antilipid treatment.

Only the American guidelines give clear
guidance on when measurement of high
density lipoprotein cholesterol is indicated
in patients with hyperlipidaemia. Measure-
ment of this concentration is labour
intensive and expensive and therefore has
major implications for laboratories. The

New Zealand guidelines necessitate
measurement of high density lipoprotein
cholesterol in all patients, which would
increase the cost substantially. Financial
implications may be an important factor for
NHS trusts deciding on their policy for
managing hyperlipidaemia.

Patients are often bewildered when
different doctors give them conflicting
advice about antilipid treatment. Just as too
much of anything is undesirable, too many
guidelines end up confusing both patients
and doctors.
Sudha Bulusu Consultant chemical pathologist
Chemical Pathology Department, Newham General
Hospital, London E13 8RU
newham.pathology@virgin.net
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of high blood cholesterol in adults (adult treatment panel
2). Circulation 1994;89:1333-45.

4 Pyorala K, Backer GD, Graham I, Poole-Wilson P, Wood D
on behalf of the task force. Prevention of coronary heart
disease in clinical practice: recommendations of the task
force of the European Society of Cardiology, European
Atherosclerosis Society and European Society of Hyper-
tension. Eur Heart J 1994;15:1300-31.

5 Ramsay I, Haq I, Jackson P, Yeo W. The Sheffield table for
primary prevention of coronary heart disease: corrected.
Lancet 1996;348:1251-2.

Policy based on Sheffield table fully
satisfies authors’ criteria

Editor—One important point is incorrect
in the discussion in Unwin et al’s paper
comparing guidelines for screening for and
treating raised cholesterol concentrations.1

The guidelines examined were not all based
on consensus development without the
evidence or the economic and service impli-
cations being considered.

The Sheffield table,2 which forms the
basis of the guidance in the Drugs and Thera-
peutics Bulletin and the guidance from the
Standing Medical Advisory Committee, was
developed after we considered the clinical
trial evidence; we set out the number needed
to treat, cost effectiveness, population impli-
cations, and total cost of statin treatment at
different levels of absolute risk of coronary
heart disease. At the risk of a coronary heart
disease event proposed for primary preven-
tion (3% a year) the number needed to treat
for five years is 202 3; the cost effectiveness is
about £6700 per life year gained4; and the
total cost of full implementation would be
about one quarter of the drugs bill at current
prices of statins.3 4 At this threshold of risk
we predicted that statin treatment would be
needed by 8.2% of British adults,2 3 a figure
close to the 8.6% observed by Unwin et al.

We have also examined formally the
accuracy of the Sheffield table for targeting
treatment appropriately.5 A policy based on
the Sheffield table satisfies fully the criteria
set out by Unwin et al and should not be
bracketed with other guidelines that do
indeed have the important shortcomings
which they highlight. It is simple, accurate,
and evidence based and takes costs and
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resources into account; it is unfortunate that
these authors and others have failed to
recognise this.
Lawrence E Ramsay Professor of clinical
pharmacology and therapeutics
E J Wallis Research assistant
e.j.wallis@sheffield.ac.uk

I U Haq Specialist registrar
P R Jackson Reader
W W Yeo Senior lecturer
Clinical Pharmacology and Therapeutics Division
of Clinical Sciences, Royal Hallamshire Hospital,
Sheffield S10 2JF

1 Unwin N, Thomson R, O’Byrne AM, Laker M, Armstrong
H. Implications of applying widely accepted cholesterol
screening and management guidelines to a British adult
population: cross sectional study of cardiovascular disease
and risk factors. BMJ 1998;317:1125-30. (24 October.)

2 Ramsay LE, Haq IU, Jackson PR, Yeo WW, Pickin DM,
Payne JN. Targeting lipid-lowering drug therapy for
primary prevention of coronary disease: an updated
Sheffield table. Lancet 1996;348:387-8.

3 Haq IU, Ramsay LE, Pickin DM, Yeo WW, Jackson PR,
Payne JN. Lipid-lowering for prevention of coronary heart
disease: what policy now? Clin Sci 1996;91:399-413.

4 Pickin DM, Payne JN, Haq IU, McCabe CJ, Yeo WW,
Jackson PR, et al. HMG CoA reductase inhibitor treatment in
the prevention of coronary heart disease. Sheffield: Trent Insti-
tute for Health Services Research, Universities of Leicester,
Nottingham, and Sheffield Working Group on Acute Pur-
chasing, 1996. (Guidance notes for purchasers 96/04.)

5 Haq IU, Jackson PR, Yeo WW, Ramsay LE. A comparison
of methods for targeting CHD risk for primary prevention.
Heart 1997;77(suppl 1):36.

Effects of NSAIDs on bone
healing have been widely
reported in maxillofacial
journals
Editor—Stone and Richards imply in their
letter that a well designed trial in humans is
required to study the possible detrimental
effects of non-steroidal anti-inflammatory
drugs on bone healing.1 This is not
necessary. Maxillofacial journals have pub-
lished an abundance of reports studying the
effects of various non-steroidal anti-
inflammatory drugs on pain relief after the
surgical removal of third molars.2–4 The heal-
ing dental socket replicates the biology of
fracture healing. These various studies
randomised patients to placebo or non-
steroidal anti-inflammatory drug; they did
not specifically study bone healing, but the
authors would have been obliged to report
any adverse effects and they did not report
any delay in bone healing.

Varghese et al’s work on rodents should
not be extrapolated to the clinical situation
and seems to be of only academic or veteri-
nary interest.5 Not only would a trial be
unnecessary but it would also be of
questionable ethics if it deprived patients of
these valuable and effective drugs.
Daryl Godden Specialist registrar
Department of Maxillofacial Surgery, Manchester
Royal Infirmary, Manchester M13 9WL

1 Stone PG, Richards E. NSAIDs need not usually be
withheld after orthopaedic surgery. Letter BMJ 1998;317:
1079. (17 October.)

2 Hyrkas T, Ylipaavalniemi P, Oikarinen VJ, Paakkari I.
Preoperative intravenous diclofenac for postoperative pain
prevention in outpatients. Br J Oral Maxillofac Surg
1993;31:351-4.

3 Walton GM, Rood JP, Snowdon AT, Rickwood D. Ketorolac
and diclofenac for postoperative pain relief following oral
surgery. Br J Oral Maxillofac Surg 1993;31:158-60.

4 Seymour RA, Ward-Booth P, Kelly JP. Evaluation of differ-
ent doses of soluble ibuprofen and ibuprofen tablets in

postoperative dental pain. Br J Oral Maxillofac Surg
1996;34:110-4.

5 Varghese D, Kadakat S, Patel H. Non-steroidal anti-
inflammatories should not be used after orthopaedic
surgery. BMJ 1998;316:1390. (2 May.)

People are “participants” in
research

Further suggestions for other terms to
describe “participants” are needed

Editor—Congratulations to Boynton for
suggesting that the word “subject” should be
banned from reports of research on
humans.1 It was Curt Meinert, formerly edi-
tor of Controlled Clinical Trials, who first
pointed out to me that the word “subject” is
demeaning. Although I changed my termi-
nology from that moment on, I found it dif-
ficult to persuade others. I was particularly
disappointed that I failed in 1989 to
persuade a lay group—Consumers for Ethics
in Research—to purge the organisation’s lit-
erature of the word.

In an article published in 19953 I
suggested that medical researchers would
do well to follow the example set by the Brit-
ish Psychological Society.4 After noting that
psychologists owe a debt to those who agree
to take part in their studies, who therefore
deserve to be treated with the highest stand-
ards of consideration and respect, the
society recommended that the term “sub-
ject” should be abandoned and replaced by
“participant.”

I applaud the BMJ’s prompt and positive
response to Boynton’s suggestion. The jour-
nal will find that the term “participants” works
well for those types of research (such as con-
trolled trials) in which active involvement of
the people being studied is required,
although some may prefer the word “volun-
teers” to describe participants in non-
therapeutic research. Choosing appropriate
terms to describe people who were not
actively involved in the research being
reported (for example, because they were
dead) presents a greater challenge. “Patients”
may be appropriate in some circumstances,
but not all. Maybe organisations like Con-
sumers for Ethics in Research could help
researchers and medical journals by suggest-
ing appropriate terminology across the
whole spectrum of research designs.
Iain Chalmers Director
UK Cochrane Centre, NHS Research and
Development Programme, Oxford OX2 7LG
ichalmers@cochrane.co.uk

1 Boynton PM. People should participate in, not be subjects
of, research. BMJ 1998;317:1521. (28 November.)

2 Consumers for Ethics in Research. Newsletter 1989;No 1.
3 Chalmers I. What do I want from health research and

researchers when I am a patient? BMJ 1995;310:1315-8.
4 British Psychological Society. Code of conduct and ethical

principles. London: BPS, 1991:5.

Many people are not “participants” in
sense that this term was initially defined

Editor—The BMJ ’s decision to use the term
“participant” instead of “subject” for a
patient taking part in a clinical trial is well
intentioned but may cause confusion.1 I am

currently writing about a multinational trial
involving over 7000 patients, 800 clinical
investigators, 40 clinical monitors, 6 regional
coordinators, 6 members of the steering
committee, and many other staff in local and
regional centres and at the trial headquar-
ters. All these people are “participants” in
the trial. The issue is to find a term that
separates those who are randomised from
those who care for them and handle the
resulting data. This applies to all trials,
whether or not those who are being studied
have played any part in their design.

As most clinicians will testify, the term
“patient” no longer implies passivity. Is either
“subject” or “participant” really a better alter-
native to the use of this long established term
in most clinical research reports? In some
studies “patient” is inappropriate, as those
under investigation are not unwell. In this
case, although I do not like the term “subject”
(with its implications of subservience), it does
have a clarity that is lacking from the term
“participants.” An alternative for use in many
circumstances might be “volunteers.”

In truth, many of the implications of the
term “subject” remain accurate for most
clinical trials in which most subjects (and,
indeed, many other participants) are not,
and never can be, “active participants in the
process of deciding what research should
take place, commissioning research, inter-
preting the results, and disseminating the
findings.”1 It is laudable to suggest that every
trial should be designed with consumers in
mind but unrealistic to suggest that every
patient or volunteer can be a full participant
in that sense. Authors must not be
encouraged to claim that such participation
has taken place when it has not. The BMJ ’s
new policy may do this.
William Jackson Medical writer
The Old Chapel, High Street, Harwell, Didcot,
Oxfordshire OX11 0EX
WFJClin@aol.com

1 Boynton PM. People should participate in, not be subjects
of, research. BMJ 1998;317:1521. (28 November.)

2 Standing Advisory Group on Consumer Involvement in
the NHS Research and Development Programme. Aims
and values. Leeds: NHS Executive, 1998.

Pharmaceutical companies should follow
medical profession’s lead

Editor—We live in an increasingly account-
able and politically correct age. Everything
we write or say has to be quantified and
qualified, particularly in the medical press.
When the ABC of Sexual Health was
recently published in the BMJ the journal
occasionally warned on its front cover that it
contained sexually explicit material. Minerva
for some time now has required submissions
to her page to “include signed consent to
publication from the patient.” This even
applied apparently when the subject was a
3500 year old Egyptian mummy with
aspergillosis.1 “Subjects” are now to be called
“participants.”2 In addition, authors have to
declare competing interests and to state
sources of funding. Admirable requirements
indeed.

To maintain these high standards of
accountability I propose that the pharma-
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ceutical industry should come into line with
the medical profession. This could be
achieved by requiring all pharmaceutical
advertisements that contain photographs of
“patients” to carry a declaration that the
subject (or participant) indeed did, or does,
have the stated disease or ailment; is not an
actor or actress; and has benefited from
using the stated product. Furthermore, the
person in the photograph should have
agreed to be depicted in the given context,
and financial incentives should be declared.

Adverts often show happy faces (often,
curiously, of young and attractive people)
and some show “before and after” photo-
graphs. Perhaps pharmaceutical companies
are aware of the current discrepancy
between their and medical literature’s
accountability; cartoons are increasingly
being used, and one company has a long
association with a clown (the ultimate
anonymisation?).

If the pharmaceutical industry came
into line with the medical profession the dis-
crepancy between the scientific evidence of a
product’s efficacy and the image or photo-
graph displayed might remain. The image,
however, would be authentic and more
credible; most of all, the drug company
would be more accountable.
David Carvel Locum general practitioner
13 Edgemont Street, Glasgow G41 3EH
carvel@compuserve.com

1 Minerva. BMJ 1996;313:240.
2 Boynton PM. People should participate in, not be subjects

of, research. BMJ 1998;317:1521. (28 November.)

Reporting on quality of life in
RCTs

CONSORT guidelines should be
expanded

Editor—Sanders et al’s bibliographic study
on the frequency and detail of reporting on
quality of life data in randomised controlled
trials listed in the Cochrane Controlled
Trials Register is disturbing.1 Despite
increasing emphasis on patient centred out-
comes in all aspects of clinical practice and
research, less than 5% of trials reported on
quality of life and even fewer comprehen-
sively reported the quality of data using well
validated, familiar instruments.

Deyo and Patrick discussed methodologi-
cal, attitudinal, and conceptual barriers to the
use of quality of life assessments in research
in 1989.2 They noted the paucity of infor-
mation regarding the responsiveness, reliabil-
ity, validity, and psychometric characteristics
of most instruments. In the 1980s many
authors noted the problem of a confusing
array of instruments, including scales with the
same purpose.2 3 Feinstein et al noted 43
scales measuring activities of daily living.3

Deyo and Patrick suggested increased
reporting of studies that compared different
quality of life instruments in the same popu-
lation and comparing the use of generic
instruments in different diagnostic groups.
They also advocated testing any newly

developed instruments against well estab-
lished scales and the development of a
“quality of life research laboratory” to aid
researchers with the analysis and standardi-
sation of data on quality of life.2

In the light of Sanders et al’s study, all
trialists need to think again about the
suggestions above. The CONSORT guide-
lines could be expanded to include recom-
mendations on which tested, well validated
quality of life instruments should be selected
for use in different situations. This would aid
researchers’ choice and improve standardi-
sation and generalisability.
Susan P Wright Cardiovascular research fellow
Department of Medicine University of Auckland,
Auckland, New Zealand
sp.wright@auckland.ac.nz

1 Sanders C, Egger M, Donovan J, Tallon D, Frankel S.
Reporting on quality of life in randomised controlled trials:
bibliographic study. BMJ 1998;317:1191-4. (31 October.)

2 Deyo R, Patrick D. Barriers to the use of health status
measures in clinical investigation, patient care and policy
research. Med Care 1989;27:S254-68.

3 Feinstein AR, Josephy BR, Wells CK. Scientific and clinical
problems in indexes of functional disability. Ann Intern Med
1986;105:413.

Authors are creating database of quality
of life questionnaires

Editor—Sanders et al reported that the
presentation of quality of life data in clinical
trials was often flawed.1 We are creating a
database of quality of life questionnaires
used in clinical trials and are assessing the
quality of the trials with a checklist that we
have drawn up. We have encountered 10
main biases:

(1) The trial is not comparative.2

(2) No justification is given of the
number of patients included—the number
may be too small to achieve enough power
to detect a difference between two treat-
ments or too large, leading to a difference
that is significant but not clinically relevant.3

(3) The quality of life questionnaire is
not validated, and its responsiveness has not
been tested.

(4) No description is provided of the
follow up of patients during the study.

(5) No description is given of withdraw-
als and the handling of missing data.

(6) Analysis of quality of life data is per-
formed on a per protocol basis instead of on
an intention to treat basis—for example,
< 530 patients are analysed instead of the
812 randomised in a trial comparing raniti-
dine with placebo in gastro-oesophageal
reflux.3

(7) The presentation of quality of life
results is flawed—for example, only graphs
are presented and no actual value is given,
and standard deviations of scores in the dif-
ferent domains of quality of life are missing.

(8) Ideally, the confidence intervals of
the differences between treatment groups or
the size effect, or both, should be given.

(9) The level of significance is not
adapted to the number of statistical com-
parisons, leading to an increased á error.

(10) The clinical relevance of the results
relating to quality of life is not discussed—for
example, when only two or three among
eight or nine domains of the quality of life

questionnaire improve significantly in one
group compared with the other3 4 or when
the differences in quality of life scores
between groups seem slight.3 In Liard et al’s
study, in which a specific questionnaire was
used as a primary end point, only two of the
nine domains had improved significantly
with naftidrofuryl at six months. These two
domains were pain and daily life, the
minimum goals for a treatment claiming to
alleviate symptoms of arteriopathy.4

Assessment of quality of life requires rig-
orous methodology, follow up of patients,
and statistical analysis. Thus reporting on
quality of life should be considerably
improved and should follow the CONSORT
guidelines.
Olivier Chassany Senior lecturer in therapeutics
Jean François Bergmann Professor of therapeutics
Charles Caulin Professor of therapeutics
Service de Médecine Interne, Hôpital Lariboisière,
75010 Paris, France
olivier.chassany@lrb.ap-hop-paris.fr
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Drug misuse stems from a
person’s autonomy to choose
Editor—Robertson’s critique of prison
medical care of drug misusers would be
valid if his fundamental proposition that
drug misuse is a disease was held by all.1 If
this were the case then clearly medical prac-
titioners would have a duty both to prevent
the disease and to mitigate its sequelae.

Drug misuse is not a disease in the sense
of an unfortunate assault on one’s health.
Rather, it stems from an individual’s
autonomy to choose whether or not to mis-
use drugs. Any medical input at this causal
stage of choice could be viewed as
beneficent paternalism and, from an ethical
point of view, no more than that.

Drug misusers in custody do not always
wish to seek medical help, so Robertson’s
inference that drug problems in prisons are
“unacknowledged” itself needs rehabilita-
tion. Even when prisoners are discharged,
community practitioners rarely seek custo-
dial medical information, which is always
available on request. As I was drafting this
letter, however, a medical practitioner did
phone up regarding the treatment of a
recently discharged drug misuser. He
wanted to know if his patient had been
receiving dihydrocodeine, zopiclone, and
diazepam. The patient’s record in fact
showed that he had been taking tar based
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shampoo, and an antibiotic and an analgesic
for a dental problem. Caution is needed in
dealing with drug misusers; I wonder how
this vignette supports or disproves Robert-
son’s thesis.

Discharged patients rarely consent to
their community practitioners having access
to their custodial medical history—save
where litigation is an issue. The prevalence
of mental disorders in prisoners is well
documented, so practitioners must explore
fully the possibility of mental illness before
opting for the more nebulous clinical option
of post-traumatic stress syndrome.

Perhaps the Alcoholics Anonymous
method of dealing with alcohol misuse
should be applied, for here the autonomy of
the patient to change his or her lifestyle is
paramount. Using a medical model upholds
the myth that addicts are the passive agent in
a disease process over which they have no
control.
J M Hall Senior medical officer
HM Prison, Winson Green, Birmingham B18 4AS

1 Robertson R. Unacceptable practices: Prison to the
community in one, totally unprepared, step. BMJ 1998;
317:757. (12 September.)

Dutch system of peer review is
different and effective
Editor—Much has been written in the past
two years about continuing medical educa-
tion (see the series that began in January last
year1), peer review,2 and revalidation.3

Despite this I have not seen any mention of
the Dutch system of peer review, which has
been running for five years (S van der Baan,
conference of the Dutch Ear-Nose-Throat
Society, March 1998).

Each specialist is required to belong to a
group of four to eight like-minded special-
ists,which is reviewed every five years. The
specialists need not be working in the same
hospital. Before the review the group mem-
bers complete a questionnaire about facili-
ties, workload, audits undertaken, etc. The
visiting team consists of three doctors from
the same specialty: a member of the board of
the specialist society, someone who has been
reviewed in the past three months, and
someone who is to be reviewed in the next
three months.

One of the reviews lasts six hours. As
well as discussing the questionnaire and
the audit material with the group the review
team meets representatives of local
management, of the nursing staff, and of
the local general practitioners. Before the
final meeting with the group it inspects
the facilities and a sample of the case notes.
It sends the group a draft report of the visit
for comment. The final report may include
a recommendation that a further visit
should take place in two years. The group
decides whether or not to show the report
to management. An appeal mechanism
exists.

The system has three advantages. Firstly,
group peer review is much less threatening
than individual peer review. Secondly, as the

individuals are to be reviewed as a group
they are likely to meet together and support
each other. This in itself often raises the
quality of care. In addition, group members
can be mentors for each other in the prepa-
ration of personal development plans.
Thirdly, everyone in the specialty is involved
as each group can visit two other centres
every five years; the educational value of
such visits is well established.

A visit rarely fails to identify a doctor
whose performance is giving cause for con-
cern. Even if the members of the group sup-
port each other when meeting the review
team, the discussions with management, the
nursing staff, and general practitioners iden-
tify any doctor who seems to be performing
poorly.
Peter Bourdillon Research fellow
Academy of Medical Royal Colleges, Royal College
of Surgeons of England, London WC2A 3PN
pbourdillon@msn.com

1 Towle A. Changes in health and continuing medical
education for the 21st century. BMJ 1998;316:301-4.

2 Irvine D. The performance of doctors. I. Professionalism
and self regulation in a changing world. BMJ 1997;314:
1540-2

3 Parboosingh J. Revalidation for doctors. BMJ 1998;317:
1094-5. (24 October.)

South African government’s
response to AIDS crisis is
sound
Editor—Sidley reports that the South Afri-
can government is refusing to provide
money for giving zidovudine to pregnant
women who are HIV positive.1 It is time to
come out in defence of the government. The
South African health minister and her
colleagues in regional governments have
made an ethically responsible decision
about resource allocation. They decided not
to fund zidovudine for HIV positive
pregnant women for two reasons: funding
this programme would cripple other HIV
health education efforts, and zidovudine at
the price that the manufacturer demands is
not a cost effective means of preventing HIV
infection in South Africa.

The United Nations AIDS programme
has done much to promote zidovudine to
HIV positive pregnant women in develop-
ing countries, regardless of the cost implica-
tions for local health budgets. It is reassuring
that not every government in the region has
caved in to the market pressures that the
UN organisation has created on behalf
of Glaxo-Wellcome. The manufacturer
demands a price for this drug that effectively
puts it out of reach for HIV positive women
not only in South Africa but also in other
developing countries. Governments of
developing countries must take a stance on
this matter and not allow themselves to be
held hostage by Western multinationals. The
only people to blame for the excess deaths
in countries such as South Africa are those
in the boardrooms of Glaxo-Wellcome and
its shareholders.2

Locals frustrated with their govern-
ment’s decision must make their anger

known at the right address. Don’t blame the
South African government—applaud it for
its decision.
Udo Schuklenk Lecturer in bioethics
Monash University, Centre for Human Bioethics,
VIC 3168, Australia
udo.schuklenk@arts.monash.edu.au

1 Sidley P. South African AIDS plan criticised. BMJ 1998;
317:1032. (17 October.)

2 Schuklenk U. Unethical perinatal HIV transmission trials
establish bad precedent. Bioethics 1998;12:312-9.

ECT was never used
indiscriminately in early
treatment of shell shock
Editor—Summerfield is mistaken in his
review of a television programme about
patients with shell shock.1 Dr W Sargant (not
Sergeant) did not use insulin comas in war
neuroses. “Modified insulin,” with small
doses to stimulate appetite, was used in anxi-
ety states with weight loss; patients were fed
large quantities of mashed potato. This,
together with extra nursing care, helped
some. Small doses of intravenous amytal
were used to facilitate the abreaction of the
emotions associated with battle trauma.

Sargant was one of the first to use anaes-
thetics and muscle relaxants with elecro-
convulsive therapy. Electroconvulsive
therapy was never used by Sargant and
those working with him in an “increasingly
indiscriminate fashion.” This myth should
not be perpetuated.
Alex Baker Retired psychiatrist
Pineholm, High Close, Bovey Tracey, Devon
TQ13 EX

1 Summerfield D. Shell shock victims: from cowards to
victims. BMJ 1998;317:1396. (14 November.)

Value of educational visits in
obstetrics

Randomised controlled trial was
unsuitable evaluation

Editor—We are not surprised by the conclu-
sions drawn by Wyatt et al that educational
visits added little to the uptake of evidence
into practice.1 We question whether ran-
domised controlled trials can be applied to
studies evaluating education, which may use
qualitative as well as quantitative methods.

A controlled trial may not be the
appropriate tool to reflect changes of
interventions in childbirth over time. It is
not possible to isolate clinicians to one
educational intervention (in this case an
educational visit). Practice may also change
as a result of experience as well as more for-
mal learning such as reading journals and
continuing medical education. Even if a
change in practice had been shown by this
study, a more qualitative approach would be
required to determine if the change was due
to the intervention being investigated.

The practice of evidence based medicine
is the integration of individual expertise with
the best available external clinical evidence
from systematic research.2 Research, whether
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primary or review, needs to be appraised
critically. Only four interventions from the
600 reviews contained in the Cochrane Data-
base of Systematic Reviews were studied. This
included a systematic review on forceps
versus ventouse delivery by one of the main
researchers. This review is open to criticism
since many of the papers selected were
written by the author of the review.3 It would
be disappointing if the practice of educational
visits were to be discontinued solely on the
evidence of this study.
Jane Pannikar Specialist registrar
jpannikar@msn.com

Andrew Farkas Consultant
Department of Obstetrics and Gynaecology, Jessop
Hospital for Women, Sheffield S3 7RE

1 Wyatt JC, Paterson-Brown S, Johansen R, Altman DG,
Bradburn MJ, Fisk NM. Randomised trial of educational
visits to enhance use of systematic reviews in 25 obstetric
units. BMJ 1998.317:1041-6. (17 October.)

2 Sackett DL, Richardson WR, Rosenberg W, Haynes RB.
On the need for evidence based medicine. In: Evidence
based medicine. How to practice and teach EBM. London:
Churchill Livingstone, 1997.

3 Johansen RB, Menon VJ. Vacuum extraction vs forceps
delivery. Cochrane Database of Systematic Reviews. The
Cochrane Library. Cochrane Collaboration, Issue 3. Oxford:
Update Software, 1998. Updated quarterly.

Staff changes will have affected ventouse
rates

Editor—Wyatt et al assessed the benefits of
educational visits to enhance the use of sys-
tematic reviews in 25 obstetric units.1 Both
the authors and the accompanying editorial2

comment on the wide variation in ventouse
delivery rates. There is wide variety within
and between the study and control groups,
with 22 of the 25 units having a baseline
ventouse rate at or outside the 95%
confidence interval for the average. This
must cast doubt on the significance of the
finding that the use of the ventouse
increased in the study group.

The authors overlooked one possible
reason for the variation in ventouse delivery
rates and the subsequent change over nine
months. Most instrumental deliveries are
performed by registrars (52%) and senior
house officers (45%).3 Their preference for
the ventouse versus forceps is unlikely to be
affected by unit policy as much as by their
education and previous experience. More
significantly, most junior staff rotate between
units annually. Wyatt et al do not specify at
what time of year their study was performed,
but it is possible that the junior medical staff
had entirely changed between their baseline
and follow up observations. New staff would
have imported their instrumental delivery
rates and preferences from their previous
units.

The same argument can be extrapo-
lated, although less convincingly, to the
other markers identified. Many, although
certainly not all, perineal repairs are
performed by junior medical staff, who are
also responsible for prescribing steroids in
threatened preterm labour, often without
input from senior colleagues.

Perhaps a greater effect would have been
shown if, instead of using obstetric units as
subjects, junior staff, such as registrars, had

been chosen as subjects for randomisation
and their personal practices studied.
Richard Edmondson Specialist registrar
Department of Obstetrics and Gynaecology, Royal
Victoria Infirmary, Newcastle upon Tyne NE1 4LP
10627.1715@compuserve.com

1 Wyatt JC, Paterson-Brown S, Johanson R, Altman DG,
Bradburn MJ, Fisk NM. Randomised trial of educational
visits to enhance use of systematic reviews in 25 obstetric
units. BMJ 1998;317:1041-6. (17 October.)

2 Keirse MJNC. Changing practice in maternity care. BMJ
1998;317:1027-8. (17 October.)

3 Drife JO. Choice and instrumental delivery. Br J Obstet
Gynaecol 1996;103:608-11.

Good clinical audit is needed for
interpreting systematic reviews

Editor—Many factors influence a change in
clinical practice, and Wyatt et al cannot con-
clude that educational visits are any more
influential than other forms of guideline or
recommendation.1 Half the 25 obstetric
units already had access to the Cochrane
database at the start of the study, presumably
implying a willingness to consider change.
That 10/13 of the non-intervention units
had the Cochrane database within the 9
month trial demonstrates a progressive
background change, thus questioning the
validity of conclusions about the educational
intervention.

It is not surprising that wide variations
occurred in baseline rates from the ran-
domisation of such small numbers. This
variation has been shown before, both
between hospitals and from year to year.2

The use of the ventouse is particularly
dependent on the operator. The paper
provides no data on any changes in the non-
consultant grade staff, who perform the
majority of such interventions, over the study
period. Statistical power is implied by the use
of the statement that this was a “rigorous ran-
domised trial” and by the eminence of the
statistician author, but there are several ques-
tion marks about the methods and results,
which were emphasised by Keirse.3

One of the most rapid changes in clinical
practice seen recently was the immediate
withdrawal of albumin from clinical practice
in our hospital after publication of a paper in
the BMJ in July.4 This has since lead to much
comment about the use and abuse of such
“powerful” evidence.5 Systematic reviews are
just one part of the assessment of clinical
effectiveness. We must know how they apply
to our patients and be able to respond to
innovations and new data. We must imple-
ment more thorough clinical audit and start
allocating real time, staff, and resources to this
process. This should be an ongoing exercise,
with constant reviewing of the appropriate-
ness of the standard, however set. This is
costly, but allows clinicians to know how
applicable a standard or recommendation is
to their patients. After all, one person’s proof
will always be another person’s conjecture.
Philip Banfield Consultant obstetrician and
gynaecologist
Glan Clwyd District General Hospital NHS Trust,
North Wales LL18 5UJ
drpjb@globalnet.co.uk

1 Wyatt JC, Paterson-Brown S, Johanson R, Altman DG,
Bradburn MJ, Fisk NM. Randomised trial of educational

visits to enhance use of systematic reviews in 25 obstetric
units. BMJ 1998;317:1041-6. (17 October.)

2 Banfield PJ. The role of the feedback of clinical data in the
alteration of clinical practice and the development of a working
model for clinical audit in maternity care. [MD thesis.]
London: University of London, 1993.

3 Keirse MJNC. Changing practice in maternity care. BMJ
1998;317:1027-8. (17 October.)

4 Cochrane Injuries Group Albumin Reviewers. Human
albumin administration in critically ill patients: systematic
review of randomised controlled trials. BMJ 1998;317:
235-40.

5 Correspondence. Human albumin administration in criti-
cally ill patients. BMJ 1998;317:882-6. (26 September.)

Having non-medical readers of
papers on internet will
enhance peer review
Editor—Eysenbach and Diepgen have sum-
marised clearly the problems of quality con-
trol on the internet, but their interpretation
of the current situation and likely future
developments is inadequate.1 Electronic
communication is the future and is increas-
ing the availability of information in many
areas, of which medicine is only one.

The authors have underestimated the
discriminatory abilities of those accessing
the information. Patients have heard reports
of magical cures and cancer healers for hun-
dreds of years and have given these the
short shrift that they deserve. The internet
increases access to this misinformation2 but
will not change people’s interpretation of it.
There is a seam of arrogance running
through the arguments on medical publi-
cation on the internet that assumes that only
doctors can qualitatively assess and interpret
the information.

The authors’ suggestion that source
filtering will confirm the origin of infor-
mation implies a naivety similar to that of
the subscribers to some of the magical cures
offered online. It is easy to disguise and
falsify one’s origin on the internet; how
many readers have received junk email that
seems to be from an entirely reputable
source but actually originates from some-
where untraceable? Where money is
involved, website authors will not be averse
to falsifying certificates of authenticity.

Our role as responsible medical practi-
tioners has to be one of leading by example,
developing authoritative websites with for-
mal and open peer review of the material
published there. We must not dismiss the
input that non-medical readers may
provide—not only constructive criticism of
methodology but also the different interpre-
tations of end users. Perhaps more free and
open publication of data, which can then be
openly assessed and criticised without the
inordinate delays inherent in paper publish-
ing, will reduce publication bias,3 will
encourage clinicians to develop their
research in more relevant ways, and lead to
enhanced discussion of those results.

The ultimate aim must be to bring medi-
cal research to the forefront of public aware-
ness, to increase understanding, and subse-
quently to increase funding. The internet is
an open market, and additional regulation
and red tape will strangle online presenta-
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tion of scientific and medical research and
sideline it in favour of the exciting sites run
by the quacks of this world.
Paul Whatling Specialist registrar in vascular surgery
Nuffield Department of Surgery, John Radcliffe
Hospital, Oxford OX3 9DU
paul@whatling.softnet.co.uk

1 Eysenbach G, Diepgen TL. Towards quality management
of medical information on the internet: evaluation,
labelling, and filtering of information. BMJ 1998;317:
1496-500. (28 November.)

2 Arunachalam S. Assuring quality and relevance of internet
information in the real world. BMJ 1998;315:1501-2. (28
November.)

3 Stern JM, Simes RJ. Publication bias: evidence of delayed
publication in a cohort study of clinical research projects.
BMJ 1997;315:640-5.

Population figures for
capitation formulas need to be
designed differently
Editor—The organisation of health care
through primary care groups with unified
cash limited budgets raises several questions
concerning the methods of resource alloca-
tion that will be used. The presumption is
that there will be some form of weighted
capitation, and this will obviously generate
considerable agonising—and eventual
compromise—among the doyens of
resource allocations formulas1 2; but there is
one basic point which has to be resolved
even before those discussions can start: what
is the correct population base?

The formulas in the hospital and
community health services sector are based
on the resident population,3 based on
estimates from the Office for National Statis-
tics. Weighted capitation formulas in the pri-
mary sector are also based on these figures,
but are adjusted to reflect patients registered
with the general practitioners responsible to
the health authority in question.

However, allocation to sub-health author-
ity units such as primary care commissioning
groups—and eventually to practices—have to
take into account the registered list sizes
compiled for each practice by the responsible
health authority. These lists are on average
6% higher than the estimates by the Office for
National Statistics; comparison with data pro-
vided by the General Medical Services—
Statistics branch of the NHS Executive shows
that this varied in 1997 between − 8% in
Morecambe and 23% in Ealing, Hammer-
smith, and Hounslow.

It has been assumed that there are “rea-
sonable” explanations of this “inflation”: for
example, mobility, mostly of young adults
(ages 15-24), and delay in removing patients
who have died or emigrated from practice
lists.

Not unsurprisingly, health authorities
have been attempting to “rationalise” the
lists and “resolve” the conflicts between the
two estimates. Notwithstanding these efforts,
the values of list inflation have remained
about the same and have been differentiated
in the same way between age groups and
between authorities over several years.

We are currently investigating the differ-
ences between the two population figures,

and early results indicate that counting
errors by health authorities account for only
a minority of the differences. The two figures
are defined, collected, and administered very
differently. It is essential that, whatever the
decision finally made as to which is the most
appropriate and practical to be used in
designing weighted capitation formulas,
both the Office for National Statistics and
the health authorities ensure that both sets
of figures are accurate and that they are
based on the most up to date information
possible. Whichever is chosen, there will be
substantial shifts in the target budgets for
some authorities and practices.
Roy Carr-Hill Reader in medical and social statistics
Resource Allocation, Deployment and Substitution,
Centre for Health Economics, University of York,
York YO1 5DD

David Roberts Unit manager
Prescribing Support Unit, Leeds

1 Bevan G, Davey-Smith G, Sheldon T. Weighting in the
dark: resource allocation in the new NHS. BMJ
1993;306:835-9.

2 Judge K, Mays N. A new approach to weighted capitation.
BMJ 1990;309:1031-2.

3 NHS Executive. HCHS revenue resource allocation to health
authorities: weighted capitation formulas. Leeds: NHS
Executive, 1997.

Reviews have to be fair and
unbiased
Editor—As the editors of the Textbook of
Clinical Medicine of Asia we believe that we
have to respond to the unnecessarily rude
and offensive review of our book in the
BMJ.1 Gilks has misunderstood the purpose
of our textbook and also shows his
ignorance of the nature of medicine in
Southeast Asia.

The difference in the standard and prac-
tice of medicine between Asia and the West
(North America and Europe) is considerably
smaller than that between the West and
Africa or South America. Most Asians live in
large cities, and in some of these cities the
standard of medicine and type of practice is
similar to, or even better than, that found in
Liverpool. In most of Asia, the incidence of
infectious diseases (presumably the main
interest of Gilks) has declined, and today we
deal predominantly with the so-called West-
ern diseases. Our purpose in writing this
book was to provide a standard textbook
that students can use, not to write a book
that just highlights the differences between
Western and Asian medicine. We were hop-
ing to combine the usefulness of a standard
student textbook with some emphasis on
those areas where prevalence or practice are
slightly different in Asia. To say that we have
just provided a smattering of local data and
anecdote is untrue. There is a shortage of
good epidemiological data from Asia, but
what there is we have quoted. Nearly every
chapter has a section on the epidemiology
of the subject in question in Asia and China.
This includes information on hypertension,
coronary artery disease, asthma, pneumo-
nia, hepatitis (a particular problem), IgA
glomerulonephritis, clinical endocrinology
in Asia, diabetes in Chinese people, systemic

lupus erythematosus, rheumatoid arthritis
in elderly people in Asia, dermatology, etc.
In addition, we have a chapter on Chinese
herbal medicines.

The fact that Gilks says that “no
references from Chinese sources are cited”
makes us wonder if he has actually read the
book. Instead, he seems to have taken the
opportunity to express his bias and prefer-
ence towards traditional tropical medicine,
particularly as practised in Africa and South
America. His disparaging and dismissive
remarks about expatriate and local consult-
ants are unfair and unworthy of a profes-
sional book review.
Joseph J Y Sung Professor of medicine
(gastroenterology and hepatology)
Philip K T Li Consultant physician
John E Sanderson Professor of cardiology
Jean Woo Chairman
Department of Medicine and Therapeutics,
Chinese University of Hong Kong, Prince of Wales
Hospital, Hong Kong, Special Administrative
Region, China

1 Gilks C. Textbook of clinical medicine for Asia [review].
BMJ 1999;318:337. (30 January.)

Medical student electives and
infectious diseases

Zidovudine alone is not recommended
prophylaxis

Editor—Gamester et al found that only
34% of students visiting a country with a
high prevalence of HIV purchased zidovu-
dine, probably because of the cost (£40).
They recommended that medical schools
should consider paying for the drug.1

However, zidovudine alone is no longer
the standard postexposure prophylaxis.
United Kingdom guidelines now state that
healthcare workers with high risk exposure
to HIV should be advised to take a
combination of zidovudine 200 mg three
times a day or 250 mg twice daily plus lami-
vudine 150 mg twice daily plus indinavir 800
mg three times a day.2

Indinavir should be taken 1 hour before
or 2 hours after a meal.3 Nephrolithiasis may
occur with indinavir, and manufacturers rec-
ommend drinking 1.5-2 litres of fluid daily
during treatment. Reports suggest that more
nephrolithiasis occurs in warm weather and
that the volume should be increased in
warm climates,4 which would be relevant to
many students travelling to hot countries.
Advice must be given to anyone who may
take treatment which includes indinavir.

Today’s doctors expect adequate advice
and nationally recommended treatment.
We should offer no less to the doctors of
tomorrow.
Jeanette Meadway Director of clinical services
Mildmay Hospital UK, London E2 7NA
meadj@dial.pipex.com

1 Gamester CF, Tilzey AJ, Banatvala JE. Medical students’
risk of infection with bloodborne viruses at home and
abroad: questionnaire survey. BMJ 1999;318:158-60.
(16 January.)

2 Department of Health. Guidelines on post-exposure prophy-
laxis for health care workers occupationally exposed to HIV.
London: UK Health Departments, 1997.
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3 British Medical Association, Royal Pharmaceutical Society
of Great Britain. British national formulary. London: BMA,
RPS, 1998:279. (No 36.)

4 Martinez E, Leguizamon M, del Rio A, Rodriguez A, Gatell
JM. Indinavir-related nephrolithiasis is associated with
environmental temperature. Int Conf AIDS 1998;2:93.
(Abstract No 12399.)

Risk of hepatitis C is greater than HIV

Editor—Wilkinson and Symon’s editorial1

and the two associated papers2 3 deal with
extremely important issues surrounding the
safety of medical students during electives
spent in countries where there is a high like-
lihood of encountering HIV and transmissi-
ble tropical diseases professionally.

Another important issue arises out of
these papers. With regard to blood-borne
viruses, the emphasis was entirely on HIV.
However, hepatitis C (170 million cases) is
much commoner worldwide than HIV (less
than 40 million cases) and is more easily
acquired through needlestick injury.4 Fur-
thermore, it cannot be vaccinated against and
must also, with the current state of knowl-
edge, be considered incurable. Unlike for
HIV, no postexposure prophylactic regimen
is currently available. It would therefore be
advisable to link information given to medical
students about HIV prevention to advice
about hepatitis C and its prevention. Such
advice would also be valuable to students
when they qualify—it may even save their life.
Stephen T Green Consultant physician in infectious
diseases and tropical medicine
Royal Hallamshire Hospital, Sheffield S10 2JF

1 Wilkinson D, Symon B. Medical students, their electives,
and HIV. BMJ 1999;318:139-40. (16 January.)

2 Moss P, Beeching N. Provision of health advice for UK
medical students planning to travel overseas for their elec-
tive study period: questionnaire survey. BMJ 1999;318:
161-3. (16 January.)

3 Gamester CF, Tilzey AJ, Banatvala JE. Medical students’
risk of infection with bloodborne viruses at home and
abroad: questionnaire survey. BMJ 1999;318:158-60.
(16 January.)

4 Heintges T, Wands JR. Hepatitis C virus: epidemiology and
transmission. Hepatology 1997;26:521-6.

Early discharge after surgery
for breast cancer

Self selection probably occurred among
patients studied

Editor—We are pleased that psychological
implications of early discharge after surgery
for breast cancer are being examined1 but
think that some important aspects of the
policy have been inappropriately or inad-
equately researched and warrant further
investigation.

There is a drawback to applying
randomised controlled trial methodology in
situations such as this, where patients are
making choices about their care. A self
selecting process operates and must be
taken into account in the research design; if
it is not, a randomised controlled trial will
study a biased sample—it will include some
patients who might not otherwise have con-
sidered earlier discharge and exclude those
who are most committed to the idea and do
not want to risk being randomised to the
control condition. This is not a peripheral
issue. The policy framework for commis-
sioning cancer services has emphasised the
need to involve both patients and their
carers in decisions about their treatment.
This involvement should extend to the deci-
sion regarding the timing of the patient’s
discharge from hospital.

We agree with Fallowfield that the
impact of early discharge on a woman’s
carers must be examined in more detail.2 As
she emphasises, the earlier discharge of
patients who are frail after surgery will sim-
ply transfer the burden of care. Earlier
discharge might well appeal to patients
but might place unreasonable demands on
their carers. Furthermore, while early
discharge from hospital may be an effi-
ciency saving on hospital bed use, primary
care may be left with increased demands to
provide back up but no additional
resources.

We recently audited the psychological
implications of earlier discharge and found
that psychological adjustment, levels of
satisfaction, and involvement in the decision
regarding timing of discharge were high
among both patients and carers. Early
discharge after surgery for breast cancer
may offer important economic savings, but
our findings support the view that it is not
appropriate for all women. Working to a for-
mal protocol, we found that just over a quar-
ter of patients were eligible for early
discharge, and in most cases this proceeded
successfully.

The wider implications of this practice
still need to be considered further.
Diana Harcourt Research psychologist
Simon Cawthorn Consultant surgeon
Nicholas Ambler Clinical psychologist
Breast Care Centre, Frenchay Healthcare Trust,
Bristol BS16 1LE
Diana2.Harcourt@uwe.ac.uk

Nichola Rumsey Reader
Department of Psychology, University of the West
of England, Bristol BS16 2JP

1 Bundred N, Maguire P, Reynolds J, Grimshaw J, Morris J,
Thomson L, et al. Randomised controlled trial of the
effects of early discharge after surgery for breast cancer.
BMJ 1998;317:1275-9. (7 November.)

2 Fallowfield L. Early discharge after surgery for breast
cancer. BMJ 1998;317:1264-5. (7 November.)

The introduction of walk in
health centres—the end of
general practice?
Editor—The prime minister’s announce-
ment that walk in health centres are to be
set up beggars belief.1 One of the crucial
strengths of British general practice is the
ability to register with a general prac-
titioner. That doctor is able get to know
patients and their families, such knowledge
contributing enormously to the quality of
advice that can be given. It saves a lot of
expense in terms of time, unnecessary
investigations, and treatment if the doctor
knows the patient.

Abandoning such a fundamental com-
ponent of the system has hit the first nail
into the coffin of traditional, cost effective
general practice. The promise of instant and
late night access panders to the selfishness
of consumerism. It is a foolish, expensive
way of disregarding a system that would
work well if it were adequately funded. Inap-
propriate demand will be inappropriately
met by staff who do not know patients and
may never see them again. Such staff will
have little responsibility for their ongoing
care or the consequences of their actions for
patients’ health or local health budgets. Of
course many patients will welcome the
immediacy of this innovation, the appar-
ently virtuous staff who run the centres, but
they will be unaware of the effect it will have
on the NHS as a whole or even on
themselves.

Inadequacies in the current service
should be tackled at their roots and not
sidestepped. Late night opening could be a
regular feature of general practice if there
are incentives. Spending £30m on 20 new
centres duplicates the investment the NHS
has already made in surgeries across the
country. A salaried service is only appro-
priate where new general practitioners
decline to work. Even then they should have
a list.

Maybe we were wrong to scoff when
Margaret Thatcher famously said, “The NHS
is safe in our hands.” Did we ever think
things would come to this? It seems that the
time is up for independent contractors if we
take this lying down.
Shaun O’Connell General practitioner
The Street Lane Practice, Leeds LS8 1AY
soconnell@compuserve.com

1 Ham C. New Labour and the NHS. BMJ 1999;318:1092.
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