
Widow’s attempt to use her dead husband’s sperm

Twin pregnancy resulted in case that was
similar but in which consent was
obtained

Editor—The use of posthumous frozen
sperm after chemotherapy is well estab-
lished for patients with cancer although the
success rate is low, but recent advances in
intracytoplasmic sperm injection now offer
a realistic chance of success. We describe a
pregnancy in a widow after intracytoplasmic
sperm injection with her dead husband’s
sperm and contrast this with the recent case
in which another widow was refused
permission to use her husband’s sperm.

A childless widow was referred to us for
treatment after her late husband’s chemo-
therapy for testicular cancer was unsuccess-
ful. Three ampoules of suboptimal sperm
were frozen after written consent was
obtained. Two ampoules were used for
unsuccessful attempts at insemination, while
the last was used for intracytoplasmic sperm
injection. Three embryos were replaced,
which resulted in a (continuing) twin
pregnancy.

Sperm quality is adversely affected by
testicular cancer and its treatment. This case
shows that intracytoplasmic sperm injection
with frozen sperm should be considered as
an early treatment for a woman provided
she fulfils the requirements of the Human
Fertilisation and Embryology Authority. It
also highlights the relative ease of obtaining
legal consent in chronic terminal illness. By
contrast, in the recent case the authority
ruled that the lack of the husband’s signed
consent precluded the woman from using
his sperm in Britain and elsewhere.1

Obtaining gametes for treatment with-
out consent is permitted in exceptional
circumstances in which treatment cannot be
postponed and the patient is unconscious
and cannot indicate his or her wishes
(section 5.4, Human Fertilisation and
Embryology Authority’s code of practice).
Ironically, storage of gametes without
informed consent is forbidden (section
5.9b). Therefore, spermatozoa collected
from an unconscious man cannot realisti-
cally ever be used for treatment in Britain
unless he recovers. The authority has taken a
similarly rigid stance in other issues, such as
embryo freezing2 and the withdrawal of pay-
ments to sperm donors,3 and in a guide for
patients wanting in vitro fertilisation.4 If the
widow’s appeal is allowed it should not affect
more than 0.001% of treatment cycles.5

As shown by our case, the Human Ferti-
lisation and Embryology Authority is not
opposed to posthumous assisted reproduc-
tion provided written consent is obtained.
But death is seldom convenient. The
comparison of the two cases shows the limi-
tations of the current law: it is conveniently
applicable in a chronic illness but not so in
an acute illness. Such inflexibility is germane
to neither the human condition nor a
rapidly changing medical field.
Kamal K Ahuja Scientific director
Geraldine Emerson Embryologist
Angela Seaton Embryologist
Cromwell IVF and Fertility Centre, Cromwell
Hospital, London SW5 0TU
Julian Mamiso Consultant gynaecologist
Singleton Hospital, Swansea NHS Trust, Swansea
SA2 8QA
Eric G Simons Consultant gynaecologist
Washington Hospital, Washington, Tyne and Wear
NE38 9JZ
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Widow is a victim of “corporate tyranny”

Editor—People banded together are capa-
ble of follies and excesses beyond what the
same people, acting as individuals, would
perpetrate on other individuals. Such activi-
ties, which may be termed “corporate
tyranny,” are marked by relative precepts
being regarded as absolute commandments,
what is seen as the public interest being pre-
ferred to individual welfare, and failure to
distinguish between different degrees of
misdemeanour.

I see an example of this in the recent
refusal to allow a widow to use semen taken
from her husband during his final illness, in
an attempt to have the child that they both
wanted.1 The Human Fertilisation and
Embryological Authority is of course legally
correct and has the comfort of a High Court
assurance to that effect. As the law stands,
the woman’s plea would require written con-
sent from her husband; this could clearly not
be obtained because he was already uncon-
scious. There was, however, a statement from
the widow that her husband had expressed

the wish to have a child by her—not a
particularly unlikely or contentious wish.
The authority may have had grounds for not
believing her, but, if so, these should have
been made public. In the presumed absence
of such grounds, the refusal seems a hard
decision. It would surely have been possible
to recognise in this case the impossibility of
fulfilling the strict legal requirement and to
allow the request. Instead, the authority has
taken the further step of preventing the
woman from taking the semen for use in a
country where the procedure would not
contravene the law.

It seems to me that this is a case in which
the distress and hardship to an individual
are glaringly obvious and the value to
society, still less to any one person, minimal.
That view presupposes that legal and ethical
principles are contingent, and not absolutes
that need to be defended at whatever cost to
actual living people. Even statute law can be
altered or repealed, given time; and com-
mon law is an organic growth of which we
have some reason to be proud. It is even
plainer that ethical principles are contingent
on interpretation in the light of the existing
situation. Medical ethical principles are
made for people, primarily for patients, and
not the other way round.
Douglas Black Retired physician
The Old Forge, Whitchurch on Thames, Reading
RG8 7EN

1 Dyer C. Widow’s case raises issues of informed consent.
BMJ 1996;313:1351. (30 November.)

Serum cholesterol
concentration and postpartum
depression

Oestrogen may have been a confounder

Editor—Barbara Ploeckinger and col-
leagues use pregnancy and the puerperium
as a model for investigating the possible link
between falling serum cholesterol concen-
trations and low mood.1 Although they con-
trolled for progesterone concentrations,
which seem to be lower in women with the
maternity blues,2 they make no mention of
oestrogen concentrations. Oestrogen con-
centrations fall in the immediate puerper-
ium, and clinical work has shown that
oestrogen enhances mood3; indeed, a recent
randomised placebo controlled trial showed
that transdermal oestrogen is beneficial in
postnatal depression.4 This, coupled with
menopausal data indicating that oestrogen
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has a cholesterol lowering effect, indicates
that oestrogen may have been a confound-
ing variable in Ploeckinger and colleagues’
study.
Murray Luckas Research fellow
William Buckett Research fellow
Ian Aird Lecturer
Charles Kingsland Consultant gynaecologist
Liverpool Women’s Hospital, Liverpool L8 7SS
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Authors should read the literature that
they cite

Editor—The importance of reading mate-
rial before citing it has been much discussed.
The short report by Barbara Ploeckinger
and colleagues emphasises this.1 This report,
purporting to show an association between
decreasing serum cholesterol concentra-
tions and depression, cites a paper of which
I was a coauthor as showing that serum
cholesterol concentration is associated with
suicide and violent deaths. The paper in fact
showed no association between plasma
cholesterol and violent deaths.2 Indeed, a
preliminary report, focusing exclusively on
violent deaths, had been published3 in
response to the paper that initiated the con-
cern about this issue.4 In their comment
Ploeckinger and colleagues cite the same
paper as showing an association between
serum cholesterol concentrations and
behaviour and mood. There were no data on
behaviour and mood in the paper in
question.

In his commentary on Mahmoud Zureik
and colleagues’ paper on cholesterol and
violent deaths Malcolm Law suggests that
the production of a plethora of confusing
reports can distract attention from the
essential evidence.5 Certainly the pressure to
publish—stimulated by the research assess-
ment exercise in Britain—means that
researchers can spend too much time
analysing data and writing reports and too
little time reading. This contributes to the
confusion that Law discusses. Thus papers
fail to acknowledge or correctly interpret
earlier data that may render them superflu-
ous. Perhaps the increasingly formal letters
that are required to accompany submitted
papers could contain a declaration that an
adequate literature search and review have
been carried out and that literature that is
cited has been read.
George Davey Smith Professor
Department of Social Medicine, University of
Bristol, Bristol BS8 2PR
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3 Davey Smith G, Shipley MJ, Marmot MG, Patel C. Lower-
ing cholesterol concentrations and mortality. BMJ
1990;301:552.

4 Muldoon MF, Manuck SP, Matthews KA. Lowering
cholesterol concentrations and mortality: a quantitative
review of primary prevention trials. BMJ 1990;301:309-14.
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concentration and death from suicide in men: Paris pro-
spective study I. BMJ 1996;313:649-2. [With commentary
by M Law.]

Fifth of e antigen negative
carriers of hepatitis B virus
should not perform exposure
prone procedures
Editor—Martyn Halle has reported on a
surgeon with hepatitis B who transmitted
the infection to a patient who subsequently
died.1 2 This case has put pressure on the
Department of Health to review guidelines
on the employment of healthcare workers
with hepatitis B who carry out exposure
prone procedures. The current guidelines
exclude all carriers of hepatitis B virus who
are also positive for hepatitis B e antigen
(that is, those with high infectivity) from
carrying out such procedures.

It has been recognised that carriers of
hepatitis B virus who are negative for e anti-
gen are occasionally the source of infection.
These cases have been associated with the
presence of the codon 28 precore mutation,
which stops the synthesis of e antigen but
still allows production of infectious virus.
Many people will wish to know how
common this mutation may be in our popu-
lation. A cohort of over 300 carriers of
hepatitis B virus who were representative of
the general population of carriers (which
includes healthcare workers) has been stud-
ied recently by several methods that assess
infectivity: hybridisation and genome ampli-
fication of hepatitis B virus DNA and assess-
ment of the presence of the precore
mutation (table 1).

Our studies showed that 74 (88%) of the
84 carriers who were positive for e antigen
and 18 (8%) of the 234 who were negative
for e antigen had DNA by hybridisation.
Seventy nine (94%) of those who were posi-
tive for e antigen and 89 (38%) of those who
were negative for e antigen had DNA by
genome amplification. When the point
mutation assay was used in those with
genomes that could be amplified, 47 carriers

who were negative for e antigen—that is, 20%
of all the carriers who were negative for e
antigen—had a codon 28 mutation.

Studies in fulminant neonatal hepatitis
have shown that transmission from mothers
who are negative for hepatitis B e antigen
can occur when hepatitis B DNA levels are
very low or absent on hybridisation.3 These
cases have also been shown to be associated
with the codon 28 precore mutation. Our
genome amplification data show that
roughly 2 in every 5 ((17 + 72)/
(40 + 194) = 38%) carriers who are negative
for e antigen may be potentially infectious,
and this indicates that their participation in
exposure prone procedures may have to be
reviewed. If the presence of the precore
mutant were used to identify potential infec-
tivity then roughly 1 in 5 ((5 + 42)/
(40 + 194) = 20%) healthcare workers who are
negative for e antigen might be affected.
E H Boxall Consultant clinical scientist
A Ballard Clinical scientist
Public Health Laboratory, Birmingham Heartlands
and Solihull NHS Trust, Heartlands Hospital,
Birmingham B9 5SS
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1996;313:771. (28 September.)

3 Beath SV, Boxall EH, Watson RM, Tarlow MJ, Kelly DA.
Fulminant hepatitis B in infants born to anti-HBe hepati-
tis B carrier mothers. BMJ 1992;304:1169-70.

Resuscitation witnessed by
relatives

Has proved acceptable to doctors in
paediatric cases

Editor—We are interested in the debate
about whether relatives should be allowed to
witness resuscitation attempts1 2 and sup-
port the Resuscitation Council’s recent
guidelines.3 For the past nine months our
paediatric accident and emergency depart-
ment has used a written protocol that desig-
nates senior and experienced nurses to be
solely responsible for the relatives’ needs
when a child is undergoing resuscitation.
Under this protocol, parents are invited to
be present in the resuscitation room if they
wish to be after they have been given a full
explanation and after prior notification of
the leader of the resuscitation team. Thus
the first moments of the resuscitation are
undertaken in the absence of the relatives,
who are being informed by the designated
nurse of the situation and the events they are
likely to witness.

Table 1 Results of three methods used to assess infectivity in carriers of hepatitis B according to
whether they were or were not positive for hepatitis B e antigen (HBeAg). Figures are numbers
(percentages) of subjects

HBe status

Hepatitis B virus DNA

Codon 28 precore
mutation TotalBy hybridisation

By genome
amplification

Positive for HBeAg 74(88) 79(94) 0 84

Negative for HbeAg and antibody to HBe 4(10) 17(43) 5(13) 40

Positive for antibody to HBe 14 (7) 72(37) 42(22) 194

Total 92(29) 168(53) 47/234(20) 318
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A recent poll of 27 doctors who are
involved in paediatric resuscitation (nine
consultants, five senior registrars, 13 regis-
trars) showed that 23 had experience of a
resuscitation witnessed by parents. Only
three doctors thought that the experience
for them had been negative (in two cases the
parents had not been accompanied by an
identified nurse, and in one the resuscitation
had been prolonged unnecessarily because
of the parents’ presence).

The main themes arising included com-
ments that doctors more experienced at
resuscitation are more confident in allowing
parents in the resuscitation room; parents
should never be made to feel uncomfortable
if they wish to leave (several parents had
wished to remain with their child for only a
few moments); and, essentially, an experi-
enced, identified nurse should remain with
the parents at all times, supporting them
and explaining the events on behalf of the
resuscitation team.

We would encourage emergency depart-
ments to develop the philosophy of inviting
parents into resuscitation rooms if they wish
to witness the resuscitation of their child as
this does not hinder the resuscitation
process. Emergency departments must have
an identified, experienced member of staff
whose sole responsibility is to the parents.
Training in resuscitation and a coordinated
resuscitation team are essential.
A Goldstein Consultant paediatrician
K Berry Consultant paediatrician (paediatric accident
and emergency)
A Callaghan Clinical assistant (paediatric accident
and emergency)
Birmingham Children’s Hospital NHS Trust,
Birmingham B16 8ET

1 Wise J. Push to allow relatives to witness resuscitation.
BMJ 1996;313:899 (12 October.)

2 Adams S. Should relatives be allowed to watch resuscita-
tion? A sister’s experience. BMJ 1994;308:1687-9.

3 Resuscitation Council (UK). Should relatives witness
resuscitation? Report from a project team of the Resuscitation
Council (UK). London: RC, 1996.

Might lead to a complaint for breach of
confidentiality

Editor—The Resuscitation Council has
proposed that, under certain circumstances,
relatives of adult patients should be permit-
ted to witness resuscitation attempts1. We
disagree with this proposal for two reasons.

Firstly, it is not possible simply to extend
what is acceptable in paediatric practice to
the care of adults. Whereas parents have
legal responsibilities for the medical care of
their children, in Britain relatives have no
legal rights for the care of adult patients.2

Doctors’ primary duty is to patients, not
relatives.

Secondly, the proposals ignore the
requirements for patient confidentiality.
Doctors are obliged not to disclose details of
medical procedures to third parties without
the patient’s permission; those who breach
this duty of confidentiality could find
themselves the subject of disciplinary
action.3 Of course, patients will often ask
doctors to share clinical details with a
relative or friend, but for adults there is no
automatic right to this, and doctors should

obtain patients’ permission before discuss-
ing their clinical condition with others.2

Patients who are unconscious or gravely ill
have the same rights to confidentiality as
conscious patients, but it is, of course,
impossible to obtain their views. In these cir-
cumstances doctors cannot assume that the
patients would consent to their relatives wit-
nessing their treatment. Indeed, between a
quarter and a third of patients do not seem
to want their relatives involved in decisions
about whether resuscitation should be
attempted,4 so it seems unlikely that these
patients would want their relatives to witness
the actual procedure. Just because most
patients die after resuscitation attempts (and
are therefore not able to complain) we can-
not assume that they would consent to their
relatives witnessing their potentially degrad-
ing treatment.

Doctors should obviously try to deal
with relatives of those being resuscitated in a
sensitive and caring way, but we would
caution them against inviting the relatives of
adult patients to witness resuscitation. If
patients survive they may have a strong case
for complaint against their doctor for breach
of confidentiality.
Kevin Stewart Consultant physician
Royal Hampshire County Hospital, Winchester
SO22 5DG
Lesley Bowker Senior registrar
Department of Clinical Geratology, Radcliffe
Infirmary, Oxford OX2 6HE
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Insulin infusion in diabetic
patients with acute myocardial
infarction

Effective components of care and patients
who might benefit must be determined

Editor—Gail Davey and Paul McKeigue
suggest that insulin infusion in patients with
myocardial infarction is effective in those
with known diabetes but may also benefit
those with glucose intolerance.1 This is not
supported by a detailed analysis of a
randomised trial of insulin-glucose infusion
followed by subcutaneous insulin treatment
in diabetic patients with acute myocardial
infarction (the DIGAMI study), to which the
editorial refers.2 In that study 1240 patients
were randomised, and half were excluded
because of inability or unwillingness to
receive the intervention, which included a
short term intravenous infusion followed by
a multidose subcutaneous insulin regimen
for at least three months.

Only patients at low risk who had not
previously received insulin treatment bene-
fited significantly, but whether all of these
people had diabetes is uncertain as the
study’s definition of diabetes was either a

prior diagnosis of diabetes or a blood
glucose concentration of ≥ 11 mmol/l on
admission (these latter patients were
referred to as “previously unknown” patients
in the study). Other studies have shown that
such a definition will include patients with
true previously undiagnosed diabetes (per-
sisting hyperglycaemia, high haemoglobin
A1 concentration), patients with diabetes
precipitated by the stress of infarction
(persisting hyperglycaemia, normal haemo-
globin A1), and patients with stress hypergly-
caemia who on follow up have normal or
impaired glucose tolerance (transient hyper-
glycaemia, normal haemoglobin A1).3

Patients with stress hyperglycaemia have an
increased mortality compared with subjects
whose glucose tolerance remains normal,3 4

and in the DIGAMI study there was an
excess of the “previously unknown” patients
in the control group. The increased
mortality in the control group may there-
fore be partly explained by an excess of
deaths in patients who did not have diabetes.

The authors of the study could not iden-
tify which component of the intervention
was responsible for the reduced mortality at
one year (the reduction in mortality in
hospital and at three months was not signifi-
cant). They excluded differences in cardio-
vascular treatment, although they did not
provide any supporting data. Possible expla-
nations included improved metabolic con-
trol at the time of infarction; improved
cardiac function as a result of continuing
insulin treatment; and general improvement
in the care of the patients, which may have
occurred at the same time as insulin
treatment. A further explanation might be
the withdrawal of sulphonylurea treatment,
which the University Group Diabetes Pro-
gram’s study showed to have deleterious
effects on cardiovascular mortality.5

Before this intervention package can be
applied in routine clinical care further stud-
ies are necessary to identify the effective
component and to determine which
patients might benefit.
B Miles Fisher Consultant physician
Royal Alexandra Hospital, Paisley PA2 9PN

1 Davey G, McKeigue P. Insulin infusion in diabetic patients
with acute myocardial infarction. BMJ 1996;313:639-40.
(14 September.)

2 Malmberg K, Ryden L, Efendic S, Herlitz J, Nicol P,
Waldenstrom A, et al. Randomized trial of insulin-glucose
infusion followed by subcutaneous insulin treatment in
diabetic patients with acute myocardial infarction
(DIGAMI study): effects on mortality at 1 year. J Am Coll
Cardiol 1995;26:57-65.

3 Oswald GA, Smith CCT, Betteridge DJ, Yudkin JS. Deter-
minants and importance of stress hyperglycaemia in
non-diabetic patients with myocardial infarction. BMJ
1986;293:917-22.

4 Lakhdar A, Stromberg P, McAlpine SG. Prognostic
importance of hyperglycaemia induced by stress after
acute myocardial infarction. BMJ 1984;288:288.

5 Klimt CR, Knatterud GL, Meinert CL, Prout TE, for the
University Group Diabetes Program. A study of the
effects of hypoglycaemic agents on vascular complica-
tions in patients with adult onset diabetes. Diabetes
1970;19(suppl 2):747-830.

Insulin should be continued for 12
months after acute event

Gail Davey and Paul McKeigue, in summa-
rising the results of a randomised trial of
insulin-glucose infusion followed by subcu-
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taneous insulin in diabetic patients with
acute myocardial infarction,1 fail to empha-
sise an important aspect of the therapeutic
implications of that study.2 As they point out,
the trialists randomised 620 patients with
acute myocardial infarction and known
diabetes (542) or hyperglycaemia on admis-
sion (78) to receive either an intravenous
insulin infusion regimen or standard man-
agement in a coronary care unit. What care-
ful reading of the study makes clear is that
the protocol also required intensively
treated patients to continue to receive four
injections of subcutaneous insulin for at
least three months. At discharge from hospi-
tal 87% of the infusion group and 43% of
the control group were receiving insulin,
while at one year the figures were 72% and
49%, respectively. In parallel, the glycated
haemoglobin concentration remained
approximately 0.7% lower in the infusion
group throughout the follow up period. As
Davey and McKeigue report, the main com-
ponent of the reduction in mortality was an
effect on deaths after the first three months.
Thus in the infusion group there were 28
(versus 35) deaths before discharge, 38 (ver-
sus 49) by three months, and 57 (versus 82)
by one year. Moreover, the reduction in
mortality in the infusion group was main-
tained over a longer period of follow up (K
Malmberg, personal communication).

The results of this study do not permit
the benefits of insulin infusion in hospital to
be distinguished from those of continuing
insulin treatment for 12 months after the
acute infarction. Similarly, the mechanisms
of the benefit remain to be clarified, as these
could be either a beneficial effect on damage
to heart muscle as a consequence of
improved metabolic control in hospital or a
reduction in recurrent events, perhaps
resulting from improved glycaemic control
during the follow up period3 or from the
effects of insulin on the fibrinolytic system.4

A new, and larger, study is currently being
initiated in Scandinavia to explore these
issues. In the meantime, however, diabetic
and hyperglycaemic patients with myocar-
dial infarction should be given insulin
infusions for the acute event and should
then receive subcutaneous insulin for at
least 12 months thereafter.
John S Yudkin Professor of medicine
Centre for Diabetes and Cardiovascular Risk,
University College London Medical School and
Royal Free Hospital School of Medicine,
Whittington Hospital, London N19 3UA

1 Malmberg K, Rydén L, Efendic S, Herlitz J, Nicol P,
Waldenstrom A, et al. Randomized trial of insulin-glucose
infusion followed by subcutaneous insulin treatment in
diabetic patients with acute myocardial infarction
(DIGAMI study): effects on mortality at 1 year. J Am Coll
Cardiol 1995;26:57-65.

2 Davey G, McKeigue P. Insulin infusion in diabetic patients
with acute myocardial infarction. BMJ 1996;313:639-40
(14 September.)

3 Gerstein HC, Yusuf S. Dysglycaemia and risk of
cardiovascular disease. Lancet 1996;347:949-50.

4 Jain SK, Nagi DK, Slavin BM, Lumb PJ, Yudkin JS. Insulin
therapy in type 2 diabetic subjects suppresses plasmino-
gen activator inhibitor (PAI-1) activity and proinsulin-like
molecules independently of glycaemic control. Diabetic
Med 1992;10:27-32.

Authors’ reply

Editor—B Miles Fisher is incorrect in
stating that half of the randomised patients
were excluded from the trial of insulin-
glucose infusion followed by subcutaneous
insulin treatment in diabetic patients with
acute myocardial infarction. The authors of
the study explain that although 1240 eligible
patients were logged, randomisation did not
occur until after exclusions were made. This
may limit the generalisability of the findings
of the study, but not the validity. We agree
with Fisher that not all the patients were dia-
betic: it was for this reason that we raised the
possibility of extending treatment previously
reserved for patients with diabetes to those
with hyperglycaemia but no diagnosis of
diabetes.

Both John S Yudkin and Fisher raise the
possibility that the reduction in mortality in
the treatment arm could be attributed to
better control of glycaemia by insulin
treatment after discharge rather than to
insulin infusion at admission. We agree that
this possibility cannot be excluded, but
differences in glycated haemoglobin con-
centrations between the intervention and
control groups were small in relation to the
effect on mortality. Although the main
reduction was in mortality after discharge,
this does not exclude the possibility that
insulin infusion reduces mortality by pre-
serving myocardial function. No trials apart
from the study by the University Group
Diabetes Program have suggested that
sulphonylureas could have such a large
effect on cardiovascular mortality.
Gail Davey Clinical research fellow
Paul McKeigue Senior lecturer
Department of Epidemiology and Population
Sciences, London School of Hygiene and Tropical
Medicine, London WC1E 7HT

Disagreements still exist over
the chronic fatigue syndrome
Editor—Although the ME Association wel-
comes the royal colleges’ unequivocal
conclusion that the chronic fatigue syn-
drome is a genuine and disabling condition,1

we also agree that their report will
“engender disagreement on both sides of
the Atlantic.”2 We have no problem in
accepting that the alternative name for the
condition—myalgic encephalomyelitis
(ME)—is pathologically incorrect, and this is
a matter that we now intend to address.
However, labels are important to patients as
well as doctors, and support groups
throughout the world are unanimous in
their view that “chronic fatigue syndrome” is
a totally inadequate way of describing the
symptomatology and associated disability.
The chronic fatigue syndrome may well
become a dustbin diagnosis for anyone with
chronic fatigue, and a new name that is
acceptable to both doctors and patients
clearly needs to be found.

On the subject of epidemiology, we
believe that the prevalence figure given in
the report—up to one million cases in

primary care—is a gross overestimate, which
cannot be justified on the basis of the small
number of conflicting epidemiological stud-
ies. Such a figure is not reflected in claims for
state sickness and disability benefits, and we
have no knowledge of general practitioners
with 20-40 patients with the chronic fatigue
syndrome.

Our main disagreement with the report
concerns its undue bias towards psychologi-
cal explanations and treatments. Taking into
account the fact that some studies have
failed to concentrate on a strict definition of
the chronic fatigue syndrome and that
others have used questionnaires that “per-
form poorly as screeners for psychiatric
morbidity in chronic fatigue syndrome,”3 we
cannot agree that the published literature
can be used to justify the conclusion that
about three quarters of patients have a coex-
istent psychiatric illness. Equally, we are sur-
prised that no mention is made of the view
that when depression coexists it is possibly a
combination of neurobiological changes
and the psychological distress that so
commonly affects these patients.4

Our most stringent criticism is reserved
for the section of the report concerning
children, particularly the recommendation
that “tuition at home should be reserved for
the most severely affected,” along with a
clear implication that immediate return to
school should be encouraged. Such advice
will inevitably result in further conflict
between parents, health professionals, and
education authorities.

Many of these disagreements could have
been resolved if the working party had con-
sulted more widely during its preparation of
the report. Sadly, an opportunity to create
consensus has not materialised.
Charles Shepherd Medical director
ME Association, Stanford le Hope, Essex
SS17 0HA

1 Joint Working Group of the Royal Colleges of Physicians,
Psychiatrists, and General Practitioners. Chronic fatigue
syndrome. London: Royal College of Physicians, 1996.

2 Straus SE. Chronic fatigue syndrome. BMJ
1996;313:831-2. (5 October.)

3 Farmer A, Chubb H, Jones I, Hillier J, Smith A,
Borysiewicz L. Screening for psychiatric morbidity in
subjects presenting with chronic fatigue syndrome. Br J
Psychiatry 1996;168:354-8.

4 Shepherd C. Chronic fatigue, viruses and depression.
Lancet 1991;337:564.

Treating dysentery with
metronidazole in Pakistan
Editor—Carine Ronsmans and colleagues’
study of health professionals’ knowledge of
the treatment of dysentery in Bangladesh
showed that less than half chose the correct
treatment as recommended by the World
Health Organisation in Bangladesh.1 Metro-
nidazole was chosen by 10.9-25.6% of the
doctors and by 36.8-47.3% of the drug
dispensers. Similar and worrying inappro-
priate prescribing practices for antiamoebic
drugs have been reported recently in
Pakistan.2 In an editorial accompanying
Ronsmans and colleagues’ report Richard
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Cash points out that inappropriate prescrib-
ing and dispensing might be explained by
health professionals’ dependence on drug
companies for their information and medi-
cal education.3

The Medical Lobby for Appropriate
Marketing (MaLAM) has recently ques-
tioned Rhône-Poulenc Rorer about its
promotion for metronidazole (Flagyl) in
Pakistan, which exhorts doctors to “Suspect
amoebiasis/giardiasis in all cases of diar-
rhoea .... Immediate treatment is vital.”4 In its
response Rhône-Poulenc Rorer endorsed
that exhortation and stated that “If you
agree that amoebiasis and giardiasis should
be treated urgently due to their potential
impact on morbidity and mortality, then
empirical treatment [with metronidazole]
becomes routine in a community unable to
afford the charges for stool examination and
other associated laboratory or office costs.”

With respect, Rhône-Poulenc Rorer’s
assumption of amoebic hyperendemicity in
childhood diarrhoea is not supported by the
epidemiological evidence. Last year about
4500 children with acute diarrhoea were
admitted to the King Edward Medical
College and Mayo Hospital in Lahore. Only
80 (less than 2%) were found to be positive
for giardiasis or amoebiasis.

Rhône-Poulenc Rorer’s current promo-
tion for the routine empirical use of metro-
nidazole is in opposition to the WHO’s
recommendations, which state:

“Antiparasitic drugs should be used only
for:
• amoebiasis, after antibiotic treatment of
bloody diarrhoea for suspected shigella
infection has failed or when trophozoites of
Entamoeba histolytica containing red blood
cells are seen in the faeces;
• giardiasis, when diarrhoea has lasted at
least 14 days and cysts or trophozoites of
Giardia intestinalis are seen in faeces or in
the contents of the small intestine.”5

Education programmes to change pre-
scribing patterns for treating diarrhoea are
needed. Any improvements, however, are
unlikely to be sustained in the long term if
health professionals and consumers remain
exposed to prolonged drug promotion of
this nature. Multinational drug companies
promoting their products in developing
countries are susceptible to the influence of
international protest.6 We invite the BMJ’s
readers to support health professionals in
Pakistan by expressing their concerns to
Rhône-Poulenc Rorer about its recent
promotion for metronidazole.
Tariq Iqbal Bhutta Professor of paediatrics
King Edward Medical College and Mayo Hospital,
Lahore, Pakistan
Agnes Vitry Drug information pharmacist
Medical Lobby for Appropriate Marketing,
PO Box 172, Daw Park, SA 5041, Australia

1 Ronsmans C, Islam T, Bennish ML. Medical practitioners’
knowledge of dysentery treatment in Bangladesh. BMJ
1996;313:205-6. (27 July.)

2 Nizami SQ, Khan IA, Bhutta ZAI. Drug prescribing prac-
tices of general practitioners for childhood diarrhoea in
Karachi, Pakistan. Soc Sci Med 1996;8:1133-9.

3 Cash R. Inappropriate treatment for dysentery. Perverse
incentives and inadequate information may accelerate
antibiotic resistance. BMJ 1996;313:181-2.

4 Rhone-Poulenc Rorer’s promotion of Flagyl (metronida-
zole). MaLAM International News 1996;6:1-2.

5 World Health Organisation. The rational use of drugs in the
management of acute diarrhoea in children. Geneva: WHO,
1990.

6 MaLAM: encouraging trustworthy drug promotion.
Essential Drugs Monitor 1994;17:6-7.

Measurement error

A constant within subject standard
deviation cannot be assumed a priori

Editor—In their statistical note about
measurement error J Martin Bland and
Douglas G Altman state that there is no
point in estimating within subject standard
deviation if we cannot assume that it is the
same for all subjects.1 This assumption, how-
ever, does not hold true in every clinically
relevant situation. For example, the within
subject standard deviation of many analyses
is increased in patients from intensive care
units. Even outside these extreme condi-
tions, a constant within subject standard
deviation cannot be assumed a priori.
Homogeneity of within subject standard
deviation must be verified before the
estimate obtained from analysis of variance
can be applied to determine whether two
consecutive results in a single patient are
truly different.2

When within subject standard deviation
is not constant from one patient to another
(presence of heterogeneity) the use of a sin-
gle “mean” within subject standard deviation
to estimate repeatability will underestimate
the variability for several patients and will
possibly lead to false conclusions about the
clinical importance of the difference
between two consecutive measurements
made in these patients. In such cases the use
of the 75th or 90th centile of within person
variances across a population of similar
patients has been suggested as a more
appropriate estimate.3

Jacques Massé Assistant professor in biochemistry
Department of Biochemistry, Hôpital du
Saint-Sacrement, Quebec, Canada G1S 4L8

1 Bland JM, Altman DG. Measurement error. BMJ
1996;313:744. (21 September.)

2 Fraser CG, Harris EK. Generation and application of data
on biological variation in clinical chemistry. Crit Rev Clin
Lab Sci 1989;27:409-37.

3 Albert A, Harris EK. Multivariate interpretation of clinical
laboratory data. New York: Dekker, 1987:207-41.

Author’s reply

Editor—Jacques Massé raises a good point.
There are several possible causes of hetero-
geneity in measurement error between sub-
jects. One is that the measurement error
may be related to the level of the
measurement—for example, subjects with
higher values of the measurement may have
more variable repeated observations than
subjects with low values. Typically, we find
that the standard deviation of repeated
observations in the same subject is propor-
tional to the subject’s overall mean. Altman
and I have discussed this possibility and an
appropriate analysis.1

It may also be that subjects in different
populations have different within subject

variations. A sample can tell us only about
the population from which it is drawn, and
when special populations such as those in
intensive care are of interest it would make
sense to sample them. We can then compare
estimates of the within subject standard
deviation between these populations. Finally,
there may be heterogeneity between sub-
jects which cannot be explained by a
relation with the magnitude of the
measurement. It seems to me that we should
then try to explain this variation in terms of
other subject variables (for example, obesity)
if possible. If we cannot then I agree with
Massé that a simple estimate of within
subject variation could prove misleading.
The method he suggests would be
conservative—that is, tend to overestimate
the measurement error for most patients—
but this may well be preferable to underesti-
mation.
J M Bland Professor of medical statistics
Department of Public Health Sciences, St George’s
Hospital Medical School, London SW17 0RE

1 Bland JM, Altman DG. Measurement error proportional
to the mean. BMJ 1996;313:106. (13 July.)

Measurement error is that which we have
not yet explained

Editor—J Martin Bland and Douglas G Alt-
man show how to calculate measurement
error for repeated measurements, using as
an example peak expiratory flow rates in a
group of schoolchildren.1 We wish to point
out that some of what the authors describe
as error can be identified, measured, and
legitimately removed as a source of variation
from the within subject error. The real
measurement error is therefore lower than
the authors have calculated. General and
specific implications are sketched.

Observe that the mean measurement in
the 20 children is 299.75 l/min when they
are first measured but 305.25, 315.25, and
322 l/min in subsequent trials. Thus there
seems to be evidence of an upward trend,
which common sense suggests is a learning
effect: over the four trials the children begin
to get used to using the apparatus. Con-
sequently, some of the variability in the
measurements obtained for any particular
child is due to something we should not
really call measurement error, since we think
that we know its origins.

Performing analysis of variance, as
recommended by Bland and Altman, but
now including the four trials as a within sub-
ject factor, we can partition the residual vari-
ance of 27 631 found in their table 2 into two
components—namely, 5958 (due to a system-
atic difference between trials) and 21 673
(our new residual variance) (table 1). The F
ratio associated with the “trials” shows that
there are indeed significant differences in
measured flow rates across the four trials,
though it is beyond the scope of this letter to
investigate further the precise statistical
description of these differences. Our newly
estimated standard deviation of the
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measurement error is 380.22 = 19.50 l/min
rather than 21.5, as was previously calculated.

This example illustrates an important
general point. Although the statistical
notion of measurement error encourages
the view of random, and therefore unknow-
able, deviations from a “true” reading, in
practice so called error may often be
systematic, quantifiable, and controllable.
A more encouraging orientation is that
measurement error is really that which
we have not yet explained. The most imme-
diate practical advantage of reducing
unexplained variance/error is that it
improves the resolution of the instrument
of measurement. But chipping away at the
as yet unexplained variance by showing
how it arises also parallels the scientific
process itself: that of making the unknown
known by theory building.
J R Doyle Lecturer
School of Management, University of Bath, Bath
BA2 7AY
J M Doyle Drugs and alcohol counsellor
Southmead Hospital, Bristol BS10 5NB

1 Bland JM, Altman DG. Measurement error. BMJ
1996;313:744. (21 September.)

Dietary habits and mortality in
vegetarians and health
conscious people

Several uncertainties still exist

Editor—We believe that some of the issues
raised in Timothy J A Key and colleagues’
study of dietary habits and mortality in
11 000 vegetarians and health conscious
people1 and in the accompanying commen-
tary by Matthew W Gillman2 deserve more
attention.

Firstly, the published literature on fruit
and vegetables and cardiovascular disease is
more extensive than Gillman suggests.
When we reviewed the literature we located
10 ecological studies, three case-control
studies, and 16 cohort studies reporting
measures of association between intake of
fruit and vegetables (or intake of nutrients
mainly obtained from fruit and vegetables)
and coronary heart disease, and we located
five ecological studies, one case-control
study, and eight cohort studies for stroke.3

Secondly, other cohorts at low risk have
failed to show a protective association
between intake of fruit and vegetables and
cardiovascular disease (for example, a study
of 26 473 Seventh Day Adventists followed
up for six years showed null findings for
fruit).4

Thirdly, while existing knowledge may
endorse advice to eat more fruit and vegeta-

bles, clarification of areas of uncertainty that
need further research remains important.
What is the magnitude of benefit? Does it
vary by level and source of background risk?
Is there a threshold? Is seasonal variation
important? Are some fruits and vegetables
more protective than others? Do the fruit
and vegetables have to be fresh?

Reporting of cohort studies of diet and
chronic disease needs to be improved. Null
findings have been inadequately reported.
Food based analyses should be reported
alongside analyses of specific constituents,
whether nutrients or non-nutrients. Incon-
sistencies in findings between studies and
populations should provoke further inquiry.
A R Ness Wellcome training fellow in epidemiology
J W Powles University lecturer in public health
medicine
Department of Community Medicine, University of
Cambridge, Cambridge CB2 2SR

1 Key TJA, Thorogood M, Appleby PN, Burr ML. Dietary
habits and mortality in 11 000 vegetarians and health
conscious people: results of a 17 year follow up. BMJ
1996;313:775-9. (28 September.)

2 Gillman MW. Enjoy your fruits and vegetables. BMJ
1996;313:765-6. (28 September.)

3 Ness AR, Powles JW. Fruit and vegetables and cardiovas-
cular disease: a review. Int J Epidemiol (in press).

4 Fraser GE, Sabate J, Beeson WL, Stahan TM. A possible
protective effect of nut consumption on risk of coronary
heart disease: the Adventist health study. Arch Intern Med
1992;152:1416-24.

Weight cannot be interpreted without
information on height

Editor—Timothy J A Key and colleagues
explore dietary influences on mortality and,
among important negative findings, note
“no significant association between weight
and mortality,” which they qualify as
“perhaps [being] because of the low
numbers of obese subjects.”1 The original
questionnaire, however, did not address
height, and weight cannot be interpreted
without information on height. In fact, the
authors cannot comment on the numbers of
obese or underweight subjects in their sam-
ple without such information, nor can they
assume that the heights of their sample
would approximate to those of a compara-
ble sample of non-health conscious omnivo-
rous subjects. By dividing their sample into
thirds of weight distribution and calculating
mortality ratios accordingly they miss the
point that the group making up the middle
third may contain an appreciable number of
subjects with a higher body mass index than
that in the top third.

Furthermore, questionnaire studies are
notoriously inaccurate in delineating sub-
jects with eating disorders and particularly
anorexia nervosa, given its egosyntonic
nature. Anorexia nervosa carries a mortality
as high as 18.1% on 20 year follow up,2 with
most deaths being attributed to medical

complications rather than suicides.2 The
study assumes that subjects record their
dietary consumption accurately.

Such comprehensive studies have a ten-
dency to be translated into policy in the
longer term—for example, in the strategies
of the Health of the Nation policy—and
therefore it is important to recognise the
flaws as well as the strengths.
John Farnill Morgan Clinical research fellow
Department of Mental Health Sciences, St George’s
Hospital Medical School, London SW17 0RE

1 Key TJA, Thorogood M, Appleby PN, Burr ML. Dietary
habits and mortality in 11 000 vegetarians and health
conscious people: results of a 17 year follow up. BMJ
1996;313:775-9. (28 September.)

2 Theander S. Research on outcome and prognosis of ano-
rexia nervosa and some results from a Swedish long term
study. Int J Eat Disord 1983;2:167-74.

Authors’ reply

Editor—We agree with A R Ness and J W
Powles that many uncertainties remain con-
cerning the relations between consumption
of fruit and vegetables and the risk of
cardiovascular disease. Their review is a
valuable assessment of the evidence to date.1

We hope that large cohort studies currently
under way will answer many of the outstand-
ing questions they pose.

John Farnill Morgan points out that, in
the absence of information on height, we
used weight as a crude index of obesity.
Weight was positively associated with mor-
tality from ischaemic heart disease as
expected, with a rate ratio of 1.28 (95% con-
fidence interval 0.97 to 1.69) in the top third
relative to the lowest third of the weight dis-
tribution. We did not intend that this should
be interpreted as a negative finding. Body
mass index is certainly better than weight as
a measure of obesity, but the correlation
between these two variables is strong, and in
nutritional epidemiological studies weight is
probably a much better measure of obesity
than the dietary variables are a measure of
actual dietary intakes. For example, in the
Oxford vegetarian study (a cohort of
roughly 11 000 men and women compara-
ble to those in the health food shoppers
study) the correlation of weight with body
mass index is 0.82, weight correctly classifies
65.0% of men and women into thirds of
body mass index, and misclassification to the
extreme thirds is only 2.4% (unpublished
data). We estimate that this degree of
random misclassification would cause
underestimation of risks such that an
observed risk of 1.3 for the top third of
weight relative to the lowest third would rep-
resent a risk of approximately 1.5 for the top
third of body mass index relative to the low-
est third. Thus, while weight is an imperfect
measure of obesity, we think that the results
for weight provide useful information
provided that they are interpreted carefully.
Timothy J A Key Research scientist
Paul N Appleby Scientific officer
Imperial Cancer Research Fund, Cancer
Epidemiology Unit, Radcliffe Infirmary, Oxford
OX2 6HE

Table 1 Analysis of variance for Bland and Altman’s data

Source of
variation

Degrees of
freedom Sum of squares Mean square

Variance ratio
(F) Probability (P)

Children 19 285 318 15 017 —

Trials 3 5958 1986 5.22 <0.01

Residual 57 21 673 380 —
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Margaret Thorogood Senior lecturer
Department of Public Health and Policy, London
School of Hygiene and Tropical Medicine, London
WC1E 7HT
Michael L Burr Senior lecturer
Centre for Applied Public Health Medicine,
University of Wales College of Medicine, Cardiff
CF1 3NW

1 Ness AR, Powles JW. Fruit and vegetables and cardiovas-
cular disease: a review. Int J Epidemiol (in press).

Safeguards are needed
for new proposals for
primary care
Editor—Opportunity and threat are inextri-
cably linked. Mike Pringle sees the govern-
ment’s last but one white paper as the
opportunity for a thousand flowers to
bloom.1 2 We see it as a threat to the survival
of general practice, particularly in deprived
inner city areas. It makes no attempt to
address the reasons for the crisis in the
recruitment, retention, and morale of inner
city general practitioners—namely, poor
premises, frozen improvement grants and
staffing budgets, inadequate support services
for patients with mental illness or drug or
alcohol problems, and lower than average
net remuneration combined with above
average workloads.3 It ignores the existing
strengths and commitment of both large
and small inner city general practices and
instead offers this government’s stock
panacea—deregulation—with no regard to
the cost in terms of equity, social cohesion,
and continuity of personal care.

A possible scenario goes as follows.
Many singlehanded vacancies will arise in
inner city areas in the next few years as a
generation of doctors (largely from over-
seas), who have been the backbone of inner
city practice since the 1960s, move into
retirement. A shortage of applicants, com-
bined with the proposed requirement that
they should be able to meet the standards
set out in whatever job description a health
authority decides on, could ensure that
many of these vacancies remain unfilled.
This will then provide the opportunity—even
the necessity—for pilot trials by health
authorities. These are likely to include the
employment of salaried general practition-
ers by NHS trusts and a variety of commer-
cial organisations, including high street
pharmacy chains and supermarkets. Con-
tracts imposed on these general practition-
ers could include the kind of “gagging”
clauses that are common for the existing
employees of trusts, and also the imposition
of limited formularies and referral rights,
amounting to a severe curtailment of clinical
freedom. Doctors taking up these posts are
likely to be relatively inexperienced or from
overseas and therefore less able to resist the
imposition of such contracts. The recruit-
ment of doctors into such posts would also
undermine the ability of existing partner-
ships to recruit replacement or additional
doctors, exacerbating stress related to work-

load and adversely affecting the care
available to patients.

Protestations of good intent and reassur-
ances that choice will remain with the
profession are not enough. Real safeguards
are needed. These are not to be found in the
white paper, and if they do not appear in the
bill they will need to be fought for during its
passage through parliament.
Iona Heath General practitioner
Stephen Amiel General practitioner
Caversham Group Practice, Kentish Town Health
Centre, London NW5 2AJ

1 Pringle M. Primary care: choice and opportunity. BMJ
1996;313:1026-7.

2 Secretary of State for Health. Primary care: the future.
Choice and opportunity. London: HMSO, 1996.

3 Lorentzon M, Jarman B, Bajekal M. Report of the inner city
task force of the Royal College of General Practitioners.
London: Royal College of General Practitioners, 1996.
(Occasional paper 66.)

Information shared in
mentoring must remain
confidential
Editor—While Robert Alliott makes pass-
ing mention of mentoring schemes in
several regions in his article in Career
Focus,1 he does not acknowledge the
evident and specific influence on his own
study of the pioneering three year mentor
project in South Thames, which is currently
being evaluated. A particularly relevant
finding from this evaluation is the link
between effective outcomes of mentoring
interventions and the mentee’s reliance on
the confidentiality of information shared
with the mentor. Alliott’s suggested
extended use of such privileged infor-
mation, even if anonymous, suggests the
concurrent pursuit of institutional objec-
tives, which would risk distortion and dimi-
nution of the reason for the existence of
mentoring support and, on the basis of our
experience in South Thames, would be hard
to justify.

Mentoring is well established in other
professions as a means of professional
development,2 and the literature points to
inherent tensions in the role of the mentor
if he or she also contributes, at whatever
distance, to an assessment of performance
at work.3 Feedback on performance is, of
course, essential for professional
development,4 and the mentor is poised to
provide it, but only if certain criteria are
met.

The evaluation in South Thames shows
that the unbiased and neutral role of the
mentor, with the crucial absence of any
“report back” function, is a critical factor in
the mentee’s ability to confront problems
relating to organisational and clinical man-
agement and to work confidently towards
achieving positive and effective change. All
65 mentees who were questioned attached
appreciable value to the absolute
confidentiality of their discussions with
their mentor. Indeed, anxieties about how
privileged information from the mentor
interview might be used led to debates

about what link (if any) might develop
between, for example, mentoring and recer-
tification.

The Anglia project discussed by Alliott
provides further evidence of the potential of
mentoring in reducing job related stress.
South Thames can go further, with indica-
tors that suggest that organisational issues
such as morale and retention of practition-
ers can thereby also be addressed. Our
experience, however, leads us to judge that
use of information voiced in individual
mentoring sessions to help resolve wider
organisational issues, by another institu-
tional route, will critically undermine the
foundation on which our model of mentor-
ing for promoting continuing medical
education and professional development is
essentially based.

The author’s suggestion that local medi-
cal committees and the General Medical
Council could make constructive use of this
source of information puts confidentiality at
risk. This must be strictly adhered to if the
essential principles of mentoring are to be
upheld.
Rosslynne Freeman Mentor project leader,
South Thames
Thames Postgraduate Medical and Dental
Education, Surrey Research Park, Guildford
GU2 5RF

1 Alliott R. Facilitatory mentoring in general practice. BMJ
1996;classified suppl:Sep 28. (http://www.bmj.com/bmj/
classified/7060cf.htm)

2 Merriam S. Mentors and proteges: a critical review of the
literature. Adult Education Quarterly 1983;33:161-73.

3 Shaw R. Can mentoring raise achievement in schools? In:
Wilkin M, ed. Mentoring in schools. London: Kogan Page,
1983:10-1.

4 O’Hanlon C. The importance of an articulated personal
theory of professional development. In: Elliott J, ed.
Reconstructing teacher education. London: Falmer,
1993:23-4.

Advice to authors
We receive more letters than we can publish: we
can currently accept only about one third. We
prefer short letters that relate to articles
published within the past four weeks. We also
publish some “out of the blue” letters, which
usually relate to matters of public policy.

When deciding which letters to publish we
favour originality, assertions supported by data
or by citation, and a clear prose style. Letters
should have fewer than 400 words (please give a
word count) and no more than five references
(including one to the BMJ article to which they
relate); references should be in the Vancouver
style. We welcome pictures.

Letters should be typed and signed by each
author, and each author’ s current appointment
and address should be stated. We encourage you
to declare any conflict of interest. Please enclose a
stamped addressed envelope if you would like to
know whether your letter has been accepted or
rejected.

We may post some letters submitted to us on
the worldwide web before we decide on
publication in the paper version. We will assume
that correspondents consent to this unless they
specifically say no.

Letters will be edited and may be shortened.
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