
When doctors might kill their patients

Palliative care physicians always have
their patients’ best interests in mind

Editor—Gillon’s editorial arising from the
trial of Dr David Moor showed clear (and
therefore forceful) analytical logic,1 but I
found Doyal’s contribution on the same
topic was disturbing because it partly missed
the point.2 Broadly speaking, the principle of
double effect states that if measures taken to
relieve physical or mental suffering cause
the death of a patient it is morally and legally
acceptable provided the doctor’s intention is
to relieve the distress and not to kill the
patient. This is a universal principle without
which the practice of medicine would be
impossible. It follows inevitably from the fact
that all treatment has inherent risks.

Discussions of the principle of double
effect tend to focus on the care of terminally
ill patients and the use of morphine to
relieve pain. Regrettably, this gives the false
impression that the use of morphine in this
circumstance is a high risk strategy. When
correctly used, morphine and other strong
opioids are safe–safer than non-steroidal
anti-inflammatory drugs, which are pre-
scribed with impunity. The use of both
classes of analgesic is justified on the basis

that the benefits of pain relief far outweigh
the risk of serious adverse effects. Indeed,
clinical experience suggests that patients
with cancer whose pain is relieved live
longer than would have been the case if they
had continued to be exhausted and demor-
alised by unremitting severe pain.

Most people accept that a greater risk is
acceptable in more extreme circumstances.
It is axiomatic, however, that effective meas-
ures that carry the least risk to life will be
used. Thus although it may occasionally be
necessary (and acceptable) to render a
patient unconscious, it remains unaccept-
able (and unnecessary) to cause death delib-
erately.

In some quarters it is repeatedly stated
that the principle of double effect is
hypocritical and a smokescreen for euthana-
sia. Such views stem from failure to appreci-
ate that double effect is a universal principle
and the false belief that morphine usually
shortens the life of a dying patient. Mislead-
ing statements that stem from such misun-
derstandings include “hospice doctors often
kill their patients,” when in practice specialist
palliative care services are effectively a
“euthanasia-free zone.”3

Limiting “helping patients to die peace-
fully” to physician assisted suicide and
euthanasia is misleading; this is the essential
task of all who work in palliative care. Even
at the end of life the aim of treatment must
remain the relief of suffering and not the
patient’s intentional death.

In making decisions, health profession-
als balance the benefits of the treatment
against its foreseen burdens and risks. They
will seek to find the right balance between
maleficence and beneficence and thereby
integrate our dual responsibility both to
preserve life and to relieve suffering. In this
way, Doyal’s either/or becomes both/and–
both the best interests of patients and the
moral character of clinicians.
Robert Twycross Macmillan clinical reader in
palliative medicine
Oxford University, Churchill Hospital, Oxford
OX3 7LJ
rob.twycross@st-peters.ox.ac.uk
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Concept of intent is being defined
inconsistently by courts

Editor—Gillon’s editorial inspired by the
acquittal of Dr David Moor brings to mind a
legal anomaly, evident since the courts have
acknowledged the doctrine of double effect.1

As Gillon rightly asserts, Dr Moor was
acquitted because the jury found he did not
intend to kill or cause really serious harm to
his patients–he therefore lacked the mental
element necessary to commit murder. To
lawyers, however, the narrow definition
given to the concept of intent in this case,
and indeed other such cases, is perplexing.

In law, there is considerable overlap
between notions of intent and foresight. For
example, it is uncontroversial that if I do X
to bring about Y, I will be said at law to
intend Y–this is the idea of intent which
most people are familiar with. There is
strong legal authority, however, that a jury
may also infer intent if death or really
serious injury is a virtually certain conse-
quence of the defendant’s actions and the
defendant realised that this was the case.2 3

Although, as Gillon suggests, this may be
philosophically unsatisfactory, were the law
otherwise many genuine criminals would go
unpunished.

Despite this accepted legal principle,
when applying the idea of double effect the
courts hold that intent may not be inferred
in this way.4 In other words, a practitioner
indicted for conduct such as Dr Moor’s will
be tried according to different rules from
anyone else who has come to the attention
of the prosecuting authorities; the funda-
mental concept of intent is being defined
inconsistently by the courts.

This legal inconsistency suggests to me
that the current law is not adequately
equipped to deal with issues posed by mod-
ern palliative medicine. Generally, the crimi-
nal law is at its most uncomfortable
regulating conduct done in good faith. Cer-
tainly, the offence of murder with its manda-
tory life sentence and massive stigma will, in
most cases, be a wholly unsuitable charge to
bring against a caring professional acting
with beneficence.

To do justice, law needs to be certain,
expedient, and consistent; the currently
anomalous situation is unsatisfactory. The
law should therefore recognise the clinical
realities of end of life decisions and stop
hiding behind terminological inconsistency.
Until the legislature or the superior courts
are prepared to deal with the issue of eutha-
nasia openly, we may see more legally half
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hearted but nevertheless distressing murder
prosecutions brought against good doctors.
Christopher R Morris finalist, University of Durham
department of law
20 Donnini Place, Gilesgate, Durham DH1 1ES
Christopher.Morris@durham.ac.uk
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Patients must never be left to suffer so
that doctors “stay out of trouble”

Editor—Neither of the authors of the edito-
rials on when doctors might kill their patients
has addressed the central problem: deciding
how much analgesia or other treatment is
enough to resolve pain (or symptoms) and
how little is likely to shorten a patient’s life.1 2

These can only be based on experience and
judgment; certainly no trial will give us
evidence based medicine to rely on in court.

I have given what I thought would be a
final dose of diamorphine to a terminally ill
patient and found him next day distressed
more at the result of the Cup Final. I myself
have suffered considerable pain despite the
effects of frighteningly large doses of
intravenous morphine. Who can write down
clear instructions for a safe as well as an
effective dose, applicable in every situation?

There are times when doctors have to be
trusted to make such decisions in what they
see as the best interests of their patients. To
do this properly they must dare to risk being
wrong, because anything less will mean
doing too little. Perhaps Dr Moor paid the
price for us all when the public checked up
on his morality, and perhaps he called his
trouble on himself a little by speaking out.
But let us never leave patients to suffer in the
cause of following guidelines whose princi-
ple is “stay out of trouble.”
G T Freshwater director of occupational health,
Shetland Health Board
Hill House, Lower Hillhead, Lerwick, Shetland
ZE1 0EL
freshwater@zetnet.co.uk
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Moral character of clinicians and best
interests of patients cannot be separated

Editor—Doyal argues that the doctrine of
double effect is part of “a code of ethics that
places the moral integrity of the individual
clinician above his duty when there may be
conflict between them.”1 He would prefer to
see emphasis placed on conformity to the
“independent standards” of the “broader
professional environment.” Such a change
would have the effect of removing the legal
and moral responsibility that now rests with
the individual doctor looking after a
terminally ill patient and placing it, prob-
ably, in the hands of some kind of local con-
sensus group basing its decisions on
published clinical and legal guidelines.

The moral decision in individual cases
cannot be avoided by the use of such criteria.

Consequences are not the only ethically
important aspects of actions. The law has
always recognised the paramountcy of per-
sonal responsibility, and doctors who are not
doctrinaire utilitarians would surely agree
that this is also a vital moral consideration.
Even if these procedural changes were intro-
duced the distinction between foreseen and
intended actions would have to be made. The
effect would be not only to remove responsi-
bility from the patient’s personal physician
but also, by making decisions impersonal and
objective, to disguise and undermine their
moral importance.

Doyal provides three hypothetical cases
to illustrate possible problems with double
effect. Two are rather puzzling choices in
that they describe what would clearly be
legally and morally unjustifiable manage-
ment of patients who were not terminally ill.
In the third example a physician decides to
prolong a patient’s life, even while agreeing
that this is against his best interests, because
she is unsure of the purity of her intent. This
is indeed a problem, but the difficulty does
not lie with the doctrine of double effect
itself; it lies in the question of who takes
responsibility. It is possible that a consensus
group would be at least as likely to allow a
patient to suffer unnecessarily as an indi-
vidual who knows the patient.

Individuals’ decisions will inevitably err
on occasions, but to preserve what is
arguably one of the most valuable things we
can offer a terminally ill patient–a relation-
ship with a caring and personally responsi-
ble physician–this is surely a price worth
paying.
A C McKay consultant anaesthetist
Belfast City Hospital, Belfast BT7 2AB
cmckay@talk21.com

1 Doyal L. The moral character of clinicians or the best
interests of patients? BMJ 1999;318:1432. (29 May.)

Increased mortality from liver
cancer in England and Wales is
not related to hepatitis C
Editor—We were surprised to read the
letter from Harris and colleagues disagree-
ing with our findings on mortality from liver
cancer since their data and conclusions are
similar to our own.1 2 We are agreed that
death rates in England and Wales from all
causes of malignant tumours of the liver are
increasing (ICD-9 (international classifi-
cation of diseases, ninth revision) code 155)
and that they are a poor indicator of
previous infection with hepatitis C virus. We
also pointed out that this ICD classification
includes mortality data not only from hepa-
tocellular carcinoma (ICD-9 155.0), which
may be aetiologically related to hepatitis C
virus, but also from intrahepatic cholangio-
carcinoma (ICD-9 155.1) and primary and
secondary tumours of uncertain aetiology
(ICD-9 155.2),3 where there is no proved link
with hepatitis C infection.

We expected to find that the increase in
mortality for all liver tumours during 1979-

942 was accounted for by an increase in
death rates from hepatocellular carcinoma,
which in some southern European countries
has been causally linked with pre-existing
hepatitis C infection.4 However, further
analysis of data from the Office for National
Statistics showed that age standardised mor-
tality for hepatocellular carcinoma over this
15 year period remained relatively static,2

unlike the case in France, Italy, and the
United States.4 5

Instead, we found that age standardised
mortality for tumours of the intrahepatic
bile ducts (ICD-9 155.1) has increased in
England and Wales over this period and
seems to be largely responsible for the
increase in mortality we observed for all liver
tumours.2 Whether this trend represents
improved diagnosis and case ascertainment
or a real increase in the incidence of bile
duct cancers remains to be established.
Further epidemiological studies are now
required to determine the cause of the
observed increase in mortality from cholan-
giocarcinomas.
Simon D Taylor-Robinson senior lecturer in
medicine
Howard C Thomas professor of medicine
Liver Unit, Department of Medicine, Imperial
College School of Medicine, St Mary’s Hospital,
QEQM Wing, London W2

Shona Arora senior registrar in public health
medicine
Sally Hargreaves director of performance and
partnership
Kensington and Chelsea and Westminster Health
Authority, Eastbourne Terrace, London W2
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Effectiveness of rivastigmine in
Alzheimer’s disease

Improvements in functional ability
remain unestablished

Editor—Two recent reports on rivastigmine
in Alzheimer’s disease1 2 provide further
proof that cholinesterase inhibitors produce
modest improvements in cognitive testing
and in clinical impression of change. The
new claim is of improved functionality with
rivastigmine, which, if true, would be an
important advance in the management of
Alzheimer’s disease.

Unfortunately, however, these studies do
not establish that functional ability is
improved. Both studies rated functionality
using the progressive deterioration scale,
which was developed to assess quality of life
not activities of daily living.3 It contains con-
siderable duplication (for example, four
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questions on handling finances), and only
two items relate peripherally to the basic
activities of dressing and eating. It cannot be
concluded, therefore, that improved scores
equate to improved functionality.

Moreover, Rösler et al misrepresent the
small improvement in progressive deterio-
ration score seen with rivastigmine (2.8 on a
100 point scale) by citing in the discussion
that one third of patients taking higher dose
rivastigmine attained at least a 10%
improvement in score without noting that
20% of placebo patients also improved to
this extent. The benefit was actually only
13% (33% v 20%), which is reduced to 10%
(29% v 19%) on more appropriate intention
to treat analysis.

The intention to treat analyses are also
potentially biased because of non-random
drop outs: 77 (32%) of 243 higher dose
rivastigmine patients did not have a 26 week
assessment compared with 31 (13%) of the
239 placebo patients. Alzheimer’s disease is
progressive and so replacing missing data by
carrying forward values obtained earlier in
the trial underestimates natural deteriora-
tion. No improvements in progressive
deterioration score were seen in the lower
dose rivastigmine group, which had the
same drop out rate as the placebo group.

Thus it remains unclear whether cholin-
esterase inhibitors produce sufficient benefit
in Alzheimer’s disease to justify their
widespread use. Clearly, any delays in
progress to severe dependency or institu-
tionalisation would be worth while both
clinically and economically. Improved func-
tionality, fewer neuropsychiatric symptoms,
and reduced burden and stress on carers
would also be important. But none of these
has been reliably established for rivastig-
mine or donepezil. Longer term placebo
controlled trials addressing these outcomes
are urgently required.4 One such study, the
national AD2000 donepezil trial, has
recently opened and already includes 150
patients. To resolve current uncertainties
about the best use of cholinergic agents,
widespread support—from clinicians and
purchasers—for studies such as AD2000
should be encouraged.
Peter Bentham consultant in old age psychiatry
Mental Health Services for the Older Adult, Queen
Elizabeth Psychiatric Hospital, Birmingham
B15 2QZ

Richard Gray professor of medical statistics
Elizabeth Sellwood AD2000 trial coordinator
University of Birmingham Clinical Trials Unit,
Institute of Clinical Research, Medical School,
Birmingham B15 2TH

James Raftery professor of health economics
University of Birmingham Health Economics
Facility, Park House, Birmingham B15 2RT
on behalf of the AD2000 Trial Steering Committee
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Authors’ reply

Editor—We agree with Sellwood et al on
the need for longer term trials (>2 years) to
assess economic and disease specific out-
comes. However, such trials cannot be
performed until efficacy is proved in six
month studies and can be performed only
once the drug is registered.

It should be noted that items in the
progressive deterioration scale are based on a
comprehensive evaluation of activities per-
formed in day to day life by patients with
Alzheimer’s disease and were selected follow-
ing input from carers1: those who deal with
patients on a day to day basis and best know
their activities. Therefore the scale meaning-
fully reflects patients’ functional ability.
Although some items seem to cover similar
activities, this was done deliberately as an
internal cross check to ensure the validity of
information provided by the carer.

Our data show clearly that the functional
ability of patients treated with rivastigmine
improves over six months. Also, significantly
more patients treated with rivastigmine
experience a highly clinically relevant
improvement in activities of daily living
(>10% improvement on the progressive
deterioration scale) compared with placebo.
In comparison, clinical studies have shown
that untreated patients worsen consist-
ently.2 3 Although the change reported in
our study may not seem large, any stabilisa-
tion or reduction in loss of functional ability
results in important clinical benefits in this
progressive and debilitating disease. Fur-
thermore, in a pooled analysis of phase III
studies with rivastigmine, clinically and
statistically significant improvement was
noted for 22 of these items compared with
placebo.4

We agree that an intention to treat analy-
sis is not appropriate for a disease character-
ised by progressive worsening. Indeed, an
observed case analysis also showed significant
clinical benefits for rivastigmine (29% v 18%
for placebo; P = 0.012).

Finally, Sellwood et al will be pleased to
note that a placebo controlled study with a
duration of treatment and follow up of three
years is under way to examine the delay to
diagnosis of Alzheimer’s disease with
rivastigmine in an at-risk patient population.
In addition to cognitive, behavioural, and
pharmacoeconomic measures, this trial
(which includes 900 subjects from 12 coun-
tries) will examine the effect of rivastigmine
on reducing the rate of brain atrophy using
quantitative magnetic resonance imaging.
Michael Rösler Head
Sektion Gerontopsychiatric, Psychiatrische
Universitätsklinik, D 97089 Würzburg, Germany
On behalf of the B303 Exelon Study Group
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Patients’ view on quality of life should be
assessed

Editor—In commenting on the recent
paper showing efficacy and safety of rivastig-
mine in patients with Alzheimer’s disease,1

Flicker refers to a modest improvement in
carer rated quality of life.2 There is no
consensus, however, on how to assess quality
of life in dementia and no quality of life
instrument used in clinical trials to date has
been satisfactory.3 The progressive deterio-
ration scale, which was used in this trial, is
regarded as a measure of functional ability
(activities of daily living) and not quality of
life. Patients with mild to moderate dementia
are, however, able to describe and rate their
quality of life, and their views on treatment
should be taken into consideration.

In a study of patients starting on adjunc-
tive antiepileptic drugs we found that side
effects and adverse events were important
indicators of quality of life. Indeed, some
patients who became completely free of sei-
zures opted to stop taking the adjunctive
drugs because of unwanted side effects,
notably weight gain.4 Without objective data
we cannot know how patients with dementia
would balance small improvements in
cognition or activities of daily living against
side effects such as nausea, vomiting, and
diarrhoea. Similarly, we have few data to
guide us on how changes in the various
domains assessed in dementia trials relate to
quality of life from the patients’ perspective.

Assessment of quality of life in dementia
is in its infancy and raises many technical and
ethical issues. Several measures of patient self
report have, nevertheless, been developed
and are now becoming available. In future,
clinical trials of antidementia drugs should
incorporate measures of patient-reported
quality of life alongside proxy measures.5

Caroline E Selai research psychologist
c.selai@ion.ucl.ac.uk

Michael R Trimble professor in behavioural
neurology
Raymond Way Neuropsychiatry Research Group,
National Hospital For Neurology and
Neurosurgery, London WC1N 3BG

Martin N Rossor professor of clinical neurology
Richard J Harvey director of research
Dementia Research Group, National Hospital For
Neurology and Neurosurgery, London WC1N 3BG
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Guidelines do not ignore clinically
relevant end points

Editor—In his commentary on the Euro-
pean rivastigmine study1 Bayer states that the
absence of measures of neuropsychiatric out-
come and the burden on carers is unfortu-
nate but that the choice of these end points
was governed by requirements of regulatory
authorities rather than the aim of measuring
the real impact of the illness on the lives of
patients and their families. He says that the
need for clinically relevant outcome meas-
ures should now be better appreciated.

However, the European guideline on
medicinal products in the treatment of
Alzheimer’s disease recommends that
improvement of symptoms should be
assessed in the following three domains:
cognition, as measured by objective tests
(cognitive end point); activities of daily living
(functional end point); and overall clinical
response, as reflected by global assessment
(global end point).2 Efficacy variables should
be specified for each of the three domains.
Two primary variables should be stipulated,
one evaluating the cognitive end point and
the other the clinical relevance of the
improvement in cognition. The protocol
should specify this second primary variable
and to which domain (global, or preferably
functional) it is related. Moreover, the instru-
ments which measure burden on carers and
activities of daily living should have been
validated for Alzheimer’s disease. The study
should be designed to show significant
differences in at least two of the primary
variables. If this is achieved, then the overall
benefit (response) should be assessed in
individual patients, and the effect of treat-
ment should be illustrated in terms of the
proportion of patients who achieve a mean-
ingful benefit (responders).

In our view these recommendations
show that the emphasis of regulatory
authorities is on clinically relevant end
points, and the Committee for Proprietary
Medicinal Products guideline stresses the
need to develop these. Therefore, the
statement that the choice of the outcomes in
clinical drug trials in dementia was governed
by the requirements of regulatory authori-
ties is not justified.
J G Storosum psychiatrist
B J van Zwieten-Boot pharmacologist
A J A Elferink clinical epidemiologist
Medicine Evaluation Board of the Netherlands,
Kalvermarkt 53, PO 16229, 2500 BE Den Haag,
Netherlands
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Screening and mortality from
cervical cancer

Does screening really reduce mortality?

Editor—We were rather non-plussed to
read that the conclusion of the paper by
Quinn et al on screening for cervical cancer1

is not supported by their data, and we won-
der whether so called political correctness
had anything to do with it. The statement
“800 deaths might have been prevented in
1997” is based on a projected mortality of a
completely arbitrarily (alas, not randomly)
selected part of a subset of graphs showing
trends in mortality. The opposite conclusion
may be reached using the same graphs. For
example, in women aged 35-44 mortality fell
from 10 per 100 000 to 5 per 100 000 in the
period 1960 to 1975, and it should have
approached zero by 1997 assuming that the
trend had continued. Similarly, with the
same age groups as in the original paper, in
women aged 25-34 mortality fell from 2.5
per 100 000 to 1.1 per 100 000 in the period
1955 to 1965, so by 1997 it should have
again approached zero. Since the only new
intervention has been screening, and the
mortality is excessive at 5 per 100 000,
screening may have caused up to 2900 extra
deaths in 1997—by the same logic.
Jayant S Vaidya honorary lecturer in surgery
j.vaidya@ucl.ac.uk

Michael Baum professor of surgery
Department of Surgery, Royal Free and University
College Medical School, University College
London, London W1P 7LD

1 Quinn M, Babb P, Jones J, Allen E, on behalf of the United
Kingdom Association of Cancer Registries. Effect of
screening on incidence of and mortality from cancer of
cervix in England: evaluation based on routinely collected
statistics. BMJ 1999;318:904-8. (3 April.)

Authors’ reply

Editor—The conclusions in our paper are
not based solely on the analysis of mortality.
We presented strong evidence that the
introduction of national call and recall and
of incentive payments to general practition-
ers led to a dramatic fall in the incidence of
cervical cancer in women in all age groups
from 30 to 74 and in all regions of England.
Other evidence confirms the expected shift
towards detection of earlier stages of disease.
There is no other plausible explanation for
these patterns. If women do not get cervical
cancer, they will not die from it. In addition,
it has been recognised for over 30 years that
mortality from cervical cancer shows very
strong cohort trends (reflecting those in
incidence)1 and so Vaidya and Baum’s
simple extrapolation of age specific trends is
totally inappropriate. We extrapolated the
cohort rates for the relevant age groups. Our
analysis and conclusions are supported by a
similar study in Scotland2 and by the results
from formal age period cohort models.3

We remain deeply concerned about the
many well known problems with cervical
screening which we mentioned in our
paper: cervical cancer is a comparatively
rare disease and its natural course is not well

understood; the smear test has both low
sensitivity and low specificity; many tests are
technically unsatisfactory and the pro-
portion of such tests varies widely across the
country; the mix of three and five year
screening intervals is inequitable; too many
smear tests are opportunistic; and the
programme costs four times as much as
breast screening. Nevertheless, there is now
conclusive evidence that cervical screening
has markedly reduced both incidence and
mortality.
M J Quinn director, National Cancer Registration
Bureau
P J Babb senior cancer epidemiologist
J Jones cancer epidemiologist
Office for National Statistics, London SW1V 2QQ

1 Hill GB, Adelstein AM. Cohort mortality from carcinoma
of the cervix. Lancet 1967;ii:605-6.

2 Walker JJ, Brewster D, Gould A, Raab GM. Trends in inci-
dence of and mortality from invasive cancer of the uterine
cervix in Scotland (1975-1994). Public Health
1998:112:373-8.

3 Sasieni P, Adams J. Effect of screening on cervical cancer
mortality in England and Wales: analysis of trends with an
age period cohort model. BMJ 1999;318:1244-5. (8 May.)

Study shows importance of centralised
organisation in screening

Editor—The paper by Quinn et al report-
ing the effects of screening on incidence of
and mortality from cervical cancer in
England1 highlighted the characteristics of
successful programmes elsewhere2 3 and
showed that the national screening pro-
gramme had been effective.

The situation in Hong Kong, where there
is no systematic population based cervical
screening programme, shows the importance
of central organisation. Hong Kong is a gen-
erally affluent community with a better health
profile than most developed countries. Infant
mortality is low (4.6 per 1000 live births in
1995, compared with 6.2 in the United King-
dom), and life expectancy is high (81.5 years
at birth for women, compared with 79.4 years
in the United Kingdom). Women in Hong
Kong are at lower risk of developing many
common cancers, such as those of the breast
and lung, than are their counterparts in most
Western countries yet the reverse is true for
cervical cancer.4

The figure shows the trend in the
incidence of and mortality from cervical
cancer standardised to the European stand-
ard population (for age bands of five years).
Although incidence has reduced gradually
over time, it has not fallen dramatically as in
the United Kingdom after organised screen-
ing achieved a coverage greater than 70%,
and the death rate has changed little. The
standardised incidence of 16.9 per 100 000
for invasive cancer in 1994 was higher than
the baseline rates of disease before organ-
ised screening started in the United King-
dom. Cervical cancer is the fourth most
common newly diagnosed cancer and
accounts for 4% of deaths from cancer in
local women, compared with 2% in the
United Kingdom.

One of us (PA) recently found that 56% of
nearly 1800 women aged between 20 and 75
in Hong Kong had never had a cervical
screening test.5 Coverage was lowest among
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older women (72% of women over 50 had
never been screened) and those in the lower
socioeconomic groups. Less than a quarter of
all women were screened regularly, and these
were generally screened yearly or more often.

The current screening system in Hong
Kong is therefore inequitable, wastes
resources, and results in avoidable cases of
cervical cancer. It may also cause unneces-
sary harm by overscreening women at lower
risk. The study by Quinn et al provides
further support for centralised organisation
in any screening system and is a message
that should not be ignored by any country
with a developed health care system.
Peymané Adab clinical lecturer
Sarah McGhee assistant professor
Anthony Hedley professor
Department of Community Medicine, University of
Hong Kong, Patrick Manson Building South Wing,
7 Sassoon Road, Pokfulam, Hong Kong

1 Quinn M, Babb P, Jones J, Allen E, on behalf of the United
Kingdom Association of Cancer Registries. Effect of
screening on incidence of and mortality from cancer of
cervix in England: evaluation based on routinely collected
statistics. BMJ 1999;318:904-8. (3 April.)

2 Laara E, Day N, Hakama M. Trends in mortality from cer-
vical cancer in the Nordic countries; association with
organised screening programs. Lancet 1987;i:1247-9.

3 ICRF Coordinating Committee on Cervical Screening.
Organisation of a programme for cervical cancer
screening. BMJ 1984;289:894-5.

4 Adab P, Hedley AJ. Preventing avoidable death: the case of
cervical cancer in Hong Kong. Hong Kong Med J
1997;3:427-32.

5 Adab P. Screening for cervical cancer in Hong Kong
[abstract]. Fifth Hong Kong international cancer congress,
Hong Kong, February 1998.

Use of guidelines should be
evaluated in randomised
controlled trials
Editor—It remains to be proved whether
implementing guidelines for the prevention
of corticosteroid induced osteoporosis will
be of benefit overall. The editorial by Lips1

encouraging the adoption of the UK
Consensus Group’s guidelines2 is based on
the assumptions that following these guide-
lines will have no adverse effects, will achieve
the benefits the group envisaged mostly by
extrapolation of the results from limited
studies, and will be worth the costs entailed.

On the contrary, it is easy to imagine
that advice to take regular calcium and vita-

min D, to review lifestyle, and to take
bisphosphonates (or hormone replacement
therapy or calcitriol) will add important
problems of adherence to an otherwise sim-
ple regimen of glucocorticoid treatment for
example, 10 mg once a day for the early
management of polymyalgia rheumatica.

Assertions that guidelines (even those
which are well thought out) can be imple-
mented without the potential for adverse out-
comes and additional economic costs should
not be accepted. The introduction of guide-
lines is seldom tested in randomised control-
led trials,3 yet this is what is required if they
are to be evaluated adequately.
John R Kirwan consultant and reader in
rheumatology
Rheumatology Unit, Bristol Royal Infirmary, Bristol
BS2 8HW

1 Lips P. Prevention of corticosteroid induced osteoporosis.
BMJ 1999;318:1366-7. (22 May.)

2 Eastell R, Reid DM, Compston J, Cooper C, Fogelman I,
Francis RM, et al. UK Consensus Group on management
of glucocorticosteroid induced osteoporosis: an update. J
Intern Med;244:271-92.

3 Balint G, Szebenyi B, Kirwan JR. The use of guidelines for
managing and treating osteoarthritis. Disease Management
and Health Outcomes 1998;3:11-142.

Cognitive therapy is no better
than supportive counselling in
schizophrenia
Editor—Minerva is wrong to state that cog-
nitive behaviour therapy can improve symp-
toms in people with schizophrenia,1 based
on the findings of the latest study by Tarrier
and colleagues.2 In fact, the results they
present are similar to those that they
published recently in the BMJ.3 They found
that although cognitive behaviour therapy
was significantly superior to “routine care,”
there was no significant difference between
cognitive therapy and non-specific “sup-
portive counselling.” (In fact, some of my
patients receive such supportive counselling
as part of their routine care.)

As I pointed out in a letter regarding the
earlier study,4 cognitive behaviour therapy is
more expensive than supportive counsel-
ling. There seems to be a growing assump-
tion that cognitive behaviour therapy is
beneficial for patients with schizophrenia.
The assumption is based on very little
evidence, and it is unhelpful for Minerva to
contribute to this trend. Larger studies need
to be done to determine whether cognitive
behaviour therapy actually has any specific
effect other than the effects due to an
increased quantity of therapeutic contact.
David Curtis consultant
Royal London Hospital, London E1 1BB
dcurtis@hgmp.mrc.ac.uk

1 Minerva. BMJ 1999;318:1708. (19 June.)
2 Tarrier N, Wittkowski W, Kinney C, McCarthy E, Morris J,

Humphreys L. Durability of the effects of cognitive-
behaviour therapy in the treatment of chronic schizophre-
nia: 12-month follow-up. Br J Psychiat 1999;174:500-4.

3 Tarrier N, Yusupoff L, Kinney C, McCarthy E, Gledhill A,
Haddock G, et al. Randomised controlled trial of intensive
cognitive behaviour therapy for patients with chronic
schizophrenia. BMJ 1998;317:303-7.

4 Curtis D. Intensive cognitive behaviour therapy for chronic
schizophrenia. BMJ 1999;318:331. (30 January.)

Door to needle times of 12
minutes are possible in one
emergency department
Editor—Several correspondents have dis-
cussed call to needle times after acute
myocardial infarction.1 Rapid door to needle
times are possible in accident and emer-
gency departments with the use of appropri-
ate protocols and the availability of cover by
senior medical staff on the floor 24 hours a
day.

In the emergency department of this
hospital all adult patients with chest pain are
taken immediately to a cubicle by nursing
staff; before they see a doctor oxygen
treatment and electrocardiographic moni-
toring are started and an intravenous line is
inserted. A 12 lead electrocardiogram is
taken to the attending emergency doctor
even before it is labelled. When an acute
myocardial infarction is diagnosable from
this first electrocardiogram the door to
needle times are around 12 minutes. Thus
thrombolysis is routinely administered in
this emergency department.

The key points are that the nurses do
not require medical authorisation to insti-
gate their protocol and that the first doctor
to read the electrocardiogram has the com-
petence to interpret it correctly and the
authority to instigate thrombolysis.

This hospital has a tertiary cardiac surgi-
cal service, and its cardiologists envisaged
from the outset that the emergency depart-
ment would function in this way.
Ian Knox emergency physician
Wesley Hospital, Brisbane, Queensland, Australia
iknox@gil.com.au

1 Correspondence. Call to needle times after acute myocar-
dial infarction. BMJ 1999;318:1553-4. (5 June.)

Early trials of angiogenic
factors have not targeted
patients most at risk of ocular
disease
Editor—In his clinical review on therapeu-
tic angiogenesis Henry discusses the poten-
tial benefits of this treatment in relation to
myocardial and limb ischaemia.1 Vascular
endothelial growth factor, fibroblast growth
factor, and the angiopoietin receptors have
already been evaluated in disease models
and small clinical trials and shown to be
beneficial. The use of these agents highlights
a paradox of subspecialty medicine.

Henry briefly mentions the danger of
pathological angiogenesis in other tissues,
and this is of particular relevance to ocular
disease. Vascular endothelial growth factor,
fibroblast growth factor, and angiopoietin
have been implicated in the pathogenesis of
proliferative diabetic retinopathy, ischaemic
central retinal vein occlusion, retinopathy of
prematurity, and exudative age related
macular degeneration.2 3 Ocular neovascu-
larisation is common to all these conditions,
and visual loss results from vitreous or
subretinal haemorrhage, retinal detach-
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ment, or neovascular glaucoma. Any sys-
temic treatment involving these factors,
whether designed to promote angiogenesis
for myocardial and limb ischaemia or to
inhibit angiogenesis for ocular disease, may
have an adverse pathological effect else-
where.1 2

Much of the ocular disease involving
neovascularisation is characterised by pro-
longed hypoxia and chronic exposure to
higher levels of vascular endothelial growth
factor, fibroblast growth factor, and angio-
poietin than found normally.4 5 It is difficult,
therefore, to quantify the ocular risk
resulting from the single, direct application
of an angiogenic factor to a target organ or
from sustained production by a virus vector.
In the healthy eye the blood-retinal barrier
will prevent access of these angiogenic
factors to the ocular tissues and the risk is
likely to be small.

However, with the breakdown of the
blood-retinal barrier in proliferative diabetic
retinopathy, ischaemic central retinal vein
occlusion, retinopathy of prematurity, and
age related macular degeneration,2 these
angiogenic factors will have ready access to
ocular tissues; they may then become
sequestered in the vitreous cavity and other
extravascular spaces. In these diseases the
vascular endothelial cells are likely to have
been primed by hypoxia and there will have
been limited breakdown of the existing
extracellular matrix. The risk of stimulating
endothelial cell proliferation and tube
formation and of causing pathological
angiogenesis in the eye will be maximal.

By excluding either all diabetic patients
or those diabetic patients with retinopathy
the early clinical trials of angiogenic factors
have failed to target those patients most at
risk of ocular disease.
Martin McKibbin specialist registrar in
ophthalmology
mmckibbin@compuserve.com
Damian O’Neill consultant ophthalmologist
Eye Clinic, Leeds General Infirmary, Leeds
LS2 9NS

1 Henry TD. Science, medicine, and the future: therapeutic
angiogenesis. BMJ 1999;318:1536-9. (5 June.)

2 Schlingemann RO, van Hinsbergh VWM. Role of vascular
permeability factor/vascular endothelial growth factor in
eye disease. Br J Ophthalmol 1997;81:501-12.

3 Takagi C, Takagi H, Matsumura M, Koyama S, Otani A,
Honda Y. Expression of angiopoietins and Tie-2 in retinal
proliferative diseases. Invest Ophthalmol Vis Sci
1999;40:3706.

4 Boulton M, Foreman D, Williams G, McLeod D. VEGF
localisation in diabetic retinopathy. Br J Ophthalmol
1998;82:561-8.

5 Smith G, McLeod D, Foreman D, Boulton M. Immunolo-
calisation of the VEGF receptors FLT-1, KDR and FLT-4 in
diabetic retinopathy. Br J Ophthalmol 1999;83:486-94.

Smoking by parents of
asthmatic children

Sensitive counselling may still be worth
while

Editor—Reducing exposure of asthmatic
children to parental smoking is important,
but without more information the paper by
Irvine et al provides no foundation for
evidence based practice.1 The reader can

safely conclude that something made no dif-
ference but is given no useful description of
what that something was. The paper
supplies only two of the five elements that
Windsor et al suggest as an adequate
description of an intervention—namely,
counselling content, theoretical framework
from which methods are derived, duration
of each patient contact, frequency of
intervention components, and training of
intervention counsellors.2 It is sad that jour-
nals which take commendable steps to
ensure that the outcomes are adequately
reported still do not apply similar standards
to the reporting of the intervention.3

A further cause for concern is the
context of the study. What was the nature of
the families’ consent? If they were given
adequate information it is likely that the
control group was appreciably contami-
nated, and if they were not the ethics of the
study are debatable. What previous advice
and support had been given to these
families? I hope we can assume that all prac-
tices in the study routinely advised all such
parents of the possible connection between
their smoking and their child’s asthma, in
which case the additional intervention
sounds marginal.

I would also question whether the inter-
vention was in accord with best practice.
The use of a research nurse unknown to the
family and apparently unconnected with
the patient’s practice does not use the
practice-patient relationship. The use of the
phrase “telling patients what to do” in the
discussion raises concern about the coun-
selling style.

Certainly we need more effective meth-
ods of helping smokers cut back or quit, and
the intervention used in this study was
apparently ineffective. However, this paper
should not be interpreted as indicating that
sensitive counselling by primary care teams
of parents who smoke and have asthmatic
children is not worth while.
John Kemm consultant in public health medicine
Llanishen, Cardiff CF14 5EZ
John.Kemm@wales.gsi.gov.uk

1 Irvine L, Crombie IK, Clark RA, Slane PW, Feyerabend C,
Goodman KE, Cater JI. Advising parents of asthmatic chil-
dren on passive smoking: randomised controlled trial. BMJ
1999;318:1456-9. (29 May.)

2 Windsor RA, Boyd NR, Orleans CT. A meta evaluation of
smoking cessation intervention research among pregnant
women: improving the science and art. Health Educ Res
1998;13:419-38.

3 Speller V, Learmonth A, Harrison D. The search for
evidence of effective health promotion. BMJ
1997;315:361-3.

Authors’ reply

Editor—Kemm raised several important
issues. He was concerned that the interven-
tion was not described in enough detail. The
extent of reporting was restricted by the
word limit, but we take this opportunity to
give more details. The intervention was
designed so that it could be easily used in the
clinical situation, if found to be effective. It
was brief, based on the method first
described by Russell et al.1 Parents were vis-
ited once, and the nature of the intervention
is described in the paper. Information given

at the time of the consultation was
reinforced in leaflets. The duration of
contact with the parents was about one
hour, although the actual intervention took
around 10 minutes. The intervention was
delivered by research nurses, who were not
trained counsellors. This was intentional, the
purpose of the study being to test an
intervention which could be delivered by
any nurse.

Kemm was also concerned about the
ethics of our study. Providing enough
information about a study to obtain
informed consent without contaminating
the control group is a problem for all
studies designed to change behaviour.
Parents were told that the study was being
carried out to look at ways of reducing
passive smoking in children with asthma
and gave written consent to participation.
However, the full details of the study
design were not disclosed. The issue of
informed consent was discussed in detail
with the Tayside committee on medical
ethics before the start of the study. We were
satisfied that parents were given sufficient
information.

Kemm assumes that clinicians routinely
advise all parents of the possible connection
between their smoking and their child’s
asthma. Several studies have shown that
many clinicians do not give such advice rou-
tinely,2 3 and some are uncertain about the
effect of counselling smokers at every
opportunity.4

Finally, he queried the use of research
nurses unknown to the study participants.
The alternative, using practice staff to deliver
the intervention was not a realistic option.
The size and complexity of the study and the
large number of practices involved made it
impracticable for the intervention to be
delivered by practice staff. Furthermore, we
believe that the quality of large trials
depends on rigorous data collection by staff
dedicated to the project. We remain confi-
dent that our study showed that a brief inter-
vention given to parents is of no benefit to
children with asthma.
Linda Irvine research fellow
lirvine@eph.dundee.ac.uk
Iain K Crombie reader
Roland A Clark consultant respiratory physician
Peter W Slane general practitioner
Department of Epidemiology and Public Health,
Ninewells Hospital and Medical School, Dundee
DD1 9SY
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