Letters

“Polypill” to fight cardiovascular disease

Patients before populations

Eprror—Wald and Law’s provocative paper
and the accompanying editorial on the
“Polypill” was disappointing in focusing only
on the advantage to the population and
ignoring the individual’s views of the benefit
he or she would wish to see from taking pre-
ventive drugs.' *

The median threshold of absolute risk
reduction below which patients would not
wish to take a preventive drug may be as
high as 30% over five years. This is far higher
than the benefit of the Polypill, which offers
a meagre 7% reduction over 10 years if
started at age 55." We and others found this
benefit would be acceptable to only one in
10 healthy people.” If only one in 10 take the
Polypill the effect on the population will be
negligible.

It all comes down to accurate numerical
presentation and framing of the benefits of
drugs to patients. As the patient’s treatment
broker, doctors are duty bound to inform
their healthy 55 year old patient that if he or
she takes the Polypill for the next 10 years
the chance of benefit will be less than 1%
per year and that of side effects 6%

doctors and patients will be considerably
less enthusiastic than the authors of this
paper and editorial.
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Now who’s playing God?
Eprtor—The implications of Wald and
Law’s paper are truly monumental'
Although they are scientifically brilliant and
Nobelian in their relevance, they are
simultaneously unsettling and alarming.
The impact of such a low cost initiative
on individual and population based health
parameters is potentially

as aspirin related gastro-
intestinal haemorrhage) may
be life threatening.'
Furthermore, if the Poly-
pill is  successful
patient’s chance of dying
from cancer, trauma, and
degenerative brain disease
will increase with the effec-

overall, some of which (such

tiveness of the Polypill, as | A H)i“ to prevent 80%
of heart attacks

even with Polypill treatment,
mortality will remain stub-
bornly 100%.

Some patients will do
anything to prevent a heart

their iy

enormous. But having, at a
stroke (to coin a phrase),
slashed the risk of cardiovas-
cular disease—what then for
humanity? Will everyone be
that much healthier, happier,
and productive in his or her
life?

As general practitioners,
we have many patients nowa-
days whose cardiovascular
problems have been man-
aged by controlling their
blood pressure, reducing
their low density lipoprotein

attack or stroke. Some will

take any treatment if their doctor recom-
mends it. In the modern health service,
whose focus is increasingly on health
promotion rather than treating disease, doc-
tors need to be numerically well informed
and to be able to present data on drug effec-
tiveness which are relevant to their patient as
a person.

Journal editors have a tremendous
responsibility to support doctors in this task
by insisting that authors emphasise figures
denoting the reduction in absolute risk.
Given these figures for the Polypill, most
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cholesterol  concentration,

and taking aspirin. Yet they continue to get
older and develop other problems—often of
a serious, debilitating, and long term nature.
Having “lost” the cardiovascular market

to the low cost generic “Polypill,” pharma-
ceutical companies will surely then concen-
trate their efforts on other avenues. So is it
only a matter of time before Polypill mark
two is suggested? Perhaps containing glu-
cosamine and chondroiton, a COX-2 inhibi-
tor, a proton pump inhibitor, a calcium
homoeostatic agent, a memory enhancing
agent, and others? And, for this part of the

world, something to prevent the total failure
of the skin induced by exposure to
ultraviolet rays? How long will it before the
Polypill becomes a part of veterinary
science?

‘We are all still mortal, and perhaps this is
the most important message for clinicians to
remember. Which is more important:
quality or quantity of life? How do we
achieve a balance? Because it’s not science
that poses the hardest questions: it’s the
ethics and morality of what we are doing.

Doctors used to be accused of playing
God, although for a generation or more
society has done its reasonable best to knock
that out of us. But, perhaps its time has come
again?
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Universal polypharmacy goes against
recent beliefs in prescribing practice

Eprror—Your advocacy of  universal
polypharmacy—as evidenced by the paper
by Wald and Law'—is somewhat against
recent beliefs in prescribing practice. Has
there been sufficient emphasis on the fact
that the proposal is a theoretical construct
(admittedly enticing), based on extrapola-
tion of data from many disparate studies,
rather than on a trial itself? Indeed, why
bother with new trials if one can find such
apparently definitive answers so conven-
iently from existing data?

Apart from immediate practical
considerations—such as a reliable source
and supply system—little thought seems to
have been given, among other matters, to:
® Potential adverse events (particularly in
certain population groups, such as those
with asthma or allergies)
® Duration of benefit and possible implica-
tions on further treatment should it be
required
® The effects on those unable to tolerate
such a Polypill or on the 20% who would not
benefit, and how to identify them
® Adverse lifestyle behavioural changes
that might occur were it to be perceived that
a universal cardiovascular panacea might be
available to pick up the pieces of adverse
lifestyle choices
e Alternative causes of death, which may
substantially reduce any putative gains.
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This is a worthy idea, meriting future
debate and research, but I fear that it will
meet the fate of many such papers in the
public and media viewpoints—namely, that
publication in a reputable scientific or medi-
cal journal is the end point of research and a
finished piece of wisdom, rather than the
start of a process of refutation or affirmation
that might, at some future date, lead to an
acceptable truth (if such there is). I wonder
how many doctors were asked for the magic
heart pill on the day after this paper was
published.

Mark Powlson managing editor

Prescribers’ Journal, Bedford MK41 7DY
powlson7@aol.com

Competing interests: MP has worked for medical
journals that received money for advertisements
for pharmaceutical advertisements.
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Old joke has element of truth

Epiror—There has always been an element
of truth in the old and slightly cynical
description of “Gerifix” and “Gerifix
Forte’—the common collection of drugs
that many elderly patients find themselves
taking in and after hospital. Outside
hospitals, in the effort to achieve reductions
in premature or avoidable cardiovascular
death and disability, many people are
actually taking all or most of the compo-
nents of the “Polypill” and we as doctors
have reasonable grounds to believe in a
mass benefit from doing so.

Incredulous senior house officers may
yet hear of all these things and may also
learn that meta-analysis is commonly more
reliable than inspecting the results of a
single trial, particularly if its power is low.

Wald and Law have produced a good
paper.' There are a lot more bits of wisdom
camouflaged as cynicism in the profession,
and subjecting these “folk stories” to
scientific analysis is at least entertaining.
Adrian K Midgley general practitioner

Exeter EX1 2QS
bmj@92tr.freeserve.co.uk
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Birthday present was much appreciated

Ep1Tor—As a citizen of one of the “develop-
ing countries” quoted by Wald and Law,' I
enjoy the free access to bmj.com, but I was
amazed at the “collector’s issue” of 28 June,
published on my 55th birthday.”

I wonder whether the Editor’s choice
commentary is a product of astonished
admiration, faithful friendship, or a critical
view.” This renewed tailored recipe, like that
of the old eminent doctors, is now the new
paradigm of epidemiological and trial based
science: no more costly evaluations, risk
stratifications, control visits. We don’t even
need doctors or to treat patients: we’ll treat
populations. Lets begin with developing
countries, and after that treat them all. The
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next step will be delivering “Polypills” to
babies in their bottles.

The basis of Wald and Law’s outstanding
paper is an incredible intellectual achieve-
ment because the authors quote themselves
14 times in the references, and no doubt
remains that they are worthy of owning the
patent for the Polypill.

Medicine is and should remain a patient
based practice. Strategies that forget the
essence of the doctor’s job are forgettable,
and good ideas such as combination
treatments deserve encouragement and to
be implemented in clinical practice; Wald
and Law’s proposal smells only to profitable
business.

Anyway, I enjoyed reading the responses
to this article instead of beginning my Poly-
pill treatment on my birthday. I eagerly wait
the next magic bullet of “007BM].” This
might be—and why not?—the final solution
to all human health problems.

Felipe Ramos internist
Hypertension Section, Favaloro Foundation,
Belgrano 1746, C1093AAS, Buenos Aires,

Argentina
framos@intramed.net.ar
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Interpretation of trial data is optimistic

Eprror—Rarely has the demand for empiri-
cal evidence of treatment benefit been as
necessary as in the prevention of cardiovas-
cular disease. Wald and Law doubt this
approach, saying that a “Polypill” containing
six drugs would reduce events of ischaemic
heart disease by 88% and stroke by 80% and
might therefore be given with impunity to
everyone aged 55 and older and to everyone
with existing cardiovascular disease.'

They think that this might have a greater
impact on the prevention of disease in the
Western world than any other single
intervention.

That’s impressive.

But a note of caution.

Treatment effects are determined in
randomised controlled clinical trials, taking
non-compliance and the range of dose
responses into account. You cannot extrapo-
late the result that would be expected with
100% compliance, counting only those with
a maximum reduction in risk factors. Thus
the expected 61% reduction in events of
ischaemic heart disease from cholesterol
lowering by using statins is about twice that
yet seen in any trial.

Equally, blood pressure lowering trials
reduced the risk of ischaemic heart disease
by about 20%, not 46%. Trial evidence for
antithrombotic treatment is weaker and
does not exist for folate. Trial data on the
Polypill are, of course, lacking.

How nice it would be to live in a Polypill
world. One for heart disease, one for mood,
and maybe even one for finding the right
partner. In reality, however, we must deal
with each problem in turn, often accepting a

less than perfect result. There are no quick
fixes, in life or in medicine, and lowering
cardiovascular risk is no exception.

Gerd Assmann professor of laboratory medicine
assmann@uni-muenster.de

Paul Cullen research physician

Helmut Schulte statistician

Institute of Arteriosclerosis Research, University of
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Cost effectiveness of statins for primary
prevention of cardiovascular events is
questionable

Eprtor—The presence of a statin in the
“Polypill” implies a favourable cost effective-
ness of the anticholesterol agent for primary
prevention.' * Medline reports 18 original
studies (from 1995 to June 2003) evaluating
the cost effectiveness of statins for this
indication (8 independent, 10 sponsored”).

In the eight independent reports, the
interstudy variations in the cost per life year
gained are extremely wide ($C7700 to
$US420 000 in men), which shows a
profound uncertainty in the convenience of
this indication of statins.

On the other hand, the 10 sponsored
reports raise the question of whether the
sponsor has any influence on the study. The
results of these 10 papers are always in
favour of the statin produced by the sponsor
(10/10; 100%; P=0.00098 by Signs test).

The figure summarises five studies; the
other five (not presented in the figure because
their results are not costs per life year gained)
indicate an identical pattern, favouring the
sponsor’s statin. This impressive 100% rate
implies that all of these 10 studies are biased
by the presence of the sponsor.

One explanation is that the high level of
uncertainty in the pharmacoeconomic indi-
ces (as shown by the “independent” costs per
life year gained) generates a context where
the sponsored studies can be guided
towards the desired result. Another draw-
back is that the research question of eight
out of 10 studies did not address the point of
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contrasting statins compared with no statins
(the most relevant one from a scientific
viewpoint) but considered only comparisons
of one statin with another (which is a much
less interesting question).’

Regardless of clinical effectiveness, our
data provide a negative picture on the scien-
tific value of the pharmacoeconomic
research on primary prevention with statins.
Rigorous data on cost effectiveness are still
needed before one can propose an indis-
criminate use of statins in people aged 55
years or older." *

Andrea Messori coordinator
andreamessori@interfree.it

Benedetta Santarlasci researcher

Sabrina Trippoli researcher

Monica Vaiani researcher

Laboratorio di Farmacoeconomia, ¢/o
Pharmaceutical Service, Careggi Hospital, Viale
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Summary of rapid responses

Eprror—There were some enthusiastic
champions of the concept, but, overall,
respondents remained to be convinced that
the “Polypill” issue was indeed a collector’s
item and a possible contender for the most
important BMJ paper in 50 years, as the edi-
tor had indicated.” Images of the tooth fairy
and April foolery were invoked, along with
gasps of horror, astonishment, and incredu-
lity that the hypothesis should be taken for
anything approaching rigorous science.

This was proof, if any were needed, that
the BMJ had finally lost the plot, judged
several contributors.

Chief among the concerns was the lack
of trial evidence for the effectiveness of the
Polypill, or any facsimile, for that matter.
Wasn’t the assumption that the six constitu-
ents would work cumulatively and in perfect
synergy a foolish one to make on the basis of
results from disparate trials? What about the
effects of aspirin on people with asthma and
allergies or the potentially serious side
effects of each of the ingredients, some
readers asked?

The merits of alternative combinations
or additional ingredients were debated, and
some inspired tongue in cheek varieties
were suggested.

Some agreed that the hypothesis was at
least worthy of testing, and others approved
of the egalitarian stance of an all inclusive
approach rather than simply targeting those
most at risk. But many questioned the basis
for the “spectacular claims.” The 61% reduc-
tion in ischaemic heart disease using statins
is around twice that of any statin trial to date,
pointed out some respondents.

Others queried the absolute numbers
needed to treat to obtain the population

o

o
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effects proposed by Wald and Law, especially
in view of the well known difficulties of long
term compliance with any drug. But some of
those treating the elderly or diabetic patients
suggested that all too often their patients
were already taking drug cocktails, and that
one combined dose would improve their
quality of life and treatment compliance.

“Blunderbuss medicine,” roared one
reader, while milder responses said that
mass prescribing ignores the differences in
metabolism and blood rheology between
younger and older people to say nothing of
the racial and sex differences in responses to
B blockers and angiotensin converting
enzyme inhibitors.

Several considered the failure to include
projected overall mortality data a major flaw
in the hypothesis. Slashing rates of heart dis-
ease would simply increase the chances of
dying from cancer, trauma, and brain
disease, thought some. Others ventured that
the data from the Framingham heart study
on which the hypothesis is based were
themselves flawed.

A widely held concern was the way in
which a polypill might undermine personal
responsibility for wellness and encourage
unhealthy lifestyles. A sensible diet, exercise,
and not smoking were the way to go; far
from reducing the tendency to “medicalise”
life, this “quick fix” would actually promote
it. Others looked to the longevity of the

Japanese, who manage perfectly well with-

out the aid of a polypill.

Several contributors cautioned against
the seductiveness of an attractive hypothesis,
which might not automatically translate into
benefit, citing hormone replacement therapy
and beta carotene as examples. Others
thought that the hypothesis was too good to
be true and, as in the maxim, that probably
meant it was.

But a few voices speculated that
respondents had missed the point: the
intention was to get people thinking, and as
one contributor ventured: “This is not a
panacea, but with minor changes it might be
the face of secondary prevention to come.”

Caroline White freelance medical journalist
London E17 45Q
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Authors’ reply

Eprror—Your correspondents overlook the
extent of the health gain achievable with the
“Polypill” and of the large amount of
evidence underpinning our estimates of effi-
cacy and adverse effects.'

About one person in three would
benefit, and the Polypill would offer many
people important extra years of active and
useful life, with benefits evident over
decades. The adverse effects, on the other
hand, would mostly be apparent after a few
weeks, in which case a variant of the pill
could be substituted—for example, one with-
out aspirin.

Of course, the Polypill is not an alterna-
tive to adopting a healthy lifestyle such as
not smoking or not becoming overweight: it
is a complementary means of prevention.
We agree that work on the Polypill needs to
continue so that after the necessary clinical
trials it can be made available.

Ramos’s view, that medicine should
remain a patient based practice, is too limited;
it would forgo important preventive meas-
ures such as vaccination. The motivation in
seeking a patent for the Polypill is to help
ensure its development and to fund the
necessary clinical trials, which will be costly.

The expected 61% reduction in ischae-
mic heart disease events from statins is not
twice that yet seen in any trial, as stated by
Assmann et al and highlighted by White as a
“spectacular claim.” Randomised trials have
shown this directly.

In all trials that lowered low density lipo-
protein cholesterol by >1.5 mmol/l (on
average 1.6) (see our table 6°) the average
reduction in ischaemic heart disease events
was 51% after two years of statin treatment.
With a 1.8 mmol/I reduction the benefit will
be greater, and evidence from cohort studies
indicates a 61% reduction. Although indi-
vidual blood pressure lowering drugs reduce
ischaemic heart disease events by about
20%, the reduction will be greater when
three drugs are used together in low dosage.
Trials show an additive effect on blood pres-
sure lowering (see our figure 3°), and the
cohort studies show a greater reduction in
disease events with greater reduction in
blood pressure. Combining these two sets of
data quantitatively yields the estimated 46%
reduction in risk of ischaemic heart disease
events.

The published estimates of cost per year
of life saved by using statins summarised by
Messori et al are too high for four reasons.
The cost of simvastatin can be expected to
fall since it has recently come off patent pro-
tection. The effect of statins in preventing
heart disease has, in the past, been under-
estimated in trials and cohort studies as we
described." We propose that the Polypill be
used without medical examination or blood
tests, so these costs are largely avoided. It is
more appropriate to consider years of life
gained free from a heart attack or stroke,
rather than simply years of life gained. If the
daily cost of the Polypill were about £1 the
estimates summarised by Messori et al
would be about eight times too high.

On 3 September there were 88 rapid
responses to our papers on bmj.com. We
classified 24 as positive, 41 as negative, and
23 as raising related side issues. The
responses ranged from rating the work as
Nobelian to regarding it as a joke. We were
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struck by the strength of negative feeling by
doctors on the use of a daily pill to prevent
major disease. The public seems to think
otherwise. The CNN website asked, “Would
you take the Polypill?” and 95% replied yes.
As DePoy says in his tongue in cheek
summary of the responses, some regard the
Polypill as immoral, and some thought,
illogically, that it might benefit the popula-
tion as a whole but individual patients would
be worse off on average.” White’s summary
concentrates on the hyperbole. She does not
comment on the lack of scientific input to
the debate but selects invalid assertions such
as “lack of trial evidence,” the work being
based on “flawed Framingham study data,”
and she makes the incorrect assumption of
“perfect synergy.”

Your correspondents have not given
reason or evidence against the concept of
the Polypill. Many have not recognised the
massive data available on the efficacy and
adverse effects of the Polypill components
or the evidence showing their independent
effects which together form the basis of our
estimates. The fact that the expected health
benefit is large is a reason for supporting it,
not a reason for disbelieving it.

Nicholas Wald professor
nj.wald@qmul.ac.uk

Malcolm Law professor

Joan Morris senior lecturer

Alicja Rudnicka lecturer

Rachel Jordan research assistant

Department of Environmental and Preventive
Medicine, Wolfson Institute of Preventive Medicine,
Barts and the London, Queen Mary’s School of
Medicine and Dentistry, University of London,
London ECIM 6BQ

Competing interests: NW and ML have filed a
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Do school exams predict
doctors’ success?

Career achievements are not only measure

Epitor—McManus et al studied A levels
and intelligence as predictors of medical
careers in UK doctors." It is important to
know that A levels as a test of academic
achievement can predict a successful career
in medicine. The authors measured career
success as more rapid career progression,
greater research output, and opting for
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hospital based practice. As they acknowl-
edge in their paper, they cannot comment
on the interaction between doctor and
patient. Neither could they comment on
any important aspect of the hands-on
practice of clinical medicine of those

shortlisted today. We do not know of any
school that takes BBB these days. The differ-
ence among the new entrants to any medical
school in the United Kingdom is hardly two
(AAA or AAB) points these days, and there-
fore grades can not be taken as predictors of

doctors in their study.

In important aspects
therefore, this study looks at
career success rather than
success as a clinician. No
information was presented
to indicate that the doctor
who becomes a consultant
more quickly will be a better
clinician than a more
slowly advancing colleague,
although this might well be
the case. Although research
in medicine is crucial, I
doubt that the number of
papers published is always

career. The number of par-
ticipants in this article is not
representative of the total
number of new entrants over
seven years in the United
Kingdom as a whole and that
takes away the relevance of
this project in this particular
context.

The grades obtained at A
level are based mainly on
theoretical grounds, whereas
career progression in medi-
cine entails theoretical, clini-
cal, and communication
skills. Achievement at A level

an indicator that the research is actually of
any great value.

This study emphasises the importance
of selecting medical students to include
those in the ranks of the academically most
able. However, the medical profession
cannot afford to look solely to career success
as a measure of the doctor without consider-
ing what the public looks for in that doctor. I
doubt that my patients care much about my
career progress or my research.

In their discussion McManus et al note
that A levels should not be the only basis for
selection. This must be right. We cannot
afford to use career achievements as the sole
measure of our success as a profession.

Nick Myerson consultant obstetrician and
gynaecologist

Royal Glamorgan Hospital, Llantrisant CF72 8XR
Nick-A.Myerson@Pr-Tr.Wales. NHS.uk

Competing interests: AABC at A level; 7 years
from qualification to membership; 11 years to
consultant post.
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Is it not a retrospective study?

Eprror—The title of the paper by McManus
et al is rather misleading in saying thatitis a
20 year prospective study.' By definition this
would mean that the study was planned 20
years ago and the recruitment of subjects
was over the same time. But the subjects
were selected retrospectively over seven
years only, and at the start no such study was
planned.

A prospective study is planned at the start
and then continuously followed up over the
said period or concluded at the end of the
predicted period. None of these criteria are
filled here, and hence this study can hardly be
classified as prospective. Furthermore, a study
from entrants to one medical school cannot
justify it as predictors of medical careers in
UK doctors. Any such study should ideally be
a multicentre study.

The grades at which many doctors
entered during 1975 to 1982 may never be

does not equate with achievement in profes-
sional career owing to differing criteria. How
many medical schools require new entrants
to take an intelligence test?

Rohit Chaturvedi medical student

Nottingham Medical School, Queen’s Medical

Centre, Nottingham NG7 2UH
mzyvrc@nottingham.ac.uk

Shailesh Chaturvedi consultant surgeon
Aberdeen Medical School, Aberdeen Royal
Infirmary, Aberdeen AB25 2ZN
shailesh.chaturvedi@arh.grampian.scotnhs.uk

Competing interests: None declared.
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Author’s reply

Epitor—A levels should not be the sole
basis for the selection of students. Our study
assessed only some of the skills possessed by
good doctors, and A levels predicted only
some of them.

A casual reader might see the partial vali-
dation of A levels as the main finding of our
study. Equally important though, with gov-
ernment and pressure groups arguing that A
levels might be better replaced by “aptitude
tests,” is the negative finding of the minimal
predictive value of intelligence. That matters
when, to answer a question of Chaturvedi and
Chaturvedi, medical schools in the United
Kingdom and elsewhere are using tests such
as GAMSAT and BMAI, which partly
measure intellectual ability.

Chaturvedi and Chaturvedi say our use
of prospective is rather misleading. If they
have been misled it probably results from
their own idiosyncratic definition of pro-
spective. Dictionaries define prospective
study as synonymous with cohort study, fol-
low up study, and longitudinal study.' * Bland
describes how in a prospective design, “We
take a group of people, the cohort ... We
then follow them over time.”” That is what we
also did.

Chaturvedi and Chaturvedi also say that
at the start no prospective study was planned.
The reality is that Chaturvedi and Chaturvedi
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were not present in 1975, and their retrospec-
tive analysis of the late Peter Fleming’s inten-
tions is wrong; from my discussions with him
from 1988 onwards, a long term follow up
had always been intended.

IC McManus professor of psychology and medical
education

Department of Psychology, University College
London, London WCIE 6BT
imcmanus@ucl.ac.uk
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Research was evidence based

Ep1tor—We appreciate Fitzmaurice’s agree-
ment with us that expert based information
sources cannot be trusted." We take strong
issue with his notion that our research design
lacks rigour and is susceptible to bias.

A careful scanning of the complete
version would reveal that, although we
labelled the design as a convenience sample,
we actually studied the complete population
of review articles meeting our criteria. We
called it a convenience sample because of
the difficulties identifying review articles in
the grey (unindexed) literature. As outlined
in the methods section, our search was not
completed by us but by a medical librarian
(see acknowledgement).

Once the articles were identified, each
article was reviewed for content separately
and independently by two researchers who
were blinded to the author, institution, and
journal source. As a result of pre-testing and
using strict criteria, our agreement was very
high. We believe this methodology represents
the state of the art for this type of research.

We too wish it were true, but current
research does not support Fitzmaurice’s con-
tention that most doctors evaluate research
data themselves rather than relying on expert
assessment. From a recent paper (just one on
a long list): “The decision to initiate a new
drug is heavily influenced by ‘who says what,
in particular the pharmaceutical industry,
hospital consultants, and patients” Unfortu-
nately, review articles written by experts are
one of the more common sources clinicians
use to find out who says what.

Allen F Shaughnessy director of medical education
Pinnacle Health System, 205 South Front Street,
Harrisburg, PA 17104, USA
ashaughnessy@PINNACLEHEALTH.org

David C Slawson professor of family medicine
University of Virginia Health System, Box 800729,
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Dyspepsia results may not
apply in primary care

Eprtor—Manes et al reported their trial of
Helicobacter pylori test and treat v initial pro-
ton pump inhibitors. Their results in
secondary care are encouraging in that
eradication treatment for H pylori reduced
the relapse of symptoms by 33% compared
with a short course of treatment to suppress
acid. However, we doubt whether their find-
ings have any relevance to the use of “test
and treat” in primary care.

Manes et al used an aggressive investi-
gative strategy of testing, treating, and
endoscopy v proton pump inhibitor and
endoscopy in patients with dyspepsia who
attended a single hospital clinic. All patients
in the trial had intensive monthly then
two monthly follow up and underwent
endoscopy if symptoms recurred after their
initial treatment. This would not be usual
practice in primary care, where trials have
shown that only 25% of young dyspeptic
patients undergo endoscopy within a year
after consultation.”

In addition, the prevalence of H pylori
was extremely high (61%), whereas the
prevalence in most north European coun-
tries and North America may be only
20-30% in similar young patients.

Whether an initial strategy of H pylori
test and treatment or acid suppression
should be used is really an issue of cost
effectiveness.” The CADET-Hp study showed
a 14% absolute reduction in dyspeptic
symptoms when eradication treatment was
compared with proton pump inhibitors and
placebo." However, it enrolled only patients
who were positive for H pylori and cannot
therefore compare costs at strategy level,
where the costs of testing and managing the
H pylori negative patients must be included."
Brendan C Delaney reader in primary care
Department of Primary Care and General Practice,
University of Birmingham, Birmingham B15 2TT
B.C.Delaney@bham.ac.uk

Paul Moayyedi professor of gastroenterology health
services research
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Richard F A Logan professor of public health and
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Smoke free hospitals

Withdrawal from cigarettes should not be
confused with withdrawal from nicotine

Epitor—As we showed in our editorial,
there are many sound clinical reasons for
stopping smoking, not least that it improves
the chances of recovery (which is surely the
aim of being in hospital). However, some
responses to our editorial seem to confuse
withdrawal from cigarettes with withdrawal
from nicotine.'

For those unable to do without nicotine,
replacement therapy will satisfy their craving
while they are in hospital (as your corre-
spondents note) while reducing the risk of
fire or pollution of the environment. Most
importantly, it will allow it to be administered
in a controlled manner that takes account of
its physiological effects on those whose body
systems may already be compromised. In
response to Head, it is unethical to enable
patients who are seriously ill to self adminis-
ter a potent drug, with no idea of how much
they are taking or how it might interact with
the other drugs they are receiving'

The correspondents from the Royal Vic-
toria Hospital also raise ethical issues.” Con-
trary to their assertion, smoking bans are
achievable. The fact that many of their
patients  experience social disadvantage
should be a reason to increase efforts to
reduce smoking, not to despair that it is too
difficult.

Martin McKee professor of European public health
Anna Gilmore research fellow
European Centre on Health of Societies in

Transition, London School of Hygiene and
Tropical Medicine, London WCIE 7HT

Tom Novotny director, international programmes
UCSF School of Medicine, 74 New Montgomery
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Rising to the challenge

Epitor—W McKee et al defend the provi-
sion of rooms for smokers in response to the
editorial by M McKee et al.'* They draw
attention to the fact that for smoking cessa-
tion to be effective with inpatients, a follow
up of more than four weeks is needed. They
argue that this cannot be provided in acute
hospitals.

The Royal London Hospital’s inpatient
service provides an intensive behavioural
intervention combined with nicotine replace-
ment and outpatient follow up for at least
four weeks. This is achieving four week
validated continuous abstinence rates of 54%.
A growing number of acute hospitals within
the United Kingdom are providing a similar
cost effective treatment.” The £390 000 spent
on the smoking rooms could have funded
such a service for a very long time.

Smoking rooms in hospitals also repre-
sent smoking cues and their existence may
encourage smoking. Anecdotally, a number

811



Letters

of patients we treated reported that the
presence of smokers’ rooms sabotaged their
attempts to stop smoking.

Several years ago separate funding was
allocated to NHS smoking cessation serv-
ices. Inpatients are one of their priority
targets." Hospitals should be able to offer
intensive smoking cessation treatment and
follow-up via dedicated staft funded by the
smoking cessation service, and the presence
of such provision should make a transfer to
smoke free policies much easier.

Hayden McRobbie research fellow
hj.mcrobbie@qmul.ac.uk

Barts and the London School of Medicine, London
E1 2AD
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Peter Hajek professor of clinical psychology

Tobacco Dependence Research and Treatment
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Diabetes may be independent
risk factor for hyperkalaemia

Epitor—Wrenger et al reported severe
hyperkalaemia in patients taking spirono-
lactone in combination with angiotensin
converting enzyme inhibitors or
angiotensin-II antagonists.' The strikingly
high prevalence of diabetes in these patients
(80%) is likely to be important.

In a study of the prevalence of hyper-
kalaemia in an unselected diabetic outpatient
population we found that hyperkalaemia was
comparatively common in patients with both
type 1 and type 2 diabetes.” Among 1764
consecutive patients attending a hospital dia-
betic clinic over one year, serum potassium
concentration was >5.0 mmol/l in 270
patients (15%) and >5.4 mmol/1 in 67 (4%).
Six patients had a serum potassium concen-
tration >6.0 mmol/l. In contrast, only four
patients had a serum potassium concentra-
tion of <3.4 mmol/L

A comparatively small proportion of
patients were receiving drugs that could
increase potassium (20% of patients with
hyperkalaemia) because angiotensin-II
antagonists were not available and the use of
ACE inhibitors in patients with diabetes was
less well established.

These data indicate that diabetes is an
independent risk factor for hyperkalaemia.
Dangerous hyperkalaemia after taking ACE
inhibitor drugs and potassium sparing
diuretics is well described in diabetic
patients,” * and the British National Formulary
advises caution prescribing amiloride for
diabetic patients.

The report by Wrenger et al reinforces
the concern that patients with diabetes seem
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to be particularly sensitive to the hyperkalae-
mic effect of drugs that block potassium
excretion, particularly when used in combina-
tion. Doctors treating patients with diabetes
should be aware of the dangers of precipitat-
ing life-threatening hyperkalaemia when pre-
scribing for them, the combination of
spironolactone with ACE inhibitors or
angiotensin-II antagonists for heart failure
being used with extreme caution.

Paul R Jarman consultant neurologist

National Hospital for Neurology and

Neurosurgery, London WCIN 3BG
paul jarman@uclh.org
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endocrinology
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Be careful when extrapolating
trial data to real life

Epitor—Lenzer describes how stroke cen-
tres in the United states are under fire for
their planned use of alteplase.! Most people
who have a stroke are not young but old.
What both groups have in common is the
difficulty in understanding even basic risk
and benefit information.”

In older patients there ought to be a
concern about the use of thrombolysis in the
presence of microhaemorrhages, a finding
that is present in around 6% of healthy older
people but in considerably more of those
with clinical cerebrovascular disease.”*
These microbleeds are of relevance as they
can mark people out as being at increased
risk when undergoing thrombolysis.”

The people who are advocating this leg-
islation should be able to explain to the pub-
lic what would happen to 100 people at the
end of 30 days or a year who present with
cach category of stroke (posterior circula-
tion infarct, partial anterior circulation
infarct, lacunar infarct, total anterior circula-
tion infarct) and each modified Rankin
score 1-5. Risk and benefit information for
thrombolysis that is easy to understand is
required to enable patients to give consent
and make informed treatment choices
rather than the introduction of legislation to
allow doctors to do what they believe is in a
person’s best interest.

Thrombolysis may be the best option in
some cases, but care is needed in extrapolat-
ing data obtained in trial conditions to real
life, to all strokes, and to people of all ages.
Nigel Dudley consultant in elderly medicine

St James’s University Hospital, Leeds LS9 7TF
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Confidentiality of patients’
information must be
guaranteed

Eprtor—During a recent research project
we needed to contact a large number of
patients, many of whom had not been seen
since their last review appointment about 10
years previously. Consequently, the personal
contact details on the hospital database were
out of date.

We contacted the surgery of each
patient’s registered general medical prac-
titioner requesting current telephone num-
bers and addresses. In each case the caller
gave name and title—for example, Dr Smith,
senior house officer in general surgery—and
explained that the patient’s hospital details
were out of date and the current contact
details were required to contact him or her
for review. We noted the response of each
practice to these requests.

We contacted 46 surgeries. Only one
practice asked the caller to fax the request on
headed hospital notepaper. Three practices
asked for a contact number at the hospital to
enable them to call back with the details. Six
practices requested the last known address of
the patient in question, and a further 11 asked
for the date of birth. An alarming 25 surgeries
gave the current contact details of the named
patient without asking for any further
information or verifying the caller’s identity.

We became increasingly worried during
this research that patients’ information was so
readily available. We commend the practices
that seem to have implemented guidelines on
the way to deal with requests for information
and suggest that the gold standard should be
that requests for patients’ details be faxed on
headed notepaper. We realise that there are
financial and time implications for both the
requester and provider of data, but this is no
reason to abandon good practice.

Joanna Russell senior house officer, oral and
maxillofacial surgery

Queen’s Hospital, Burton on Trent DE13 ORB
jo;mnarussell@tiscali.co.uk
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