Letters

If it doesn’t work, stop it

“Ineffective” treatments might be in a
patient’s best interests

Eprror—To have a themed issue (28 Febru-
ary) on negative trial results was innovative
but risks returning to a dichotomous view of
outcomes that should have been abandoned
with hypothesis testing. Even means and
confidence intervals ignore the wide range
of responses likely to be experienced by
individual patients.

Much of this variation probably repre-
sents measurement error or intraindividual
variability, but some will be due to true
heterogeneity in response. Given a sym-
metrical distribution of outcomes, 50% of
patients will benefit from a treatment with a
convincingly null effect (mean zero and
confidence interval excluding clinically
significant harm or benefit). Most individual
beneficial responses to an “ineffective” drug
will be small, but some could be large
enough to be clinically worthwhile even
when the confidence interval for the mean
apparently excludes significant gains. An
equal number of patients will of course suf-
fer detriment. The only difference between
effective and ineffective treatments is that
the proportion of patients gaining clinically
important benefit is greater and the
proportion  suffering significant harm
smaller with effective treatments.

Every treatment is experimental. When
treatments of equal tolerability, safety, and
cost are available only a fool would choose
the “ineffective” treatment because of the
smaller chance of benefit and the greater
chance of harm. However, some patients
might prefer to try an “ineffective” non-
drug treatment to “effective” treatment
based on “chemicals” This would seem
rational if any harm from choosing such
treatment is reversible, and it illustrates how
outcomes usually measured in clinical trials
might not be those of primary interest to
patients. It does, however, lay on the doctor
an even greater responsibility to monitor
treatment and ensure any beneficial
response persists. In this limited context I
disagree with your urging to stop ineffective
treatments.

Peter R Jackson reader in clinical pharmacology and
therapeutics

Royal Hallamshire Hospital, Sheffield S10 2JF
Peter.R Jackson@shef.ac.uk

Competing interests: None declared.
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Medicine is a science of prediction and
intervention

Eprror—Assessing effectiveness and benefit
in epidemiological studies entails several
degrees of imprecision and uncertainty at
the individual level while its estimator is
defined for a population. A single disease
entity may have varied manifestations in dif-
ferent patients and divergent outcomes.'

As Anderson and Groves emphasise,’
Archie Cochrane posed three key questions
to ask about a healthcare intervention: “Can it
work?” “Does it work in practice?” and “Is it
worth it?” We usually use rules to decide

between “yes,” “not sure,” and

Small question with big answers

Eprror—Why do doctors use treatments
that do not work?' A simple question with
many answers.

1. Doctors are paid to do this.

2. Doctors are taught to “practise medi-
cine” not to “help the patient” When these
do not overlap doctors are guided by adher-
ence to professionally accepted theories as
much as by evidence of benefit.

3. Diffusion and uptake of knowledge
have limits. Doctors are overloaded with
irrelevant information but have little access
to information on things that they have been
doing for years but do not work.

4. There is a tension between short term
relief and long term attempts to “help the
patient” Some things provide instant relief
but little long term benefit

“no.” By doing this we assume
Aristotelian logic and the
classic current definition that
“health and disease are oppo-
sites and that they are dual
and contradictory attributes.”!

Why do doctors use
treatments that do not work?’
People usually do not require
precise numerical  infor-
mation, and yet they are
capable of making decisions.
They accept mnoisy and
imprecise input'; so do doc-
tors.

Having a huge number of
input variables (patient background, expecta-
tions, behaviour, and beliefs, disease manifes-
tations, laboratory results, etc), doctors use
“fuzzy logic” algorithms (grade of evidence,
personal knowledge, cost, ritual, mystique,
etc) to decide treatments. Evidence is one of
the most important pieces of the complex
system, but not the only one. Fuzzy logic has
been developed to deal with the concept of
partial truth values between completely true
and completely false. It mimics human
control logic and may be applied to improve
knowledge in epidemiological and medical
problems.'*
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If it doesn’t work, stop it

(or even harm).

5. Effort must be justi-
fied. If people take a lot of
effort to achieve something
they tend to justify their
efforts by attaching value to
what they have achieved.
Doctors spend years learning
to offer some treatments that
don’t work, making it harder
to accept that they may have
no value.

6.The myth of the
pathophysiological model is
strong. Students are taught
medicine as if people first
learnt how the body works, then learnt how
it went wrong, and finally deduced how to
fix it. This makes doctors resistant to
evidence from clinical trials contradicting a
cherished pathophysiological model. In
reality, medical knowledge is often discov-
ered in reverse. We first identify an illness,
accidentally finding that something works
to cure it. We then infer how the treatment
works and elucidate the underlying disease
mechanism.

Tom P Marshall Harkness fellow in health policy
Brigham and Women's Hospital, Boston,

MA 02120, USA
TMarshalll @partners.org

Competing interests: None declared.
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Don’t just stand there, hold my hand

Eprror—“The aphorism ‘Don’t just do
something, stand there!” seems ludicrous.”
Does it?

Reading this reminded me of something

a student wrote in a reflective piece at the
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end of the University of Bristol’s fifth year
preregistration house officer shadowing
course. She was confronted on a ward round
for senior house officers with an extremely
unwell, very breathless man. The house
officer and senior house officer sprang into
action. She looked at him and realised he
was dying, and dying soon.

While everyone else examined him, gave
him oxygen, and arranged investigations she
looked on and wondered if she would be
capable of such actions when she qualified.
She also described feeling powerless, and
that there was nothing she could do. She
wrote: “And then the words of a particular
palliative care consultant came into my
mind: ‘If there is nothing else to do, you can
hold their hand.” So I did. He died shortly
afterwards.”

Sometimes there is nothing to do, or
there is nothing doctors should do, in terms
of management or treatment.

Medicine entails “ritual, custom, and the
expectations of doctors, patients, and
society”! But it also entails compassion and
humanity, the ability to be with someone
and to give of yourself as a human being.
And that is what this student did. Some-
times the aphorism might read: “Don’t just
do something, hold my hand” And that
would not be ludicrous.

Karen Forbes consultant and Macmillan senior
lecturer in palliative medicine

United Bristol Healthcare Trust, Bristol BS2 8ED
k.forbes@bristol.ac.uk
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I don’t know

Epitror—Alderson and Groves suggest that
“what we don’t know we don’t know would
be a good topic for a BMJ theme issue.”' But,
do you know what? It couldn’t be done. For
to write about what we don’t know, we must
surely know we don’t know it first, otherwise
how could it be an issue?

The only way it could work would be that
those who know they don’t know something,
but think the rest of us don’t know we don’t
know it, write about it so that the rest of us
then also know we don’t know it. Then
everything in that issue will no longer be
unknown unknowns, but known unknowns.
Do you know what I mean?

Simon M Loader consultant

RAWM Hospital, PO Box 91, Khulna, Bangladesh
saloader@pmbx.net

Competing interests: None declared.
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Summary of rapid responses

Eprror—Most of the 50 or so correspond-
ents agreed that doctors are guilty of using
treatments that don’t work."” Some thought
that patients respond very differently to the
same treatment, so what works in one might
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not work in another. And sometimes useless,
but harmless, treatment bought much
needed time for patients to heal themselves,
suggested others.

But many simply felt that culture and
training and peer pressure and patient
expectations often got in the way of change,
even when patients stand to benefit.
Financial imperatives, some of which are not
always obvious, also favour using treatments
that don’t work, suggested an ethicist in
Qatar. The lack of published negative trial
results didn’t help much either, volunteered
a professor of psychiatry from India.

Just because everyone is doing it, doesn’t
mean it’s right, it was acknowledged. But
deviating from accepted practice or long
held traditions, for which a great deal of time
and effort had often been invested, took
considerable courage, to say nothing of per-
sistence, suggested some correspondents.
This risked not only the wrath of the profes-
sion but also the threat of litigation, which,
with its propulsion towards defensive medi-
cine and standardisation, left little room for
manoeuvre.

But the risks are worth it, and must be
taken in the light of proof of ineffectiveness,
to avoid potential harm, warned a senior
lecturer from the University of New South
Wales, Australia. His examples included the
failure to research polio in the early decades
of the last century and the over reliance of
prison smoking cessation programmes on
drug treatments in this one.

A French doctor wondered if medicine
is not also about “killing the patient quicker
than nature would do it?” This vein of
cynicism was echoed in a saying attributed
to Moliere: “Medicine is only for those who
are fit enough to survive the treatment as
well as the illness.”

A few writers questioned some of the
criteria for evidence based practice, which,
they felt, ignored whether an effective treat-
ment might also be a harmful one. But one
retired physician pointed out that measur-
ing harm is even more difficult than
measuring benefit. And in any case, should
doctors be the only judges of what is or isn’'t
harmful for patients, she asks?

Patients’ views are all too often ignored,
and their expectations rarely sought, which
makes doing nothing all the harder. Not
least because this tactic relies on advanced
communication skills to present it in a posi-
tive light—skills which many doctors simply
don’t possess, opined an associate director
of postgraduate general practice education.

One correspondent cautioned that
medicine jumped to conclusions on the
basis of statistical associations. These could
be both spurious and misleading, which
researchers from the health think tank the
King’s Fund had proved. They found an
association between a country’s ranking for
health system performance, as judged by the
World Health Organization, and its interna-
tional football ranking.

Several correspondents continued the
theme begun by US defence secretary Don-
ald Rumsfeld’s somewhat infamous mouth-

ful of knowns and unknowns. One sug-
gested that true knowledge was humbling,
rather than a source of pride, and a spur to
extend the frontiers of knowledge. Another
pointed out that 25 years of medicine had
convinced him that there were far more
“unknown unknowns” than ‘“known
knowns.” Very few of the “facts” he had been
taught at medical school had retained their
factual status.

But one correspondent pointed out one
of the essential difficulties of admitting to
unknowns. Doctors “are trained to know. In
medical training and practice, ignorance is
so often equated with failure.”

Caroline White freelance medical journalist
London E17 45Q
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Confidence intervals illuminate
absence of evidence

Epitor—We agree with Alderson that
authors should recognise that non-
significant results are compatible with a
range of possible findings." Papers in the
same issue of the BMJ do not adhere to this
good advice.

Koivunen et al concluded that adenoid-
ectomy is not effective and cannot be
recommended, yet the 95% confidence
interval for further episodes of otitis media
is compatible with an 18% absolute risk
reduction.” The clinically important differ-
ence sought was a 25% reduction.

Kariminia et al said that hands and
knees exercise with pelvic rocking did not
reduce the incidence of persistent occiput
posterior position at birth’; the 95%
confidence interval was from 1.8% reduc-
tion to 2.5% increased risk. This trial sought
a risk reduction of 2.5%.

Marre et al concluded that “low dose
ramipril has no effect on cardiovascular and
renal outcomes”™—the 95% confidence
interval was from 15% reduction to 11%
increased risk. A 20% reduction was consid-
ered clinically important.

None of these non-significant trials
ruled out some treatment benefit. Others
may judge that a smaller benefit would be
clinically useful. Even when a clinically
useful effect has been ruled out, phrases
such as “is not effective,” “did not reduce,”
and “has no effect” are not justified.

Also, confidence intervals reflect only
uncertainty owing to random allocation, not
that owing to failure to follow the protocol,
non-random loss to follow up, and so on.
True uncertainty is greater, therefore, than
indicated by confidence intervals.
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Lastly, we cannot claim priority with the
title “Absence of evidence is not evidence of
absence™ a paper with this title was
published in 1983.°

Doug Altman director

Cancer Research UK Medical Statistics Group,
Centre for Statistics in Medicine, Oxford OX38 7LF
doug.altman@cancer.org.uk

J Martin Bland professor of health statistics
Department of Health Sciences, University of York,
York YO10 5DD
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Coeliac disease and
schizophrenia

Data do not support hypothesis

Eprror—Eaton et al report a strong risk
relation between schizophrenia and coeliac
disease." We do not believe that their data
support this hypothesis.

They define their case sample as 7997
patients with schizophrenia, in whom they
found four cases of coeliac disease. They
then include the data on parents’ coeliac
status (eight cases) in their analysis, and this
is potentially misleading. If the parents’
data are excluded from the analysis the
prevalence of coeliac disease in people with
new onset schizophrenia is only 0.5 per
1000, which is the same as in their control
group.

Eaton et al describe coeliac disease as
rare in Denmark, which was the traditional
view. Their sample population dated from
1981-98, when diagnostic testing for coeliac
disease advanced. Recent data using
endomysial antibody to screen the Danish
population suggests a prevalence of 1 in
400, more akin to neighbouring Scandina-
vian countries.” Underascertainment of the
true prevalence of coeliac disease is there-
fore a real possibility and a potential
confounding factor.

Eugene B Campbell research registrar
Eugene.Campbell@nottingham.ac.uk

Stephen Foley research registrar
Wolfson Digestive Diseases Centre, University
Hospital, Nottingham NG7 2UH
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Authors’ reply

Ep1Tor—As noted in the original paper, we
agree that coeliac disease is almost certainly
underascertained in the study: but we do not
agree it is a confounding factor. The
question is whether the ascertainment in
cases and controls, and in cases and controls
with other autoimmune intestinal diseases, is
differential (biased).

The numbers are small, but the logic of
bias is weak in cases, and even weaker in
parents. The figure of 0.5 in the table, for
prevalence in controls, includes coeliac
disease in controls or their parents (as noted
in the table). The numbers with coeliac
disease in the controls were: 27 controls, 48
mothers of controls and 18 fathers of
controls (93/199 915, or 0.5 per 1000). This
compares to figures given in the paper of 4,
5, and 3 in cases, mothers of cases, and
fathers of cases, respectively (12/7997, or 1.5
per 1000).

We are also not yet convinced. But, we
are led to direct our attention further in this
area in the light of current research, includ-
ing the availability of new screening tests for
coeliac disease, which identify subclinical
cases; prior trials of gluten withdrawal which
usually identify a small proportion who
respond positively'™; and some dramatic
case studies.”
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Department of Mental Health, Bloomberg School
of Public Health, Johns Hopkins University,
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Missing evidence that animal
research benefits humans

Evidence is all around us

Epiror—The general inference drawn by
Pound et al from six systematic studies, that
animal research does not benefit humans is

not justified.' These studies represent a very
small proportion of all animal research. The
correct inference from their examples (in
four out of six, animal studies agreed with
clinical findings) is not that animal research
was “valueless” but that it was not done at the
right time or was disregarded. Selective
referencing (study 5) does not reflect animal
research giving the wrong signals; it
exemplifies the Nelson syndrome—choosing
which signals to see.

The real message of the article is not
about the value of animal research but about
the basis of clinical trials. Before clinical
trials are started, all relevant existing
research should be critically assessed, locally
and externally. In trials of new drugs the
external assessment is carried out by the
licensing authority; where trials are sup-
ported by non-industry funds (Medical
Research Council, etc) this is done by the
peer reviewers. More clinical research is
needed but this deficiency is more an
organisational problem’ and not a measure
of the value of animal research.

Pound et al ask where the evidence is
that animal research benefits humans. That
evidence is like Christopher Wren’s
monuments—it is all around us. Many
humans are benefiting now from, say,
angiotensin converting enzyme inhibitors,
selective B agonists, neuromuscular blockers,
anaesthetics, or statins. All have been
introduced because animal research initially
suggested benefit for a human disorder;
suggestions that were subsequently fully
substantiated in clinical practice.

Y S Bakhle senior research fellow
Biomedical Sciences, Faculty of Medicine,

Imperial College London, London SW7 2AZ
y-bakhle@imperial.ac.uk

Competing interests: YSB held a Home Office
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Moratorium is unjustified

Epitor—Pound et al take an extremely nar-
row approach to the question: “Where is the
evidence that animal research benefits
humans?” and they misinterpret their own
data." Their opening statement, that clini-
cians and the public often consider it
axiomatic that animal research has contrib-
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uted to the treatment of human disease, yet
little evidence is available to support this
view, is seriously misleading. There is a huge
amount of evidence for the value of animal
research.

The authors identified 277 reviews of
animal experiments but described just six
systematic reviews, conducted to discover
whether animal research had informed par-
ticular clinical studies. Far from providing
evidence that animal research doesn’t work,
five reviews showed that full analysis of the
animal results predicted the ineffectiveness
of the treatment being tested. But the clinical
work was started before proper assessment
of the animal studies.

It is imperative that animal research is
properly evaluated before the results are
transferred to medical practice. The relevant
ethics committees and regulatory authori-
ties should have identified that these clinical
trials were based on inadequate analysis of
animal experiments. The animal studies
were not at fault.

Pound et al did not even consider the
importance of animal studies for basic
medical research. They ignored research on
normal life processes and the natural history
of disease, not to mention safety testing. All
these make essential contributions to the
development of new therapies for humans
(and animals). Much of this work is required
by law.

Some of the authors have called publicly
for a “moratorium” on animal research.’
This is totally unjustified by their results.
Colin Blakemore chief executive
Tony Peatfield head of policy

Medical Research Council, London W1B 1AL
Carolan.Davidge@headoffice.mrc.ac.uk
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Well informed uncertainties
about the effects of treatment

“Evidence based” must not equal
‘udgment free”

Epiror—“Evidence based medicine” and
“evidence based policy” have done much to
improve decision making. However, it is
refreshing to see Chalmers reject the abuse
that suggests these can simply be used to
identify a “best practice” that should always
be followed.!

The typical “evidence based” review
identifies a large number of articles and
then discards many as irrelevant and many
more as methodologically unsound. The
review is then based on the remaining
handful and by implication all the other
articles have nothing to contribute. How-
ever, detailed knowledge of the subject is

«
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often needed to judge the worth of a paper,
and even methodologically flawed articles
often contribute some information to the
evidence base.

Typically an evidence base shows that
fewer patients will benefit if given treatment
A than if given treatment B. In the absence
of any other information the best bet must
be to choose treatment B, but nearly always
other information and judgment are
required as to whether the general conclu-
sion that treatment B is better than A applies
to an individual patient.

Wise doctors and policy makers will
always use the evidence base to inform their
decisions. But they also exercise judgment in
considering all the information, formalised
and informal, available to them before
reaching a decision. In an uncertain world
judgment free medicine (or policy making)
is as bad as or worse than evidence free.
John R Kemm public health physician
Birmingham B38 8DF
Kemm.cm-jr@tiscali.co.uk

Competing interests: None declared.
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Paradox exists in dealing with
uncertainty

Ep1TorR—As inevitable and unpleasant as
many uncertainties are, one can argue that
patients (and their doctors) should not even
strive to completely eliminate uncertainties.
Although the role of scientific method is to
reduce uncertainties, a total elimination of
uncertainty would be undesirable, since, it
has been argued, it would lead to determin-
istic life—meaning that all events would be
known in advance, in turn implying no
hope, no ethics, no freedom of choice.'

Hence, there is a paradox in dealing with
uncertainty—we want to reduce uncertainty,
but we do not want to eliminate it totally.'
Only because we do not know what the
future holds can we have our hope and
choices.! In the context of informing
patients about the effects of treatments, this
means that the patients’ basic right is
whether to accept that uncertainty® exists
(which in practice often means disagree-
ment among their doctors), and the pro-
posed method for resolution of the existing
uncertainties (which can include enrolment
into a clinical trial as one of the means to
resolve uncertainties).””

Therefore, uncertainty should not be
looked on as the enemy but rather as a
friend (or as the opportunity). Once
uncertainty is recognised and
acknowledged,”” more effective solutions
for its resolution can be devised. Hence,
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“two cheers for uncertainty.
Benjamin Djulbegovic professor of oncology and
medicine

H Lee Moffitt Cancer Center and Research
Institute, University of South Florida 12902
Magnolia Drive, Tampa, FL. 33612, USA
djulbebm@moffittusf.edu
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New system for ethics approval
is unacceptable

Eprror—Greenhalgh is right to highlight
the idiocies of the new game to obtain
“ethical approval” for a research project.' As
a comparatively new member of a commit-
tee I hate the new system, which seems to
generate far too much paper. The
weight that comes through the post is
overwhelming.

It seems the system is based on covering
the most complex projects for drug trials in
many sites and many countries. Simple
projects have to fit the most complex model.

In attempting to review a project, all I
need is:

e A statement of the problem to be studied
and a description of the methods to be
used—the introduction and methods section
of the final paper

® The information sheet for patients—what
patients can carry away, hopefully written in
plain English

® The patients’ consent form

All the rest is really to do with
administration. Ethics committees do not
need to review the finances of the projects
or the consent and approval of departmen-
tal heads and research committees. They do
not need to check on the data protection
officer, the chief pharmacist, etc. Those are
matters for the research worker, who is, after
all, the one to carry the can.

We are confusing administration with
ethics. It is time for the research workers of
the world to rise: you have nothing to lose.
John Norman emeritus professor of anaesthetics

Southampton SO17 INU
JohnNormanl@aol.com
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