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from this survey were published in December 2000. A
Question of Choice is available from NSF and can be
accessed via our website at nsf.org.uk/information/
research. Nearly two thirds (62%) of respondents had
not been offered a choice of medicine and nearly half
(46%) had not received written information about side-
effects. The most frequently experienced side-effects
were loss of energy (63%) and weight gain (62%). Both
of these were tolerated by less than 40% of people.

A consistent finding from the survey was that in the
anti-psychotic group atypicals were significantly asso-
ciated with positive outcomes when compared to typical
drugs.

What becomes clear from talking and listening to
the views of people with mental illness and their carers is
that they want informed choice. They do not want one
medicine alone, or one group, they want the widest
access possible to find the best fit. It is hoped that the

NICE guidelines will support this pragmatic view and
enable all those involved in mental health care to work
together to increase people’s quality of life.
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Evidence biased psychiatry?’

For a variety of reasons evidence-based medicine is
currently in vogue. The evidence most commonly
appealed to comes from randomised controlled trials
(RCTs), even though the creator of the RCT, Austin
Bradford Hill, argued in the 1960s that while it was good
to see some swing toward using RCTs, if we ever ended
up thinking that RCTs were the only method to evaluate a
treatment the pendulum would not only have swung too
far, it would have come off its hook (Hill, 1966).

In common with any other scientific experiment,
RCTs are designed to test a null hypothesis. That
debriefing after trauma, for example, is no better than
non-intervention. These evaluative methods work best
when they stop therapeutic bandwagons in their tracks.
In the case of the first clinical trials with psychotropic
agents, the results were such that sceptics could not
readily maintain the position that there was no treatment
effect with these drugs, however uncertain they might
have remained about the merits of treatment in the
longer run.

The majority of recent psychotropic drug trials are
business rather than scientific exercises, constructed for
the purposes of achieving regulatory approval and there-
after market penetration. In the case of regulatory appli-
cations for the newer antipsychotics, adopting the null
hypothesis for the data leaves fair-minded observers
unable to maintain the position that these drugs are
without effect. Some recent studies have included
comparator arms, using haloperidol in particular. But
none of these studies have led to a regulatory labelling of
the newer agents as superior to or preferable to halo-
peridol. In the absence of regulatory indications that the
null hypothesis has not been shown to hold when new
and older agents are compared, it is difficult to see how
the makers of guidelines can make many statements

comparing agents. It also becomes possible to see why
those who might frame guidelines leave themselves open
to a legal challenge from pharmaceutical companies, as
has happened in other areas of medicine.

There are many statisticians who doubt the power
of even well-designed RCTs to generalise to the real
world (Gigerenzer, 1993). Company sponsored RCTs
invariably recruit samples of convenience, which by defi-
nition do not readily sustain an extrapolation to normal
clinical practice. In addition, senior investigators on the
trials for some of the newer antipsychotics have been
jailed, for reasons that leave considerable uncertainty as
to how many of the patients in these trials actually
existed and how well they were assessed (Stecklow &
Johannes, 1997). Nevertheless, the weight of trial data
makes it all but impossible to maintain the position that
these new agents are without effect. There can,
however, be considerable uncertainty as to how these
effects translate into clinical practice. Epidemiologists
with doubts about the generalisability of RCT data would
prefer harder end-points, such as return to work or
suicide figures from large simple trials. Using RCTs, the
extrapolation from treatment effects to treatment effi-
cacy would be more convincing if effects were demon-
strated across a range of measurement domains from
physician-based disease specific scales, through patient-
based disease specific and physician-based global func-
tioning scales to patient-based global functioning or
quality of life scales. This has not been demonstrated for
either new or older agents. Even if it had been demon-
strated and the results for shorter-term efficacy were
convincing, there could be doubts about the longer-term
effectiveness of treatment, owing to the unexplored
impact of withdrawal syndromes (Tranter & Healy, 1998).
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While few clinicians would doubt that there is some
treatment efficacy and effectiveness for both older and
newer agents, given that there is a vanishingly small
amount of RCT data to establish these points, it must be
clear that any attempt to move beyond this state of
affairs to proper comparator studies between
compounds raises the level of complexity of the evalua-
tive exercise exponentially. It should also be clear that
assessments of what treatments have been doing for the
past 50 years have depended on clinical judgements,
informed by visible factors such as return to work and
feedback from patients, rather than judgements
informed by clinical trial data. The megadose regimens of
antipsychotics used during the 1980s illustrate the scope
of factors other than clear benefits to patients to influ-
ence perceptions of outcomes. In addition to biases from
theoretical preconceptions, a growing company outlay,
currently estimated at approximately £8000 per doctor
per annum in Western medical settings (Kirkpatrick,
2000), is unlikely to be without effect on how clinical
outcomes are perceived and trial data interpreted.

We please ourselves with notions that a greater use
of RCTs has ushered us into an era of evidence-based
medicine. In fact, there is every reason to believe that far
from stopping therapeutic bandwagons in their tracks,
RCTs and the guidelines that stem from them have latterly
become the fuel for new bandwagons. What should clin-
icians and budget holders do in the circumstances? There
is little they can do. It might be possible to get a
consensus for guidelines stating that high dose anti-
psychotics are not desirable. But does high dose include
the 30 mg and more of olanzapine per day widely used at
present or the combination of olanzapine with other
antipsychotics in both oral and depot form? And what
about the use of these agents for mania and for person-
ality disorders? The government at present chides
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psychiatrists for shirking their duties in minimising risks to
the public from patients with psychoses and personality
disorders. Over and above the effects of any of the
newer agents on schizophrenia processes, there lies the
fact that these agents control behaviours. How will
health care purchasers, providers and the government
react, if, following the next attack and death in the
community, the media latches on to the fact that the
perpetrator was maintained on haloperidol 2.5 mg per
day?

The current situation indeed, for two reasons,
perhaps offers purchasers and patients the best they can
hope for. First, companies are openly advocating lower
doses of antipsychotics and monotherapy. Second, our
ignorance of how these new agents actually mediate
their effects means that, temporarily at least, clinical
observations of patient benefits are probably more
influential than theoretical preconceptions in tailoring
appropriate treatments.
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“Nobody ever expects the Spanish Inquisition”

(Python, 1991)f

Guidelines are systematically developed statements
designed to help practitioners and patients make deci-
sions about appropriate health care for specific circum-
stances (Jackson & Feder, 1998). ‘Help’ is an important
word. Guidelines/guides, in most instances, may suggest
a road to take in order to travel from A to B, and make
explicit why those suggestions have been made. Provi-
sion of this information respects the traveller’s ability to
assimilate the information, and make decisions on applic-
ability. The traveller is then not constrained by information
but helped by it. At the end of the day, for clear reasons,
a different road may be chosen.

Should guidelines be used unthinkingly to dictate
practice, then the worst fears of both those with anti-
pathy to evidence-based medicine (EBM), and those who

support EBM are realised. Practitioners hostile to their
perceived impressions of evidence-based practice will see
inappropriately constructed or implemented guidelines as
constraining of clinical freedom, often drawn up by those
losing touch with real world" medicine and cries of
‘dictation by numbers’ will be heard throughout the land
(Grahame-Smith, 1995). On the other hand, the accusa-
tion of dictation by numbers’ — justified if guidelines are
used as stipulations for practice — will also disturb those
who wished EBM to be the “conscientious, explicit and
judicious use of current best evidence in making decisions
about the care of individual patients” (Sackett et al,
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