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Fleischhacker and Goodwin con-
tribute to the ongoing debate around
the relative value of so-called “efficacy”
and “effectiveness” trials. Comparisons
between trials need to take into account
the fact that different trials are designed
to answer different clinical questions
and that methodological choices inevi-
tably involve compromises (1,2). Vari-
ous approaches to describing the dif-
ferent priorities, and designs, of clinical
trials have been suggested: e.g., explana-
tory vs. pragmatic (3), practical vs. large
simple vs. efficacy (2) and large simple
vs. small complex (4).

Explanatory (“efficacy”) trial designs
tend to have a greater degree of control
over internal validity and a higher signal-
to-noise ratio, but will typically tend to
sacrifice external validity (i.e., applicabil-
ity to real world patients) (3,5). The aim
of explanatory trials is to determine if
the experimental intervention can work
in controlled, optimized, circumstances
(6). By contrast, the objective of more
pragmatic (“effectiveness”) trials is to
determine if the intervention does work
in the real world of clinical practice,
which is, almost by definition, a more
noisy and less controlled environment.
While pragmatic trials include less se-
lected and more representative patients
and clinical sites and use less standard-
ized, more routine, measure of clinical
outcomes, the design compromises in-
herent in effectiveness trials will tend to
increase variability (and hence statistical
noise) and, frequently, bias.

Fleischhacker and Goodwin are
right, therefore, to highlight the problem
that arises when there appears to be a
discrepancy between the results of ex-
planatory and more pragmatic trials. Are
the explanatory or the pragmatic trial(s)
intrinsically more reliable and likely to
produce a closer estimate of the “true”
effect of the investigational agent? This
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question is chimerical. In fact, the vast
majority of trials lie on a continuum be-
tween idealised explanatory and prag-
matic designs. Every trial needs to be
critically appraised on its own merits for
likely sources of bias and noise.

Fleischhacker and Goodwin con-
sider that randomisation with adequate
concealment of allocation is the sine
qua non of a fair comparison of two (or
more) treatments. However, empirical
studies suggest that other design char-
acteristics, such as blinding, can also
have substantial effects on the chances
of a trial producing an unbiased result
(7). Indeed, for trials with subjectively
assessed outcomes, absence of blinding
seems to be as important a cause of bias
as inadequate allocation concealment
(8). Lack of blinding can lead to both
performance bias (knowledge of allo-
cation leads to systematically different
behaviour of physician and patient) and
ascertainment bias (knowledge of al-
location leads to systematically different
assessment of outcomes between treat-
ment and control groups). One might
predict that blinding will be particularly
important when both the possibility and
the likelihood of these biases is high.
This will be the case when behaviour
and outcomes are easily modifiable and
when true equipoise is absent and the
investigator and/or participants have
clear preferences between the compared
treatments.

A good example of the need to take
the designs of individual trials into ac-
count is provided by the trials compar-
ing first generation (FGAs) with second
generation antipsychotics (SGAs). By
way of context, there was considerable
hope that SGAs would provide a sub-
stantial step forward in the treatment of
schizophrenia. This led to an early ten-
dency to overlook the methodological
limitations of the industry conducted tri-
als (which were towards the explanatory
end of the design spectrum) (9), to over-
rate the advantages of the SGAs (10) and
for a rapid clinical shift to using SGAs in

preference to FGAs (11). Systematic re-
views and meta-analyses of the industry-
sponsored trials essentially found similar
results (12-14), although the authors of
one of the reviews drew notably more fa-
vourable conclusions concerning SGAs
than the others (14,15).

A number of non-industry randomi-
sed controlled trials comparing FGAs
and SGAs have now been reported (16-
19). This number of independent trials
is unusual in psychiatry: it is both a criti-
cally important development and a re-
flection of the rare degree of continuing
uncertainty and importance of this issue.
Taken as a group, these independent tri-
als seem to indicate that, although there
may be minor differences in efficacy
between drugs, such benefits cannot be
shown to be cost-effective and appear to
be counterbalanced by an increased rate
of certain adverse effects. However, this
broad conclusion should not obscure
the fact that these trials have very differ-
ent designs and that they were aimed at
different, although complementary ques-
tions. Space prevents a full critical ap-
praisal of each of these trials and so I will
discuss only some selected issues.

The CATIE trial, termed a “practical”
trial by its designers, had some prag-
matic characteristics (representative pa-
tients, variable dosing, reasonably long
follow-up) but maintained blinding and
high quality assessment of outcome (2).
The results of CATIE were unsurprising
although very valuable in that they con-
firmed a picture that was emerging from
disparate strands of evidence, including
both the meta-analyses and emerging
observational data on safety (20).

CUtLASS was further along the prag-
matic continuum, being unblinded and
allowing choice of both SGA and FGA
(18). Out of context, it inevitably re-
mains unclear to what extent the lack of
observed differences in CUtLASS mean
that there were truly no differences or
that the trial was too “noisy” to detect
them. However, the CUtLASS cost-ef-
fectiveness findings are highly consistent
with the other independent trials.

EUFEST was an ambitious trial of
first episode patients, but its open design
made it highly susceptible to performance
bias (and consequently ascertainment
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bias), which led to its authors being un-
able to draw any clear conclusions (19),
although Fleischhacker and Goodwin
seem now more prepared to do so.

Space precludes a discussion of the
other effectiveness trials in other dis-
orders discussed by Fleischhacker and
Goodwin, but similar issues apply. It is
clearly the case that neither “efficacy”
or “effectiveness” trials are more likely
to estimate the “truth”. All trials are sus-
ceptible to limitations and trial design is
the art of compromise. All trials should
therefore be critically appraised. Despite
the various methodological shortcom-
ings in the new generation of indepen-
dent trials, their resurgence — and the
willingness of government and charities
to fund them - is long overdue. Many
important clinical questions remain
unanswered by trials designed solely to
meet the narrow needs of industry and
their regulatory authorities (1,21). Those
designing trials with a more pragmatic
focus need to make sure that important
sources of bias are identified for each in-
dividual trial. It is crucial that the trial
design is robust enough to make the
results both credible and useful - other-
wise the hard-earned results will be vul-
nerable to the criticisms of those who do
not like them!
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