
those who withdrew, redo the intention-to-treat analysis and cal-
culate dichotomous weight change outcomes. This, however,
would still not resolve the basic problem with regard to quality
in individual studies. Well-designed, large-scale pragmatic trials
with longer periods of follow-up are needed before undertaking
further review in this area, an implication which has been ac-
knowledged by the authors.
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Authors’ reply: We would like to thank George et al for their
comments. However, we believe that some clarification is needed
regarding the outcomes and procedures of our meta-analysis.

First, we agree that percentage of weight gain is a more
appropriate measure to assess weight gain compared with body
weight change. In fact, somewhere else we have pointed to ‘the
importance of reporting percentage of weight gain, as absolute
body weight changes may be deceptive, concealing the real extent
of this side effect on those who experience weight gain’.1 To put it
more simply, research shows that up to 80% of individuals being
treated with antipsychotics suffer significant gain in body weight.
As a result, patients taking antipsychotics are more likely to gain
20 kg than they are to lose 20 kg. Indeed, weight-management
interventions do not usually produce weight loss but they
attenuate antipsychotic-induced weight gain.2 For these reasons,
data on weight change is unlikely to overestimate the effectiveness
of weight management interventions as George et al contend. To
illustrate this further, in a previous randomised controlled trial
(RCT) of weight-management interventions we assessed the
proportion of patients that gained more than 7% of their baseline
body weight. Patients in the control group gained 6.9 kg compared
with 3.9 kg in the intervention group. These absolute gains were
translated into 78.8% in the control group increasing their base-
line weight by more than 7% v. 39.9% in the intervention group.3

George et al also commented on the quality of the included
trials as a potential threat to the reliability of the results. First, it
should be pointed out that only RCTs were included – in three
of them we were able to pool relevant data with the help of the
authors. Second, we performed several sensitivity analyses to
determine the robustness of our findings to the exclusion of
low-quality trials and exclusion of small trials.4 The exclusion of
these studies affected the overall effect size and confidence
intervals only marginally. Importantly, there was notable
consistency across all study estimates, which was reflected in the
robustness of the findings across analytic methods. Thus, our
findings are unlikely to be biased by these issues.

After examining all the available evidence, it is now possible to
conclude that large-scale pragmatic trials with longer follow-up
are needed to make further progress in this area as George et al
state.
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Aetiological significance of middle-ear disease
in schizophrenia

We read the study by Mason et al1 with great interest. The authors
conclude that there is an association between middle-ear disease
and schizophrenia which may have aetiological significance. How-
ever, the authors have based their conclusions on a case–control
study, which is susceptible to biases and effects of confounding
factors; we would like to raise concerns about these conclusions.

First, we would like to highlight the strong possibility of
selection bias as this study design is particularly prone to it. In this
case, at the sample selection stage, no precautions were taken to
ensure that the person selecting the patients was masked to the
study hypothesis. This could lead to bias towards selecting patients
with middle-ear disease and schizophrenia.

Case–control studies are more susceptible to bias and
confounding factors than are cohort studies. In order to
establish the association, it is recommended that we should have
an odds ratio 44,2 because the higher the odds ratio, the stronger
the association. However, Mason et al have concluded about the
association when the odds ratio is 54, which could be as a result
of bias alone. This raises strong doubts about the validity of the
authors’ conclusions.

We would request that the authors clarify these issues.
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Author’s reply: Jainer & Shivanandaswamy’s comments about
the problems of bias in case–control studies are well made.
However, our study1 was designed to avoid such problems by
recruiting all patients with a likely diagnosis of schizophrenia in
contact with general practitioners in a defined catchment area.
There was no possibility of influencing the selection of individuals
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