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Plain English summary

When schizophrenia has not improved with standard antipsychotic medication, a particular
antipsychotic (clozapine) can sometimes work. If the response to treatment with clozapine on its own

is insufficient, a second antipsychotic is sometimes added. However, despite several research studies
addressing such a combination treatment, it is still uncertain whether or not it is worthwhile trying in
clinical practice. Therefore, we carried out a trial comparing the effects of adding either an antipsychotic
(amisulpride) or a dummy tablet (placebo) for 12 weeks in people with schizophrenia who had not been
helped much by their clozapine treatment. We chose amisulpride because the way this medicine works
may be complementary to that of clozapine, and it is less likely than some other antipsychotics to add to
some of the characteristic side effects of clozapine, such as sedation, weight gain and changes in the levels
of blood sugar and fats.

To avoid bias towards either amisulpride or placebo, no one knew which of these two medications any
person was prescribed. Those people prescribed amisulpride proved to be a little more likely than those
given placebo to have a 20% improvement in their symptoms by the end of the 12-week trial, although
we did not manage to enrol enough people in our trial to be confident about this finding. More side
effects, including heart symptoms, were reported by the people given the amisulpride and clozapine
combination, which suggests that this treatment should be carefully monitored for safety and tolerability in
both clinical and research settings.
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