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- Commentary -

Antipsychotics for previously untreated individuals

with schizophrenia
Scott T. STROUP

The recent article in the Archives by Yang and
colleagues'" confirmed much of what we know
about antipsychotic treatment with olanzapine, que-
tiapine, and risperidone for people with recent-onset
schizophrenia. Response rates and the risk of weight
gain are high. In addition, the drugs have similar
efficacy but diverse side effect profiles'™” .

Study Summary

The authors conducted a prospective cohort
study of 398 treatment-naive individuals early in the
course of schizophrenia who began treatment with
olanzapine, quetiapine, or risperidone. Treatment
assignment was based on clinician recommenda-
tion, patient preference, and ability to pay. Follow-
up was for one year, with changes in symptoms and
adverse effects as the main outcome measures. As
acknowledged by the authors, open-label treatment
and non-random treatment assignments are signifi-
cant limitations. On the other hand, important
strengths include real-world treatment conditions, a
large number of patients who were treatment-naive,
and one-year completion rates that are much higher
than have been typically reported in clinical trials'”’
or in evaluations using administrative data'*’.

Symptom reductions measured by the Positive
and Negative Syndrome Scale ( PANSS) scores
were similar in all treatment groups. Treatment dis-
continuation and relapse rates were also similar
among the groups. Sedation and weight gain were
the most common side effects, with olanzapine as-
sociated with the most weight gain and olanzapine
and quetiapine with the most sedation. Risperidone
was most associated with extrapyramidal side
effects (EPS) and this group of patients was most
likely to use trihexylphenidyl. All of these findings
are consistent with previous research from random-
ized trials.

A remarkable and unique finding in this study,
which was conducted at the Shanghai Mental
Health Center, is the high rate of completion of one
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year of treatment on monotherapy with the first an-
tipsychotic started. The 67% completion rate on ini-
tial treatment in Shanghai is more than double the
30% rate in the Comparison of Antipsychotics in

First Episode ( CAFE) study, a one-year randomized
trial of first-episode patients in the U. S.". The
contrast with Finland is even greater, where only
46% of patients discharged from a first psychotic
episode continued with any antipsychotic for more
than 30 days, according to a recently reported retro-
spective cohort study"'. In the European First-Epi-
sode Schizophrenia Trial ( EUFEST), discontinua-
tions over one year for olanzapine were similar to
those in Shanghai, but the rates of stopping quetiap-

ine were higher in Europe'®’.

Implications

Overall, the results comparing the effects of the
antipsychotics used in this study from China are
similar to results of studies in the West. The major
difference is that patients in China stayed on their
first antipsychotic medication at a much higher
rate. The conditions of an observational study, in
which treatments are assigned clinically rather than
randomly, may account for some of the differences
between Western RCTs and the cohort study in
Shanghai. However, the extremely high rate of treat-
ment discontinuation in Finland could not be due to
randomization so there may be other factors in-
volved in the high continuation rate in Shanghai.

What can be learned from the remarkable fol-
low-up rates in China? An investigation to discover
the explanation for the reason for high treatment re-
tention rates in Shanghai could be extremely helpful
to caregivers in other settings. A study using qualita-
tive methods to understand clinical, family, social,
and treatment variables in Shanghai and an appro-
priate comparison site from the West would be one
way to make this determination. If the causes of
success in keeping patients engaged in treatment in
Shanghai can be identified and replicated in other
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settings, then this would represent a major opportu-
nity for better outcomes in the many places where
complete treatment disengagement is common.
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