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Reply

We agree with Kikuchi that the diversity of diagnoses may
have obscured clozapine’s risk–benefit balance in our paper.1

Hence, our findings may have reflected the lower range of the
overall benefit of clozapine. Table 1 shows the expected count of
re-hospitalisation events stratified by index diagnosis in adult
patients. These were calculated using flexible survival models imple-
mented in the stpm3 Stata package.2

The figures in Table 1 show that clozapine had fewer relapse
events compared with other drugs in patients with schizophrenia
and schizoaffective disorders. In patients with bipolar disorder, the
relapse events were the same, but clozapine had higher adverse
event counts. The reverse was true in those with schizoaffective dis-
orders: lower relapse event counts for clozapine but the same
adverse event counts as other drugs. The child and youth cohort
could not be stratified by diagnosis because of low numbers.

We agree with Kikuchi that the adverse events analysis was
tilted in favour of other antipsychotics. Suicide attempts and
deaths were not available in the data, so clozapine’s benefit is prob-
ably underestimated,3 while adverse events more specific to other
drugs are probably underestimated.

The decision to exclude unmedicated periods was deliberate,
since our objective was a head-to-head comparison of medications.
In a previous paper4 we found that over a 5-year period, people with
schizophrenia, on average, spent 11 months without medication
and only 17 days on clozapine. Within-person analysis was consid-
ered, but this technique discards the records of people who did not
switch from other drugs to clozapine or vice versa. In our data, these
patients made up the majority.

In summary, our register-based study shows that clozapine is an
effective medication, with benefits and risks that require balancing.
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Data availability

The data supporting Table 1 are available from the Canadian Institute of Health Information.
Restrictions apply to the availability of these data, which were used under licence for this
study. Data are available from the authors with the permission of the Canadian Institute of
Health Information, which can be obtained by writing to help@cihi.ca.
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Table 1 Re-hospitalisation counts by drug group and diagnosis per 1000 person-months

Index diagnosis

Relapse events, mean (95% CI) Adverse events, mean (95% CI)

Other drugs Clozapine Other drugs Clozapine

Bipolar disorder, n = 20 786 42.96 (40.41–45.68) 45.91 (37.59–56.14) 1.46 (1.22–1.76) 2.41 (1.32–4.53)
Schizophrenia, n = 17 422 43.14 (40.15–46.38) 34.87 (31.37–38.80) 1.12 (0.91–1.39) 1.49 (1.09–2.05)
Schizoaffective disorder, n = 6050 52.05 (47.14–57.52) 41.03 (35.35–47.67) 1.23 (0.91–1.67) 1.53 (0.93–2.55)
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