
havementioned these in their discussion of limitations of the
study.

One of the ways to estimate the effects of confounders is to
calculate the variance in a multivariate regression analysis.
The predictive value of even a highly significant covariate is
judged to be low if the variance is small. In a Cox regression
analysis, measurement of variance is difficult. In their arti-
cle, Schemper and Henderson (5) proposed a model of es-
timating the predictive accuracy of covariates (risk factors)
in aCox proportional hazardsmodel. There are othermodels
as well (6). Had the authors of the present article used any
of these models, the predictive accuracy of the risk factor
(antipsychotic discontinuation) could have been measured.
Influence of confounders could have been indirectly inferred
from the predictive accuracy. In our opinion, in this kind of
cohort study with a large number of unmeasured and
unknown confounding effects, quoting only the hazard
ratio (with confidence intervals) and the significance level is
not enough.
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Risk of Treatment Failure: Response to Ghosh
and Noble

TO THE EDITOR: We thank Drs. Ghosh and Noble for
their comments on our study. They state that treatment
resistance or more severe illness, indicated by the fre-
quency of clozapine use, could potentially confound the
results of our study, as well as proportions of schizo-
affective disorder and substance abuse. In the Discussion
section of our article, we already considered these issues,
as follows:

We used the use of clozapine as a proxy for treatment re-
sistance and the use of long-acting antipsychotic injection as
a proxy for poor treatment adherence. These indicators
suggested that the late discontinuers had a higher rate
of treatment resistance compared with early discontinuers,
while no signal was observed for poorer treatment adherence
among late compared with early discontinuers. Therefore,
the results suggest that the higher risk of relapse among
late compared with early discontinuers may be attributable
to more severe illness.

We also stated:

Since clozapine’s adverse effects, including metabolic syn-
drome, develop over a long period and the accurate cumu-
lative exposure time for specific antipsychotics was not
available in this analysis, the outcomes of treatment failure
were not adjusted by using this rather crude proxy (at least
one filled prescription of clozapine) as a covariate. However,
we want to emphasize that the aim of this study was not to
investigate clinical characteristics associated with treatment
failure but simply to reveal how the risk of rehospitalization
or death evolves after discontinuation of antipsychotic treat-
ment in an entire nationwide cohort of first-episode patients.
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