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We thank Dr. Kawada (1) for his
interest in our article (2) and
welcome the opportunity to re-

spond. Dr. Kawada raised the issues that
different definitions of metabolic syn-
drome (MetS) and depression have been
used in different studies and that the par-
ticipants’ characteristics varied across
studies. We acknowledge that those fac-
tors could contribute to the heterogeneity
of the pooled estimates. Thus, we care-
fully assessed the heterogeneity using
the I2 statistics, and to be more conserva-
tive, we pooled the odds ratios using
the random-effects models that allowed
for between-study heterogeneity. As re-
ported in the article (2), the I2 was mod-
erate (55.1%) in the meta-analysis of
cross-sectional studies and moderate

(56.8%) in the meta-analysis of cohort
studies of MetS predicting depression
risk, but it was low (0%) in the meta-
analysis of cohort studies of depression
predicting MetS risk. To explore the het-
erogeneity by various factors, we con-
ducted the stratified analysis by study
characteristics and the results have been
reported in Supplementary Tables 1, 4,
and 5 of our original article. The results
have been generally robust and consistent
across different strata of most factors that
we examined.

Dr. Kawada also commented on the
potential publication bias in our meta-
analysis. However, we would like to em-
phasize that we did not conclude “no
publication bias” in our article, and we
only stated that “no publication bias was
detected” and “[we] found no indication
of publication bias in all the analyses” (2).
As in any meta-analysis, we have relied on
certain statistical approaches to detect the
publication bias, and we cannot fully ex-
clude the possibility of publication bias.
However, we tried our best to contact the
authors to clarify inquiries of their articles
and provide unpublished data, if necessary,
to minimize the potential publication bias.

As a statistical method, a meta-analysis
has its own advantages and also limitations.
The general aim of a meta-analysis is to
provide a more robust estimate of the true
effect size by pooling estimates from mul-
tiple studies. A meta-analysis is also useful
to identify the patterns among study results
and sources of disagreement across studies.
However, the results from a meta-analysis
should be interpreted carefully in the
context of its limitations.Ourmeta-analysis
is the first of its kind to examine the bi-
directionality of the depression-MetS

relationship, and the results can have
significant implications for both clinical
care and public health.
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