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previous findings of a relationship between age and hippocam-
pal or amygdalar volume in healthy women in the 20–50-year
age group (1, 2), the age group represented by the subjects in
our study. A significant negative correlation of age with both
left and right hippocampal volumes has been found only in
men (a reduction in hippocampal volume of about 1%–1.5%
per year). No significant effect of age has been found for
amygdalar volume in either men or women. Even when some
of these women have entered menopause, no difference in hip-
pocampal volume in pre- versus postmenopausal women has
been found (2). The study they cite by Raz and colleagues
found differences only for individuals over age 50. There is
some evidence in elderly individuals (aged >70) for modest re-
ductions in hippocampal volume with late stages of aging (3,
4). Even if our comparison group had been older, the difference
in volumes would still have been present. Accordingly, we ar-
gue that the significance levels for the between-group compar-
isons of both hippocampal and amygdalar volumes are valid
without correction for this factor.
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Antidepressant-Induced or Clinician-Induced 
Suicidality in Depression?

TO THE EDITOR: The article by David N. Juurlink, M.D., Ph.D.,
and colleagues (1) reports that selective serotonin reuptake
inhibitors (SSRI) have a 4.8-fold risk of inducing suicide dur-
ing the first month of therapy relative to non-SSRI antidepres-
sants. In the abstract of the article, it also states that “the ab-
solute risk of suicide with all antidepressants [is] low” (1, p.
813). The statistical data regarding this “low risk” should have
been provided, since without in-depth study of the article,
readers may be misled and thus undertreat their patients with
depression. In addition, undertreatment may be supported
by the Food and Drug Administration (FDA) warning about a
possible relationship between antidepressants and suicidal-
ity (not suicide). The statistical data reported in the article are
1/3,353 (29/100.000) in SSRI-treated patients versus 1/16,037
(6.2/100.000) in non-SSRI antidepressant-treated patients.
The authors state that “many suicides during the first month
of treatment likely result from depression,” so that the “actual
risk of suicide due to antidepressant therapy is probably far
lower” (1, p. 817). Reporting specific data here would have
been much more useful to clinicians than reporting that SS-
RIs are more risky than non-SSRI antidepressants. Despite
the worrying abstract, the statistical data presented suggest

that very few patients may become suicidal using antidepres-
sants. Then, there are “speculations” about the “mechanisms”
underlying the association between SSRI antidepressants and
suicide (p. 818). Among them, there is “treatment-emergent
agitation or dysphoria” (p. 818). A recent series of studies has
shed some light on the possible mechanisms related to sui-
cidality and antidepressants. Among possible precursors to
suicidality, the FDA lists features typical of mixed depression
(depressive mixed states), such as irritability, psychomotor
agitation, and bipolarity. In mixed depression, defined as a
major depressive episode plus three or more intradepression,
noneuphoric, DSM-IV hypomanic symptoms, irritability and
psychomotor agitation are among the most common hy-
pomanic symptoms, along with racing/crowded thoughts (2).
The bipolar nature of mixed depression has been validated
(2). In a large, psychoactive drug-free bipolar II and major de-
pressive disorder sample, it was shown that psychomotor ag-
itation and racing/crowded thoughts are independent pre-
dictors of suicidal ideation (3, 4). Furthermore, it has been
shown that most suicide attempters have a mixed depression
before acting (5). These findings suggest that there are fea-
tures of depression that should always be assessed and may
make some individuals at risk for antidepressant-induced
suicidality, and this is related to the worsening of these in-
tradepression hypomanic symptoms. Therefore, it is not anti-
depressants that induce suicidality, but the poor use of them.
Mood stabilizing agents have been recommended prior to us-
ing antidepressants for treating patients with mixed depres-
sion (3, 4). In addition, systematic probing for intradepression
hypomanic symptoms is suggested by the FDA and by find-
ings of these previous studies.
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Dr. Juurlink Replies

TO THE EDITOR: Dr. Benazzi suggests presenting the absolute
risks of suicide during the first month of treatment with SSRI and
non-SSRI antidepressants in the abstract of our manuscript.
These numbers, however, are only estimates, and their proper
interpretation requires the context we provide in the accompa-
nying discussion. This is beyond the scope of an abstract.

Dr. Benazzi offers his speculation about a variety of causal
pathways linking SSRIs and suicide. We agree that SSRIs are
often used inappropriately, but his hypothesis that prescrib-
ing practices are the sole explanation for SSRI-related suicid-
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ality defies existing literature as well as basic principles of
drug safety. Our findings are consistent with the hypothesis
that SSRIs can induce suicidality in a small minority of pa-
tients during the initial weeks of therapy.

DAVID N. JUURLINK, M.D., PH.D.
Toronto, Ont., Canada

Comparing Antipsychotic Efficacy

TO THE EDITOR: Stephen Heres, M.D., and colleagues (1) suc-
cinctly summarized difficulties in integrating inconsistent
findings from head-to-head industry-sponsored trials about
comparative effectiveness of second-generation antipsychot-
ics. They enumerate several study design and reporting ele-
ments that potentially bias studies and contribute to findings
favorable for a sponsor’s drug. One additional factor is the fre-
quent discrepancy between the study outcome as reported in
the study’s abstract and the actual findings of the study (2).
For example, in a study sponsored by the manufacturer of
olanzapine that compared olanzapine to risperidone (3), the
two medications were not different on 21 out of 25 efficacy
measures, yet the abstract emphasized the greater efficacy of
olanzapine. In contrast, in a study sponsored by the manufac-
turer of risperidone that compared the same set of agents (4),
risperidone and olanzapine were found to be not different on
33 out of 37 efficacy measures, including the a priori primary
endpoints of the study, yet the abstract emphasized the
greater efficacy of risperidone!

The hope that nonindustry-sponsored studies will resolve
these discrepancies remains to be realized. In reporting results
from phase 1 of their landmark Clinical Antipsychotic Trials of
Intervention Effectiveness (CATIE) study comparing first-gen-
eration and second-generation antipsychotics (5), Lieberman
and colleagues concluded that “olanzapine was more effective
than the other four drugs studied.” The comparison between
different second-generation antipsychotics was, however,
biased by suboptimal dosing of quetiapine, ziprasidone, and
risperidone (6, 7) and differences in switching rates (51% of
olanzapine patients did not have to discontinue a previous an-
tipsychotic in comparison to 45% of risperidone patients, 35%
of quetiapine patients, and 30% of ziprasidone patients; the
correlation between these switch rates and 8-week all-cause
discontinuation was >0.95). Switching antipsychotics among
relatively stable, moderately ill patients with schizophrenia al-
ways entails high risk (8). Neither of these issues was consid-
ered in the abstract, analysis, or conclusions.

All studies have design constraints which impact their inter-
nal validity and generalizability. To obtain an accurate answer
to a clinical question, we consequently need to critically ex-
amine and properly integrate all data pertinent to that ques-
tion. The important findings of CATIE are most usefully con-
sidered in the context of the vast database to which it adds.
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Dissociative Disorder Underdiagnosed Due to 
Undescriptive Criteria?

TO THE EDITOR: In his editorial, David Spiegel, M.D. states
that the DSM-IV workgroup on dissociative disorders im-
proved the name and diagnostic criteria of dissociative iden-
tity disorder (formerly multiple personality disorder), but that
the disorder continues to be “underdiagnosed” (1, p. 567).
Why is that?

Dr. Spiegel begins the answer when he notes that this is a
“disease of hiddenness” in which patients “hide rather than
reveal their symptoms.” Let me complete the answer by not-
ing that the diagnostic criteria don’t even mention this cam-
ouflaged presentation. In addition, if the diagnostic criteria
don’t describe or even mention the typical presentation, how
can clinicians be expected to recognize the disorder and
make the diagnosis?

Like the diagnostic criteria, the new name for the disorder
is not very descriptive. “Dissociative identity disorder” omits
a key feature: multiplicity. Persons with this disorder have
more than one “I.” They have multiple subjective identities.

I have previously proposed a more descriptive name (dis-
sociative disorder, multiple identity type) (2) and a set of more
diagnosis-oriented criteria (3, 4), but I don’t insist on the par-
ticulars or consider them the last word. All I respectfully insist
on is that the name and diagnostic criteria for this disorder be
made more descriptive of the typical presentation and more
relevant to the actual process of making this diagnosis. Other-
wise, it will continue to be underdiagnosed.
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