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(p<0.10–34). A recent meta-analysis conducted by Geddes et al.
(3) indicated a 70% reduction in relapse with antidepressant
continuation compared with placebo substitution.

The public gets a biased view from consideration of only the
acute data indicating adverse health consequences. Addition-
ally neglected in media coverage are depression data indicat-
ing that antidepressants 1) increase neuroprotective factors
(such as brain-derived neurotrophic factor) and neurogenesis,
2) protect against hippocampal volume loss, and 3) prevent
stress from decreasing brain-derived neurotrophic factor in
the hippocampus (4). Episodes of depression are overwhelm-
ingly bad for peoples’ lives, cognition, brain function and
structure, medical health, and longevity. The more depres-
sions one has, the worse most of these adversities get.

Each depressive episode is associated with decreases in
brain-derived neurotrophic factor (in proportion to its sever-
ity) and increases in oxidative stress, glucocorticoids, and in-
flammatory cytokines (4). After every new depressive episode,
there is an additional 10% risk of chronicity (failure to re-
cover) (5). All of the many treatment guidelines of which I am
aware recommend long-term prophylaxis after two or three
prior episodes of depression.

Why are these facts rarely in the news? The media are so
anxious to conjure up conspiracies by the pharmaceutical in-
dustry that they fail in what used to be their primary mission:
to inform the public. Further, rarely mentioned in articles
about publication bias are its historical roots, i.e., the Food
and Drug Administration requiring only two positive trials
and ignoring the number of failed trials and the reluctance of
journals to publish articles with negative results.

As clinicians and academicians, we need to better educate
our patients and the public. Depression is markedly under-
treated in both the short- and long-term, and it is a figurative
and literal killer. Moreover, everyone should consider long-
term antidepressant prophylaxis after several serious epi-
sodes, as suggested by the guidelines. The risks are small and
the potential benefits are enormous.

References

1. Mathew SJ, Charney DS: Publication bias and the efficacy of an-
tidepressants. Am J Psychiatry 2009; 166:140–145

2. Davis JM, Wang Z, Janicak PG: A quantitative analysis of clinical
drug trials for the treatment of affective disorders. Psychophar-
macol Bull 1993; 29:175–181

3. Geddes JR, Carney SM, Davies C, Furukawa TA, Kupfer DJ, Frank
E, Goodwin GM: Relapse prevention with antidepressant drug
treatment in depressive disorders: a systematic review. Lancet
2003; 361:653–661

4. Post RM: Role of BDNF in bipolar and unipolar disorder: clini-
cal and theoretical implications. J Psychiatr Res 2007; 41:979–
990

5. Keller MB, Lavori PW, Mueller TI, Endicott J, Coryell W,
Hirschfeld RM, Shea T: Time to recovery, chronicity, and levels
of psychopathology in major depression: a 5-year prospective
follow-up of 431 subjects. Arch Gen Psychiatry 1992; 49:809–
816

ROBERT M. POST, M.D.
Bethesda, Md.

Dr. Post has served as a consultant to or on the speaker’s bureau
of Abbott, AstraZeneca, Bristol-Myers Squibb, GlaxoSmith-
Kline, Janssen, and Pfizer.

This letter (doi: 10.1176/appi.ajp.2009.09020209) was accepted
for publication in April 2009.

Placebo Effect in Depression

TO THE EDITOR: Drs. Mathew and Charney (1) provided a very
informative commentary on publication bias and antidepres-
sant efficacy. They made clear that the modest advantage of
drug over placebo in reported clinical trials is reduced when
unreported clinical trials are included in data analysis. The ro-
bust placebo response, particularly in less severely depressed
subjects, deserves emphasis when considering clinical impli-
cations. A negative view is that the moderate effect size sug-
gests that the advantages of drug treatment may not be worth
the costs in many instances and antidepressant drugs should
be more restricted to severe cases. An alternative view is that
the placebo effect has substantial clinical benefit. Aspects of
the placebo response may be associated with psychosocial
therapeutics, but for many patients (e.g., primary care) pre-
scription of antidepressant medication is the only effective
means of providing the placebo effect (with whatever addi-
tional active drug effect may be present). The critical compar-
ison for efficacy requires placebo, but the critical comparison
for clinical effectiveness is a no-treatment control.
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Potential Limitations in Generalizing Findings 
From the TORDIA Study

TO THE EDITOR: In the April 2009 issue of the Journal, David
A. Brent, M.D., et al. (1) examined predictors of suicidal ad-
verse events in the treatment of selective serotonin reuptake
inhibitor (SSRI) resistant depression in adolescents. The au-
thors found that adjunctive use of benzodiazepines in a small
patient group (N=10 [3% of the total sample]) was associated
with a higher rate of both suicidal and non-suicidal self-in-
jury. They concluded that the disinhibitory effects of benzodi-
azepines may lead to increased risk-taking behavior. This
finding was reiterated in an accompanying editorial (2).

We suggest that this finding in such a small subgroup more
likely represents a selection bias. Patients with comorbid anx-
iety disorders who have a higher risk of suicidal behaviors (3)
are more likely to require adjunctive pharmacological treat-
ment. Benzodiazepines may also have been prescribed for
high levels of distress or agitation in this subgroup, which
would also lead to an increase in self-harming behaviors.
Given the small sample size and lack of information about co-
morbid diagnoses, the authors’ conclusion cannot be gener-
alized to the population as a whole.
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TORDIA: Unique Opportunity to Explore Half-
Life Theory

TO THE EDITOR: Dr. Brent et al. (1) provided excellent detail
about self-harm events during the Treatment of SSRI-Resis-
tant Depression in Adolescents (TORDIA) trial. The authors
observed that venlafaxine is associated with greater risk of
self-harm in adolescents with higher than median suicidal
ideation when compared with SSRI treatment. These results
are consistent with theory and analysis put forth by myself (2)
and others (3) indicating that risks of suicidal ideation/be-
havior in adolescent antidepressant trials correlate signifi-
cantly with antidepressant half-life. I would like to request
that the authors take advantage of TORDIA’s unique data
(randomizing to four antidepressants of substantially differ-
ent half-life) by presenting rates, by individual antidepres-
sant, of self-harm and suicidal adverse events in the total
sample and among those participants with higher baseline
suicidal ideation.

The antidepressant half-life theory predicts that a general
pattern would be observed, i.e., venlafaxine would likely have
the numerically highest event rates, paroxetine the next high-
est, etc. To maximize sample size, I would suggest combining
participants receiving a specific antidepressant alone with
participants receiving that antidepressant plus cognitive be-
havior therapy. However, caveats definitely exist. First, with
only four medications, any relationship will almost certainly
not reach statistical significance, even if suicidality risks rank
in perfect register with the medication half-lives (unfortu-
nately reported most consistently for adults, not adolescents).
Second, while the Food and Drug Administration (FDA)
meta-analysis found that fluoxetine had one of the lowest
rates of suicidal ideation/behavior, its rates were similar to
those for citalopram (4). For both these reasons, it would be
interesting to also compare the rate of self-harm and suicidal
adverse events of the combined participants receiving ven-
lafaxine and paroxetine with the combined participants re-
ceiving citalopram and fluoxetine. Last, TORDIA might show

a different pattern of risk by half-life because, in the FDA
meta-analysis (4, p. 122–123), the rate of suicidal events with
fluoxetine and citalopram peaked earlier in treatment than
with paroxetine, and the TORDIA trial has the highest rates of
self-harm early in treatment.

Despite these potential limitations, it is important to our
patients that psychiatry continues to investigate whether a
small but genuine increased risk of suicidal behavior exists
early in antidepressant treatment and, if so, the ultimate bio-
logical mechanisms by which such risk occurs (and might be
prevented). Exploring the antidepressant half-life theory in
the TORDIA sample would be one important contribution.
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Dr. Brent, Ms. Porta, and Dr. Emslie Reply

TO THE EDITOR: We thank Drs. Moore and Cooney for sound-
ing a note of caution about generalizing from our finding that
the use of benzodiazepines was associated with an increased
risk of suicidal events and self-injury (1). Their concerns—
that the number of participants who received benzodiaz-
epines was small (N=10) and those who received benzodiaz-
epine may have been treated for symptoms that also in-
creased the risk for suicidal events—are valid. We did adjust
for baseline differences between those who received benzodi-
azepines and those who did not, and our findings persisted.
Nevertheless, we recognize the importance of being circum-
spect about drawing strong inferences from these findings.
Perhaps it is useful to restate the concerns that we articulated
in the Discussion: “The relationship between the use of ben-
zodiazepines and the occurrence of self-harm events must be
interpreted cautiously because of the small number involved,
the heavy representation of just one site, and non-random as-
signment” (1, p. 424). As per our conclusion, we simply sug-
gested “the need to re-evaluate the risk and benefits of…anti-


