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Evidence of a possible association between the use of
selective serotonin reuptake inhibitors (SSRIs) and
suicide in youth presents a vexing problem for clini-

cians, youth and their families. Are these medications the
most effective treatment for major depression in children,
adolescents and young adults? Do SSRIs carry a greater risk
for suicide than no treatment or alternative treatments such
as other antidepressants or specific psychotherapies?

In this issue, Barbui and colleagues1 report the results of a
meta-analysis of 8 large-scale observational studies that com-
pared the risk of suicide among patients with depression who
received SSRIs and those with no exposure to antidepres-
sants. In contrast to the results reported from a meta-analysis
performed by the US Food and Drug Administration (FDA),
which concluded that there was a neutral effect of SSRIs on
the risk of suicide among adults aged 25–64 years, Barbui
and colleagues report a protective effect of SSRIs in this age
group. Furthermore, although the FDA concluded that there
was increased risk of suicidality associated with the use of 
antidepressants among youth aged 18–24 years and extended
the “black-box” warning for use of antidepressants to this age
group, Barbui and colleagues found a beneficial effect. Of in-
terest, a study by Gibbons and colleagues,2 which was in-
cluded in the analysis by Barbui and colleagues, included a
large sample of patients with major depression from Veter-
ans’ Affairs centres. This study specifically examined the ef-
fect of SSRIs in patients aged 18–25 years. Gibbons and col-
leagues found a protective effect of antidepressants in terms
of lower rates of suicide attempts compared to patients who
received no treatment. They also reported a protective effect
of SSRIs when the risk of suicide was compared in the same
cohort before and during treatment.

Barbui and colleagues found a higher rate of suicide at-
tempts and completions among adolescents and a lower rate
among adults whose depression was treated with SSRIs. These
results are reassuring for adults and their clinicians and fami-
lies, but worrisome for adolescents and their clinicians and
families. However, we must reconcile these findings with
other conflicting data. Sondergard and colleagues3 noted that
none of the 42 youth in Denmark aged 10–17 years who com-
mitted suicide between 1995 and 1999 had taken an SSRI
within 2 weeks before their suicide. If SSRIs increase the risk
of suicide, it is unclear why these drugs are so rarely found on
toxicological examination of youth after suicide. In addition,
in youth, suicide appears to occur most commonly among
those with untreated mood disorders. The epidemiologic 
studies of Gibbons and colleagues4 and Olfson and
colleagues,5 both of which used national US rates of suicide

among youth, reported a correlation between lower prescrip-
tion rates of SSRIs and higher suicide rates among both child-
ren and adults. Moreover, since the decrease in prescription
rates in 2004 and 2005 among adolescents,6 there has been an
increase in the suicide rate in that age group.7 Finally, ob-
served differences between adolescents and adults in the asso-
ciation of the use of SSRIs and suicide may reflect confound-
ing by severity of illness that may result from greater difficulty
in matching treated and untreated adolescents because their
historical record of illness is shorter than for adults. In this re-
spect, studies that compare the rate of suicide attempts before
and after treatment initiation within the same cohort may have
an advantage over studies comparing rates in different cohorts. 

Alarmingly, concerns about the risk of suicide in youth
have led not only to fewer SSRI prescriptions without substi-
tution of alternative medications or psychotherapies, but also
to a decrease in predicted rates of diagnosis of mood disor-
ders.8 Since a decrease in the rate of true depression is im-
probable, clinicians may be avoiding making this diagnosis to
avoid the dilemma of whether to prescribe antidepressants to
children and adolescents. With so many uncertainties, large
randomized trials are now required. These are not impossible
to carry out. Randomized controlled studies of the use of
lithium for treatment of mood disorders and the use of clozap-
ine for treatment of schizophrenia have shown that these
drugs have antisuicidal therapeutic effects relative to com-
parators. Similar studies of SSRIs that include suicidal ado-
lescents with major depression are urgently needed to deter-
mine the safety and efficacy of these medications.

Robert Gibbons PhD, J. John Mann MD

@@ See related research paper by Barbui and colleagues, page 291

Proper studies of selective serotonin reuptake inhibitors
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Key points

• The conclusion by Barbui and colleagues that SSRIs are
protective against suicidality among young adults chal-
lenges the justification of a “black box” warning about
the risk of suicide with the use of SSRIs.

• Their meta-analysis confirms the results of previous FDA
analyses that there is an increased risk of ideation and
nonfatal suicidal behaviour among children and adoles-
cents who use SSRIs.

• Randomized controlled trials that include adolescents with
depression and that use more sensitive measures than pre-
vious studies are needed to prospectively test the effec-
tiveness and safety of SSRIs. 
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