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he presence of suicidal ideation or behavior is
among the diagnostic criteria for major depressive
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Objective: The Treatment for Adolescents with
Depression Study (TADS) database was analyzed to
determine whether suicidal events (attempts and ide-
ation) occurred early in treatment, could be predicted by
severity of depression or other clinical characteristics,
and were preceded by clinical deterioration or symp-
toms of increased irritability, akathisia, sleep disruption,
or mania.

Method: TADS was a 36-week randomized, con-
trolled clinical trial of pharmacologic and psycho-
therapeutic treatments involving 439 youths with major
depressive disorder (DSM-IV criteria). Suicidal events
were defined according to the Columbia Classification
Algorithm of Suicidal Assessment. Patients were
randomly assigned into the study between spring
2000 and summer 2003.

Results: Forty-four patients (10.0%) had at least 1
suicidal event (no suicide occurred). Events occurred
0.4 to 31.1 weeks (mean ± SD = 11.9 ± 8.2) after start-
ing TADS treatment, with no difference in event timing
for patients receiving medication versus those not re-
ceiving medication. Severity of self-rated pretreatment
suicidal ideation (Suicidal Ideation Questionnaire
adapted for adolescents score ≥ 31) and depressive
symptoms (Reynolds Adolescent Depression Scale
score ≥ 91) predicted occurrence of suicidal events
during treatment (P < .05). Patients with suicidal events
were on average still moderately ill prior to the event
(mean ± SD Clinical Global Impressions-Severity of
Illness scale score = 4.0 ± 1.3) and only minimally
improved (mean ± SD Clinical Global Impressions-
Improvement scale score = 3.2 ± 1.1). Events were not
preceded by increased irritability, akathisia, sleep distur-
bance, or manic signs. Specific interpersonal stressors
were identified in 73% of cases (N = 44). Of the events,
55% (N = 24) resulted in overnight hospitalization.

Conclusions: Most suicidal events occurred in the
context of persistent depression and insufficient im-
provement without evidence of medication-induced be-
havioral activation as a precursor. Severity of self-rated
suicidal ideation and depressive symptoms predicted
emergence of suicidality during treatment. Risk for
suicidal events did not decrease after the first month
of treatment, suggesting the need for careful clinical
monitoring for several months after starting treatment.
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disorder, but it is neither necessary nor sufficient for
the diagnosis.1 Nonetheless, suicidal behavior is strongly
linked to depression in both adults and adolescents.2 Be-
sides depression, history of previous suicide attempts,
presence of psychosis, alcohol or substance abuse, sleep
disturbance, and comorbidity of depression with anxiety
or disruptive behavior are psychiatric risk factors for sui-
cidal behavior.2–4 In addition, demographic characteris-
tics, such as gender and race/ethnicity, and contextual
factors, such as family conflict, dysfunctional attitudes,
and other environmental stressors, contribute to the risk.2

Perhaps not surprisingly given the multifactorial origin
of these phenomena, the relationship between suicidal be-
havior and depression remains poorly understood. No
clinically useful predictors of developing suicidality dur-
ing treatment are known for depressed adolescents who
have no specific history of suicidal behavior. Moreover,
while suicidal tendencies can stem from feelings of hope-
lessness, worthlessness, or guilt, which are core symp-
toms of depression, it has been clinically observed that
suicidality can also emerge when depression seems to lift
and patients improve.5 The finding of an association be-
tween antidepressant treatment and an increased rate of
suicidal ideation and behavior in pediatric controlled
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clinical trials of antidepressants has added a further layer
of complexity to the relationship among depression, its
treatment, and suicidality.6,7

The mechanism through which antidepressant medica-
tion might increase suicidal ideation and behavior is un-
known. It has been proposed that antidepressants may
induce behavioral activation, including anxiety, irritabil-
ity, agitation, and insomnia, which would facilitate sui-
cidal ideation and behavior.8 If this were the case, one
would expect that the incidence of suicidal events would
be highest at the beginning of antidepressant treatment.
Analyses of community clinical practice databases have
indeed indicated that the rate of suicidal behavior is high-
est in the first month of treatment and especially during
the first 9 days.9 In other analyses of health claim data, the
rate was actually the highest in the month prior to starting
antidepressant medication with a gradual decline during
treatment.10,11

This pattern likely reflects the fact that, in usual prac-
tice, antidepressants are often started at a time of increas-
ing depression and acute distress. If treatment is started
during a crisis, it is not surprising that the suicide risk is
highest before treatment and tends to decrease in time as
the crisis resolves. In any case, current practice guidelines
recommend that clinicians and family members closely
monitor adolescents during the first few weeks of antide-
pressant treatment.12

The Treatment for Adolescents with Depression Study
(TADS) was a 36-week controlled clinical trial that in-
cluded outpatients with moderate to severe major depres-
sive disorder, but excluded youths considered at espe-
cially high risk for suicide due to recent history of suicidal
behavior or prominent suicidal ideation, or with comorbid
substance abuse or severe conduct disorder. The main out-
comes of TADS have been reported,13,14 including suicidal
events by treatment and a detailed analysis of the first 12
weeks of safety data.15 During the 36-week TADS treat-
ment, 9.8% of the patients randomly assigned to active
treatment presented with a suicidal event. The rate was
higher (P < .05) in the fluoxetine (14.7%) than in the psy-
chotherapy group (6.3%), which was not different from
the combined treatment group (8.4%), while the com-
bined treatment and fluoxetine groups did not signifi-
cantly differ from each other.14

For this report, we analyzed the TADS database to ad-
dress the following 5 questions. First, was the rate of sui-
cidal events highest in the first few weeks of treatment?
Based on previous population epidemiologic data, it was
expected that peak incidence would occur within the first
3 to 4 weeks of treatment. Second, could pretreatment
clinical characteristics predict emergence of a suicidal
event during treatment? Specifically, it was hypothesized
that severity of depression, comorbid anxiety, and suicidal
ideation at treatment entry would be associated with
greater risk for suicidal events during treatment. Third,

what was the clinical status of the youths with suicidal
behavior proximally to the event? On the basis of the
known link between depression and suicidal behavior, it
was predicted that most suicidal patients would still be
depressed and not improved.

Fourth, did the youths with a suicidal event present
signs of behavioral activation prior to the event? We hy-
pothesized that a substantial number of suicidal youths
would present symptoms of behavioral activation in the
2 weeks prior to the suicidal event and that this associa-
tion with behavioral activation would be specifically
present if the patient was receiving antidepressant medi-
cation. Fifth, what were the most common consequences
of a suicidal event with respect to patient disposition and
treatment? It was expected that most events would lead to
emergency room visits or overnight hospitalization.

METHOD

TADS
TADS was a publicly funded, randomized clinical trial

to evaluate the acute (12 weeks) and long-term (36
weeks) effectiveness of fluoxetine, cognitive-behavioral
therapy (CBT), and their combination in the treatment of
adolescents with major depressive disorder.13,14,16 A pla-
cebo condition was included as a control for the first 12
weeks, after which all treatments were unblinded. Pa-
tients who were deemed responders or partial responders,
as documented by a score of minimally improved or
better on the Clinical Global Impressions-Improvement
scale (CGI-I),17 continued with their assigned treatment
up to the end of the 36-week trial. Nonresponders were
discontinued from study treatment and managed as clini-
cally indicated while still participating in the remaining
assessments through week 36. Patients were randomly
assigned into the study between spring 2000 and summer
2003.

The TADS sample consisted of 439 adolescents aged
12–17 years (mean ± SD = 14.6 ± 1.5 years; 206 aged
12–14 years and 233 aged 15–17 years), of whom 54%
were female and 74% were white, who met criteria for
major depressive disorder according to DSM-IV criteria.
For 86% of the participants, it was the first episode of
major depressive disorder, and the median duration was
40 weeks.13 Most patients had a comorbid condition,
most frequently an anxiety disorder (27%), disruptive be-
havior disorder (23%), or attention-deficit/hyperactivity
disorder (ADHD) (14%). Exclusion criteria included cur-
rent substance abuse or dependence, severe conduct dis-
order, thought disorders, bipolar disorder, suicide attempt
requiring medical attention within the past 6 months,
clear intent or active plan to commit suicide, suicidal ide-
ation with family disorganization, or being clinically
deemed to be at “high risk” for self-injurious or aggres-
sive acts.13
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Assessments
Suicidal events. Adverse events were reported by

patients and their parents to the treating clinicians at
each study visit, which included self-report ratings of
depressive symptoms, including suicidal behavior. After
completion of the study, known or potential suicidal
events were identified with electronic and manual
searches according to the same methods used for the U.S.
Food and Drug Administration meta-analyses.6,18 Descrip-
tions of the events were then reviewed by independent ex-
perts at Columbia University, New York, NY, and coded
according to the Columbia Classification Algorithm of
Suicidal Assessment (C-CASA).18 Suicidal events con-
sisted of discrete episodes of suicidal ideation, suicide at-
tempts, or preparatory acts toward an imminent attempt.
Harmful self-injurious acts without an expressed or in-
ferred suicidal intent were not included.

Suicidal ideation. Suicidal ideation was systematically
assessed with the Suicidal Ideation Questionnaire adapted
for adolescents (SIQ-Jr),19 a 15-item patient-rated instru-
ment administered before starting treatment and every 6
weeks afterward.13,14,19 A total score ≥ 31 is indicative of
elevated suicidal risk (“suicidal flag”). Another index of
suicidal risk was item 3 of the clinician-rated Children’s
Depression Rating Scale-Revised (CDRS-R),20 with a
score of 1 or 2 indicating no suicidal ideation, a score of 3
indicating some suicidal thinking and/or behavior, and a
score of 4 or higher indicating significant concern about
suicidality due to presence of persistent or recurrent ide-
ation and/or behavior.20

In addition, the Adolescent Depression Scale (ADS),
a 31-item Likert rating scale of DSM-IV depressive and
related symptoms, was completed by the study clinician
based on information elicited from the patient at each
visit.15 On this scale, each item is rated from 0 (not
present) to 3 (severe). A principal component analysis,
with varimax rotation, of the ADS data from TADS identi-
fied 5 factors, including depression, mania, attention, ap-
petite, and suicidality. The ADS depression score was cor-
related with the CDRS-R score at baseline (r = 0.42,

P < .0001, N = 384). Because the ADS was administered
more frequently than the CDRS-R or the SIQ-Jr, it was
used in these analyses to assess the clinical status of the
patient immediately prior to the suicidal event.

Severity of illness, psychopathology, and improve-
ment. Severity of illness was assessed with the CGI-
Severity of Illness (CGI-S) scale,17 which was completed
by the study clinician at study entry and at each treatment
visit. Severity of depressive psychopathology was as-
sessed with the clinician-rated CDRS-R, with a total score
of 60 or above at study entry taken as an index of severe
depression. The CDRS-R items of irritability and sleep
disturbance and the Beck Hopelessness Scale (BHS)21 at
baseline were also examined as possible predictors of sui-
cidal events during treatment. In addition, a score above
90 on the patient self-rated Reynolds Adolescent Depres-
sion Scale (RADS)22 was considered an index of severe
depression.

Presence and history of comorbid ADHD, oppositional
defiant disorder (ODD), conduct disorder (CD), or
substance abuse were assessed with the Schedule for
Affective Disorders and Schizophrenia for School-Age
Children Present and Lifetime version,23 which was ad-
ministered at baseline before starting treatment. Anxiety
symptoms were assessed with the Multidimensional Anx-
iety Scale for Children (MASC).24

Improvement compared with status at study entry was
measured with the CGI-I and change in the ADS, which
were completed by the clinician at each visit. Clinical sta-
tus prior to the event was measured by the most proximal
rating available before the event occurrence and in any
case no more than 2 weeks prior to the event.

Behavioral activation. The ADS items of mania, irrita-
bility, and sleep disturbance within the 2 weeks prior to
the suicidal event and their change from baseline scores
were used to assess whether the event was preceded by
signs suggesting behavioral activation. In addition, the
adverse event database was searched for reports of akathi-
sia, agitation, mania, sleep disturbances, irritability, or ag-
gression during the 2 weeks prior to suicidal events.

Table 1. Suicidal Event Categories Among Adolescents With Major Depressive Disordera

Suicidal Ideation Suicide Attemptc

Randomized Treatment Assignmentb N (code 6), N (%) (code 1 or 2), N (%) Total (code 1, 2, or 6), N (%)

Fluoxetine and CBT 107 5 (4.7) 4 (3.7) 9 (8.4)
Fluoxetine monotherapy 109 9 (8.3) 7 (6.4) 16 (14.7)d

CBT 111 3 (2.7) 4 (3.6) 7 (6.3)
Placebo 112 6 (5.4) 6 (5.4) 12 (10.7)
Total: 4 arms 439 23 (5.2) 21 (4.8) 44 (10.0)
aNumbers are patients with at least 1 event with code 1, 2, or 6 on the C-CASA. For patients with 2 events (N = 7), only the more

severe event was included in this table.
bTreatment at time of event was different from the randomized treatment for 3 CBT and 9 placebo patients, who had started

antidepressant medication due to poor response to assigned treatment.
cIncluded 1 episode of preparatory act toward imminent suicidal attempt (code 2).
dHigher than in CBT (P = .04) or placebo (P = .02) when considering only the CBT and placebo patients who were not taking

medication at the time of the event (Fisher exact test).
Abbreviations: CBT = cognitive-behavioral therapy, C-CASA = Columbia Classification Algorithm of Suicidal Assessment.
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Interpersonal stressors. The Family As-
sessment Measure-III General Scale overall
t score and the Children’s Conflict Behavior
Questionnaire,25,26 independently completed by
parent and adolescent at baseline, served as a
measure of reported family conflict. The indi-
vidual descriptors of the suicidal events were
manually searched for any record of environ-
mental stressors immediately prior to the
event.

For each suicidal event that occurred during
TADS, the reports of the clinicians describing
the events were reviewed, and possible pres-
ence of interpersonal conflict immediately pre-
ceding the event was noted.

Data Analyses
Unit of analysis was the patient. Descriptive

statistics were applied, and associations were
tested using χ2 or Fisher exact test as appropriate. Statisti-
cal significance was set at a conventional P = .05 with no
attempt to control for multiple testing given the explor-
atory intent of these analyses. For patients with more than
1 suicidal event, the suicidal event of greatest severity
(eg, suicidal attempt as compared with suicidal ideation)
was included in most analyses. The exception was that the
first suicidal event was included in the analyses examin-
ing time to first event and clinical changes prior to first
event. For each significant predictor variable identified, a
receiver operator curve (ROC) was plotted in order to
examine visually the relationship between sensitivity and
1-specificity as a function of the cutoff used.

RESULTS

Incidence and Timing of Suicidal Events
During the 36 weeks of TADS, 44 adolescents (10.0%

of the entire sample) presented with at least 1 suicidal
event, of which 23 consisted of suicidal ideation and 21 of
suicide attempts (Table 1). There were no suicides. Inci-
dence did not differ by gender (23 [9.6%] of 239 females
vs 21 [10.5%] of 200 males), race/ethnicity (32 [9.9%] of
324 white vs 12 [10.4%] of 115 nonwhite), or age (22
[10.7%] of 206 patients aged 12–14 years vs 22 [9.4%] of
233 patients aged 15–17 years).

The time from entering treatment to occurrence of
suicidal event ranged from 0.4 to 31.1 weeks (mean ±
SD = 11.9 ± 8.2 weeks), with no differences among the
4 treatment arms (combined: 15.9 ± 9.7; fluoxetine: 9.1 ±
23.3; CBT: 11.1 ± 8.9; placebo: 12.9 ± 8.2; Kruskal-
Wallis test: χ2 = 3.5, P = .31). Suicidal events occurred as
early as a few days after entering treatment and were not
less frequent in the second month of treatment as com-
pared with the first month. In particular, none of the 21
suicide attempts occurred in the first 4 weeks (Figure 1).

No suicidal events occurred in the last month of the
9-month treatment.

Some patients who had been randomly assigned to CBT
(N = 2) or placebo (N = 9) and had a suicidal event were in
fact taking selective serotonin reuptake inhibitor (SSRI)
medication at the time of the event, having started antide-
pressant treatment because of nonresponse to the randomly
assigned treatment. For these patients, time to event was
recomputed by taking the time when SSRI medication was
initiated as the starting point. Using this approach, for all
the patients taking SSRIs at the time of the event (N = 36),
the time to event was a mean ± SD of 10.0 ± 7.7 weeks
(range, 0.7–28.9), which was not statistically different
from that for the patients not taking antidepressant medica-
tion at the time of the event (N = 8; 5.8 ± 3.2 weeks; range,
0.4–10.4; Wilcoxon 2-sample test: z = –1.2, P = .22).

Searching for Predictors of Suicidal Events
An SIQ-Jr score of 31 or greater at baseline was signifi-

cantly associated with emergence of a suicidal event dur-
ing treatment. Of the 125 patients with a baseline suicide
risk flag > 30, 15.2% had a suicidal event as compared
with 8.3% of the 303 patients without a flag (χ2 = 4.6,
P = .03, OR = 2.0, 95% CI = 1.1 to 3.8). With 31 as a cut-
off, the sensitivity was 43% and specificity 72%. The ROC
had an area under the curve of 63.7% and indicated that, if
a cutoff score of 21 was used instead of 31, the sensitivity
would be 64% and specificity 60%.

A RADS score above 90 at baseline was also associated
with emergence of a suicidal event during treatment. Of
the 94 patients with a baseline score above 90, 16.0% had a
suicidal event as compared with 8.7% of those with a
lower score (χ2 = 4.2, P = .04, OR = 2.0, 95% CI = 1.0 to
3.9). The ROC had an area under the curve of 56.0% and
confirmed that a cutoff above 90 offered the best balance
between sensitivity (34%) and specificity (79%).

Figure 1. Timing of First Suicidal Event Among Adolescents With Major
Depressive Disorder (N = 44)

Abbreviations: CBT = cognitive-behavioral therapy, SSRI = selective serotonin
reuptake inhibitor.
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No association was found between suicidal events and
the other tested clinical characteristics, including baseline
severity of depression (CDRS-R total score, CGI-S); se-
verity of specific depressive symptoms (CDRS-R suicidal
ideation, irritability, and sleep disturbance); hopelessness
(BHS); anxiety symptoms (MASC); comorbidity with
ADHD, ODD, or CD; family conflict; or history of sub-
stance abuse.

Clinical Status in the
2 Weeks Prior to the Suicidal Event

For 31 of the 44 patients with suicidal events, proximal
(ie, within 2 weeks prior to the event) scores of severity
of illness, improvement status (data were available for 30
patients), depression, irritability, mania, and sleep distur-
bances were available (Table 2). Even if depression symp-
toms had decreased compared with the beginning of treat-
ment, most of these patients were still at least moderately
depressed and unimproved. On the basis of the CGI-I, 10
(33.3%) were unchanged, 10 (33.3%) were minimally im-
proved, 8 (26.7%) were very much or much improved,
and 2 (6.6%) were worse. There was no evidence of an
increase of irritability, mania, or sleep problems. A sys-
tematic search of the adverse event database for possible
reports of symptoms suggestive of behavioral activation
found that only in 1 case did the patient have insomnia,
mood lability, and irritability in the 2 weeks prior to the
suicidal event.

For 32 (72.7%) of the 44 patients with a suicidal event,
an acute interpersonal conflict (youth-parent conflict in
27 [84.4%] and youth-peer conflict in 5 [15.6%] of the
cases) was identified. In addition, 6 (13.6%) of the pa-
tients with a suicidal event had some identifiable recent
legal problem. However, measures of family stressors or
parent-child conflict at baseline were not significant pre-
dictors of suicidal events during TADS.

Disposition After Suicidal Events
Of the 44 patients experiencing a suicidal event, 24

(54.5%) were hospitalized for a period ranging from 1 to
9 days. Six others (13.6%) had only a hospital emergency
room visit without inpatient hospitalization, while 14
(31.8%) had neither.

DISCUSSION

Previous publications have reported on the increased
incidence of suicidal events observed in TADS among
youths randomly assigned to fluoxetine monotherapy and
the protective effect of CBT when combined with fluoxe-
tine in decreasing suicidal risk.13–15 In this report, we
present analyses of the timing of suicidal events and the
possible associations between suicidal events and clinical
characteristics at study entry or proximally to the event.
The purpose was to identify possible predictors and im-
mediate antecedents of suicidal behavior in depressed
adolescents entering treatment without more specific risk
factors for suicide. In fact, TADS participants were outpa-
tients who were not abusing drugs or alcohol, had no psy-
chotic or manic symptoms or history of recent suicide at-
tempts or suicidal threats, and were not in acute crisis at
study entry. One particular aim was to search for possible
indicators of an antidepressant-induced behavioral act-
ivation syndrome preceding the suicidal event. If the in-
creased rate of suicidal events observed while taking anti-
depressants was mediated by behavioral activation, one
would expect suicidal events to occur in the initial period
after starting medication and to be preceded by increases
in irritability, mood instability, insomnia, and akathisia.

We found that time to suicidal event was variable, oc-
curring as early as the first week and as late as 6 months
after starting treatment, and that it was not shorter for pa-
tients treated with antidepressant medication than for

Table 2. Clinical Status Prior to the Suicidal Event vs at First Treatment Visit Among Adolescents With
Major Depressive Disorder

At First Treatment Prior to Event,
Scale Na Visit, mean ± SD mean ± SDb Change, mean ± SDc Notes

CGI-Sd 31 4.7 ± 1.3 4.0 ± 1.3 –0.8 ± 1.2 22 (74.0%) with score ≥ 4 prior to event
CGI-Ie 30 NA 3.2 ± 1.1 NA 22 (73.2%) with score ≥ 3 prior to event
ADSf

Depression 31 21.0 ± 7.7 13.3 ± 8.5 –8.1 ± 9.3
Irritability 31 2.0 ± 0.9 1.7 ± 1.1 –0.3 ± 1.3
Mania 31 2.5 ± 2.2 1.6 ± 2.2 –0.6 ± 2.3
Insomnia 31 1.5 ± 1.1 1.1 ± 1.3 –0.4 ± 1.3

aA total of 44 patients had an event. N indicates patients for whom data were available.
bThe data most proximal to the event were included and in any case within the 2 weeks prior to the event.
cScore prior to the event minus score at first treatment visit.
d1 = normal, 2 = borderline ill, 3 = mildly ill, 4 = moderately ill, 5 = markedly ill, 6 = severely ill, and 7 = extremely ill.
e1 = very much improved, 2 = much improved, 3 = minimally improved, 4 = no change, 5 = minimally worse, 6 = much worse, and

7 = very much worse.
fDepression score included 19 items with a possible range of 0–57. The mania score included 9 items with a possible range of 0–27.

Irritability and insomnia included 1 item each with a possible range of 0–3.
Abbreviations: ADS = Adolescent Depression Scale, CGI-I = Clinical Global Impressions-Improvement scale, CGI-S = Clinical Global

Impressions-Severity of Illness scale, NA = not applicable.
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those not taking medication. Overall, the rate of suicidal
events was not higher in the first month of treatment than
in the subsequent 2 months. Furthermore, there was no
evidence of increased irritability, insomnia, or agitation in
the 2 weeks prior to the event. Thus, these data do not sup-
port the hypothesis of medication-induced behavioral ac-
tivation as a trigger for suicidal behavior during SSRI
treatment. It must be observed, however, that TADS did
not use a rapid dose escalation and that the starting dose
was only 10 mg/d.

Although depressive symptoms had declined since
entering treatment, most patients who became suicidal
were still depressed at the time of the suicidal event, had
not achieved a clinically adequate level of improvement,
and reported some acute interpersonal stressor just before
the event. These findings indicate that suicidal events
during treatment occurred in a context of persistent de-
pression, insufficient improvement, and an acute in-
terpersonal conflict. In addition, the data indicate that
suicidal events, even if not resulting in physical harm,
often led to hospitalization and consequently had substan-
tial cost implications.

The results also confirm the difficulty of predicting
with any precision the emergence of suicidal behavior
among clinically depressed patients. Even though pre-
treatment indexes of self-reported suicidal ideation (SIQ-
Jr) and depressive symptomatology (RADS) were statisti-
cally associated with presenting with suicidal events
during treatment, both the sensitivity and specificity of
these instruments are suboptimal for diagnostic purposes,
as also shown by ROC areas under the curve below 0.70
(accuracy is considered excellent if the area under the
curve is 0.90–1.0, good if 0.80–0.90, fair if 0.70–0.80,
and poor if 0.60–0.70). In any case, these data suggest that
self-rated instruments of suicidality and depression are
more sensitive in detecting suicidal risk than rating scales
scored by the clinician (ie, CDRS-R). This finding is con-
sistent with another study in adolescent depression.27

Thus, youths appear more likely to indicate clinically
relevant suicidal ideation when completing an assessment
questionnaire themselves rather than to share these
thoughts in a direct interview with a clinician.

Limitations
Several limitations must be acknowledged. Despite be-

ing one of the largest controlled clinical trials in adoles-
cent depression, TADS is still rather small in sample size
to allow adequate exploration of predictors and modera-
tors of treatment. In fact, the power to detect predictors
with a 2-tailed α of 0.05 was about 30% or less (according
to the variable being tested). Because of this low power,
we cannot rule out false-negative findings. Furthermore,
the TADS was designed in 1999 and conducted before at-
tention was brought to suicidality in antidepressant treat-
ment in 2003 and subsequent years. The adverse event

data were collected based on spontaneous patient report
rather than systematically elicited by the investigators.
This limitation is in part attenuated by the systematic ad-
ministration of rating scales that included suicidal ide-
ation and other relevant symptoms.

Another limitation is that the baseline assessment, al-
though quite detailed, did not include a number of vari-
ables potentially relevant to suicidal behavior, such as
family history of suicide. Finally, consistent with the
TADS inclusion and exclusion criteria, the results of these
analyses are limited to depressed youths who entered
treatment while not being at high risk for suicide due
to recent suicidal behavior, substance abuse, or stressful
circumstances.

CONCLUSION

Depressed adolescents who manifest suicidal ideation
at treatment entry are at increased risk for suicidal events
during treatment. The risk for suicidal events does not
seem to decrease after the first month of treatment, sug-
gesting the need for maintaining close monitoring for sev-
eral months after starting treatment. Most depressed ado-
lescents presenting with suicidal events during treatment
are still significantly depressed, with no or minimal signs
of improvement, and without evidence of drug-associated
behavioral activation.

Drug name: fluoxetine (Prozac and others).
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