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“Benefits from Antidepressants,” (1) is fraught with problems and offers a 
misrepresentation of available evidence. For example, the Sequenced Treatment 
Alternatives to Relieve Depression (STAR*D) (2), contrary to the 67% cumulative 
response rate reported, found that of the 4041 patients who entered the program only 
108 (3%) had a sustained remission—all other patients either dropped out or relapsed 
(3). Moreover, the Treatment for Adolescents with Depression Study (TADS), the largest 
of the four trials in the current analysis of youth showing a “significant” effect at 6 
weeks, demonstrated no differences between placebo and fluoxetine at both 6 and12 
weeks (4). 

Given the results of studies like the STAR*D and TADS, as well as other meta-analyses 
showing similarly small and clinically insignificant differences (5,6,7,8), the reported 
2.55 point difference on the HAM-D, under the accepted 3 point criterion of clinical 
significance, and the 4.62 points (even less than the 6 and 12 week non-significant 
differences in TADS) on the CDRS-R is not front page news. But herein is the authors’ 
main thrust: these clinically insignificant mean differences translate to large response 
and remission rate differences. Their analysis reported an “estimated” combined 
response/remission rate of 32.2% over placebo for adults and a 54.1% combined 
advantage over placebo for youth. How are we to interpret the findings of small mean 
discrepancies translating to large response/remission rate differences in the context of 
the findings of the STAR*D and TADS? For example, what sense do the differential 
response and remission estimates at 6 weeks make given the TADS reported no 
difference between medication and placebo at 6 and 12 weeks not only on the CDRS-R 
but also the Reynolds Adolescent Depression Scale?  
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Finally, the most dangerous misrepresentation in the study was that these findings of 
“benefits” should favor a reconsideration of the black box warning for suicidal thinking 
and antidepressants in children and adolescents. TADS recorded 15 suicidal events in 
fluoxetine groups compared with 9 in non-fluoxetine groups at 12 weeks, including 6 
suicide attempts by fluoxetine takers compared to 1 in the cognitive behavioral therapy 
(CBT) group (none in placebo). After 36 weeks of treatment, there were 25 suicidal 
events for those taking fluoxetine compared with 7 in CBT (9). This already troubling 
risk benefit equation is actually an underestimate of the risk. Following the acute 
treatment phase, fluoxetine was prescribed to some patients in the placebo and CBT 
conditions and when those patients had a suicidal event, it was charged against their 
original non-drug assignment rather that the medication (10). 

In sum, this article does not warrant the media hype it has received and certainly does 
not trump the large body of available evidence about antidepressant efficacy. Its major 
premise does not make common-sense (extremely small differences at 6 weeks 
translating to large response and remission differences) and its representation of the 
available evidence inaccurate. This assertion is only strengthened by consideration of 
the study’s sole reliance on clinician rated measures and the problems associated with 
industry affiliation. 
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Gibbons and colleagues (1) reanalyzed suicidality short-term data from 4 pediatric trials 
of fluoxetine (3 Eli Lilly-funded and the Treatment of Adolescents With Depression 
Study, TADS (2,3)) and found no increased risk of suicidality. The investigation, 
however, is fraught with problems. First, they did not solicit suicidal ideation adverse 
events reports (AERs), despite the fact that suicidal ideation is considered a suicide 
event by the Columbia Classification Algorithm of Suicide Assessment (C-CASA) (4), 
FDA analyses (5,6) and the TADS. Consequently, the study’s AER data necessarily 
underestimates suicidality by only capturing suicidal behaviors (attempts or suicides).  

Second, the primary analysis used one item of a clinician-rated scale. This is unusual for 
this type of analysis. FDA meta-analyses examining suicidality in pediatric SSRI trials 
have relied on coded AER narratives, with suicide item score data secondarily analyzing 
worsening or emergent suicidality (5), or electronic search and manual review for 
serious adverse event descriptions (6). The study coded AERs (7) on the CDRS-R, but, 
lacking ideation AERs, no other supplemental data was added to the scale scores.  

Third, the authors did not describe procedures to minimize bias, especially since AER 
data was obtained from Ely Lilly, funder of 3 of the 4 analyzed studies. As a comparison, 
an evaluation of safety in 23 pediatric antidepressant trials used blinded pharmaceutical 
personnel to identify suicidal events; Columbia University suicidology experts then 
blindly analyzed that data (5). Without these types of safeguards, bias cannot be 
eliminated. 
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Fourth, coding AERs as 7 on the CDRS-R item 13 hides suicidal behaviors instead of 
evaluating them as separate variables. In TADS, suicide events are analyzed separately, 
making them accessible for contrast analysis. For example, an analysis of the 12-week 
TADS suicidal behavioral events reported 6 suicide attempts for SSRI groups compared 
with 1 for non-SSRI groups (2). Though under-powered for statistical analysis, such data 
becomes meaningful within multiple contexts of analysis (e.g., by week 36 in TADS, 
there were 17 suicide attempts for fluoxetine; 1, non-fluoxetine, counting those switched 
to fluoxetine from original assignment (7).  

Finally, the authors failed to mention that the short time frame (12 weeks) as a 
limitation. In TADS, time to first suicidal event ranged from 0.4 – 31.1 weeks (7). 
Beyond 12 weeks, only fluoxetine groups experienced a suicidal event. Counting those 
switched to fluoxetine, there were 36 suicidal events for fluoxetine takers and 8 for non-
fluoxetine takers (7). 

In sum, this study is inconsistent with standard pediatric suicidality assessment 
methodology, resulting most notably in under-representation of suicide-related events. 
Collapsing the first two categories in item 13 may have further undercounted these by 
downgrading suicidal ideation when angry to a non-event, though this is unclear (a table 
of revised response categories is not included). As derived, the study’s conclusion lacks 
credibility, especially given its contradiction of previous studies (5,6,8). The disclosure 
that Gibbons has served as an expert witness for Wyeth and Pfizer Pharmaceuticals in 
cases related to antidepressants and suicide further draws into question this study’s 
credibility. Unfortunately, the media blitz in its wake stands to mislead the public and 
prescribers. 
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