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The FDA Pediatric Advisories and Changes in 
Diagnosis and Treatment of Pediatric Depression

Pediatric depression is a national health problem that clinical, research, and public
health activities aim to prevent and treat. Naturalistic longitudinal studies have shown
correlations between prepubertal depression and high rates of suicidal ideation and be-
havior, and prepubertal depression has been found to be a predictor of both suicide at-
tempts in adolescence and suicide in young adulthood (1–3). Moreover, the majority of
pediatric suicide victims suffer from depression near the time of death (4, 5). Given the
inherent relationship between depression and suicidality, close monitoring for recur-
rences of pediatric depression is essential.

Indirect evidence suggests that pediatric anti-
depressant treatment reduces the risk of suicide.
Olfson et al. (6), using representative national
databases to study regional changes in rates of
antidepressant prescription and adolescent sui-
cide between 1990 and 2000, found an inverse
relationship between the two. Another study
found that higher rates of prescription fills for
selective serotonin reuptake inhibitors (SSRIs)
from 1996 to 1998 were associated with lower
suicide rates among 5- to 14-year-olds (7).

The Treatment for Adolescents With Depres-
sion Study (TADS), a 12-week randomized con-
trolled trial sponsored by the National Institute
of Mental Health, compared cognitive behavior
therapy alone, fluoxetine alone (the only SSRI
approved in the United States for pediatric depression), combined cognitive behavior
therapy and fluoxetine, and placebo in 439 youths 12–17 years of age with a diagnosis of
major depressive disorder (8). Combined treatment was more effective in reducing
symptoms of depression (71.0% improved) than fluoxetine alone (60.6% improved),
cognitive behavior therapy alone (43.2% improved), or placebo (34.8% improved). Al-
though the study excluded adolescents at high risk of suicide, 29% of participants had
suicidal ideation at study entry. Suicidality decreased significantly in all four treatment
arms. The rate of suicide attempts was low (1.6%) during the study, with no completed
suicides. There were significantly more harm-related adverse events among partici-
pants who received fluoxetine than among those who did not.

Extensive debate about the safety of antidepressants for pediatric anxiety and mood
disorders began when the U.K. Medicines and Healthcare Products Regulatory Agency
advised on June 10, 2003, that paroxetine not be prescribed for anyone under 18 (9). On
June 19, 2003, the U.S. Food and Drug Administration (FDA) issued a statement recom-
mending that paroxetine not be used for treating pediatric depression. The FDA re-
quested that pharmaceutical companies submit suicidality data from pediatric antide-
pressant clinical trials. In August 2003, Wyeth voluntarily changed labels for pediatric-
use venlafaxine and issued a “Dear Health Care Provider” letter indicating that higher
rates of hostility and suicidality had been reported for pediatric patients treated with
venlafaxine in clinical trials. After an initial review of pediatric antidepressant clinical
trials, the FDA issued a public health advisory on October 27, 2003, indicating that cur-
rent data suggested an association between antidepressants and suicidality in pediatric
patients treated for depression.

“The FDA advisories may 
have had the unintended 
effect of discouraging the 

prescription of 
antidepressants for 

pediatric patients and 
pediatric utilization of 

antidepressants without 
compensatory increases in 
other specific treatments.”
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On February 2, 2004, at a joint open meeting of the Psychopharmacologic Drugs Ad-
visory Committee and the Pediatric Subcommittee of the Anti-Infective Drugs Advisory
Committee, the committees agreed that the FDA should undertake an empirical evalu-
ation of the safety of SSRIs and other newer antidepressants in pediatric clinical trials.
Six weeks later, on March 22, the FDA issued another public health advisory calling for
“close observation of adult and pediatric patients” treated with any of a list of 10 new-
generation antidepressants.

The FDA began a reevaluation of data on 4,582 pediatric participants in 24 antide-
pressant trials of 4–16 weeks’ duration (23 industry-sponsored trials and the TADS
study) for depression (N=16), obsessive-compulsive disorder (N=4), generalized anxiety
disorder (N=2), social anxiety disorder (N=1), and attention deficit hyperactivity disor-
der (N=1). The drugs studied were bupropion, citalopram, fluoxetine, fluvoxamine, mir-
tazapine, nefazodone, paroxetine, sertraline, and venlafaxine. Because suicidality rat-
ings varied, the FDA appointed researchers assembled by Columbia University to
develop a reliable suicidality classification and to rerate pediatric suicidality in the var-
ious clinical trials. At a second advisory meeting, conducted September 13–14, 2004,
FDA researchers presented statistical reanalyses of suicidality data indicating an in-
creased risk of drug-induced suicidal behavior (relative risk=1.95, 95% CI=1.28–2.98)
from the combined database of the clinical trials (10). Although no suicides occurred
during any of the trials, the data implied that 1% to 3% of treated patients could be at
risk of antidepressant-induced suicidality (10). The committee concluded that a causal
link exists between antidepressant treatment and pediatric suicidality and advised that
policies be implemented for pediatric use of antidepressants. On October 15, 2004, the
FDA mandated that the pharmaceutical companies add a black box warning to the la-
beling of all antidepressants used with pediatric patients and that they include a patient
medication guide.

The article by Libby et al. in this issue of the Journal highlights significant changes in
aggregate rates of diagnosis and antidepressant treatment of pediatric depression
within 2 years after the October 2003 FDA advisory was issued. The authors used the
PharMetrics Patient-Centric Database, a national integrated claims database of more
than 85 managed care plans, to analyze data on a cohort of 65,349 children 5–18 years
of age who were diagnosed with depression between October 1998 and September
2005. Using time-series analyses, Libby et al. compared the observed rates of depres-
sion diagnoses and antidepressant prescription fills in the 2 years after the October
2003 FDA advisory with the expected rates based on the trend during the 5 years before
the advisory. The postadvisory interval included a period of 11 months after the FDA or-
dered the black box warning on antidepressant-induced pediatric suicidality (October
2004), and a period of 7 months after the agency approved the language for the black
box warning (February 2005).

Libby et al. suggest that although national rates of diagnosing new-onset pediatric de-
pression increased from 3 cases to 4 cases per 1,000 from 1999 to 2004, after the FDA is-
sued its final recommendations in February 2005, diagnosis rates dropped back to 1999
levels. Prior to the FDA’s October 2003 advisory, rates of depression diagnoses made by
pediatricians and nonpediatrician primary care physicians steadily increased and ac-
counted for the majority of diagnoses of pediatric depression. After the advisory, rates
of diagnosing pediatric depression significantly decreased among primary care physi-
cians, were unchanged among pediatricians, and significantly increased among psychi-
atrists. Prior to the advisory, 59% of depressive episodes were associated with an SSRI
prescription fill within 30 days of diagnosis, and the rate increased significantly over
time. After the advisory, the percentage of SSRI prescription fills after diagnosis gradu-
ally but significantly decreased, and by 2005, SSRI prescriptions were filled for only 28%
of episodes. Antidepressant prescription rates among primary care physicians were on
the increase prior to the advisory, and this trend reversed significantly after the advi-
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sory. The prescribing trend among psychiatrists was slightly but significantly negative
prior to the advisory, and this trend also reversed after the advisory. Libby et al. found
that utilization of psychotherapy, atypical antipsychotics, and anxiolytic medications
did not change significantly over the study period.

The FDA’s advisories had the well-meaning intent of providing information about the
safety of antidepressants in pediatric use, and the agency recommended a black box
warning to improve treatment safety. However, these policy actions may have had the
unintended effect of discouraging the prescription of antidepressants for pediatric pa-
tients and pediatric utilization of antidepressants without compensatory increases in
other specific treatments. If so, this may have resulted in the lower rates of diagnosing
and treating new-onset pediatric depression seen in this study, which may well have
meant that many pediatric patients received less psychiatric treatment than needed,
which in turn may be a factor in the increased rates of youth suicide reported in previ-
ous epidemiological studies (6, 7).

The Libby et al. study did not evaluate possible underlying causes of shifts in rates of
diagnosing depression and prescribing antidepressants. The increases in rates of diag-
nosis and antidepressant treatment prior to the October 2003 advisory may have been
related to the pharmaceutical industry’s impact on practitioners. It may be that after the
FDA advisories were issued, primary care physicians became increasingly concerned
about their clinical skills and the time needed for managing pediatric depression. Sim-
ilarly, pediatric patients and their parents, with insufficient information about treat-
ment options for pediatric depression, may have become reluctant to seek intervention
after the FDA advisories.

The postadvisory trends might have differed substantially if professional organiza-
tions had aggressively developed new guidelines, standards, and educational programs
for practitioners in diagnosing and treating pediatric depression and if advocacy groups
and professional organizations had coordinated efforts to educate the public about
ways to recognize pediatric depression and the imperative of seeking effective treat-
ment. It is essential that the long-term impact of the FDA policy actions be determined
empirically and that additional research be conducted on ways to enhance the effec-
tiveness of treatments for pediatric depression.

The FDA did not recommend against use of antidepressants in pediatric treatment;
its aim, rather, was to improve medical care by stimulating more extensive monitoring
and collaboration among practitioners, patients, and parents and to educate consum-
ers through an industry-provided patient medication guide describing risks and pre-
cautions for pediatric antidepressant treatment. The black box warning should not dis-
courage practitioners from prescribing, and pediatric patients from utilizing, clinically
indicated antidepressants. It should prompt providers to adhere to the FDA recommen-
dations for close monitoring and to inform pediatric patients and their parents of the
possible beneficial as well as adverse effects of antidepressants and the importance of
compliance with prescribed treatment. These steps can decrease the risk of adverse
outcomes. As educational information is more widely disseminated to professionals
and the public, as provider skills in diagnosing and treating pediatric depression are en-
hanced, and as more time is allotted to consistent monitoring of pediatric antidepres-
sant treatment, future research may well find greater pediatric treatment utilization
than we saw during the period of the Libby et al. study.

References

1. Kovacs M, Goldston D, Gatsonis C: Suicidal behaviors and childhood-onset depressive disorders: a longitudi-
nal investigation. J Am Acad Child Adolesc Psychiatry 1993; 32:8–20

2. Pfeffer CR, Klerman GL, Hurt SW, Kakuma T, Peskin JR, Siefker CA: Suicidal children grow up: rates and psy-
chosocial risk factors for suicide attempts during follow-up. J Am Acad Child Adolesc Psychiatry 1993; 32:
106–113

3. Weissman MM, Wolk S, Goldstein RB, Moreau D, Adams P, Greenwald S, Klier CM, Ryan ND, Dahl RE, Wickra-
maratne P: Depressed children grown up. JAMA 1999; 281:1707–1713



846 Am J Psychiatry 164:6, June 2007

EDITORIAL

ajp.psychiatryonline.org

4. Brent DA, Perper JA, Moritz G, Allman C, Friend A, Roth C, Schweers J, Balach L, Baugher M: Psychiatric risk
factors for adolescent suicide: a case-control study. J Am Acad Child Adolesc Psychiatry 1993; 32:521–529

5. Shaffer D, Gould MS, Fisher P, Trautman P, Moreau D, Kleinman M, Flory M: Psychiatric diagnosis in child and
adolescent suicide. Arch Gen Psychiatry 1996; 53:339–348

6. Olfson M, Shaffer D, Marcus SC, Greenberg T: Relationship between antidepressant medication treatment
and suicide in adolescents. Arch Gen Psychiatry 2003; 60:978–982

7. Gibbons RD, Hur K, Bhaumik DK, Mann JJ: The relationship between antidepressant prescription rates and
rate of early adolescent suicide. Am J Psychiatry 2006; 163:1898–1904

8. March J, Silva S, Petrycki S, Curry J, Wells K, Fairbank J, Burns B, Domino M, McNulty S, Vitiello B, Severe J:
Fluoxetine, cognitive-behavioral therapy, and their combination for adolescents with depression: Treatment
for Adolescents With Depression Study (TADS) Team. JAMA 2004; 292:807–820

9. Leslie LK, Newman TB, Chesney PM, Perrin JM: The Food and Drug Administration’s deliberations on antide-
pressant use in pediatric patients. Pediatrics 2005; 116:195–202

10. Hammad TA, Laughren T, Racoosin J: Suicidality in pediatric patients treated with antidepressant drugs. Arch
Gen Psychiatry 2006; 63:332–339

CYNTHIA R. PFEFFER, M.D.

Address correspondence and reprint requests to Dr. Pfeffer, New York Presbyterian Hospital, 21 Bloomingdale
Road, White Plains, NY 10605; cpfeffer@med.cornell.edu (e-mail).

Dr. Pfeffer was a consultant at the meetings held by the U.S. Food and Drug Administration on the safety of
antidepressants in children and adolescents on February 2, 2004, and September 13–14, 2004. She reports no
other competing interests.


