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Key Clinical Issue
What are the benefits and harms of nonphar-
macologic and pharmacologic treatments for 
depressive disorders in children and adolescents?

Evidence-Based Answer
Cognitive behavior therapy (CBT), family ther-
apy, exercise, and spirituality reduce depressive 
symptoms in adolescents with no evidence of 
harms. (Strength of Recommendation [SOR]:​ B, 
based on inconsistent or limited-quality patient-
oriented evidence.) Selective serotonin reuptake 
inhibitors (SSRIs) improve depressive symptoms 
and response in adolescents with major depres-
sive disorder. (SOR:​ B, based on inconsistent 
or limited-quality patient-oriented evidence.) 
Serious adverse events and withdrawal because 
of adverse events are more common with SSRIs 
compared with placebo. (SOR:​ B, based on incon-
sistent or limited-quality patient-oriented evi-
dence.) Paroxetine may cause increased suicidal 
ideation or behavior in adolescents and children. 
(SOR:​ B, based on inconsistent or limited-quality 
patient-oriented evidence.) There is no symptom 
improvement with serotonin-norepinephrine 

reuptake inhibitors compared with placebo in 
adolescents with major depressive disorder. 
(SOR:​ B, based on inconsistent or limited-quality 
patient-oriented evidence.) CBT combined with 
fluoxetine improves depressive symptoms, remis-
sion, and functional status more than CBT alone.1 
(SOR:​ B, based on inconsistent or limited-quality 
patient-oriented evidence.)

Practice Pointers
Nearly one in five adolescents has a depressive 
disorder at some point before adulthood.2 Pri-
mary care physicians cite many barriers to treat-
ing depression in adolescents and children. One 
of those barriers is a concern about increased 
suicidality after the U.S. Food and Drug Admin-
istration placed a boxed warning on antidepres-
sants for children and adolescents in 2004 and 
expanded that warning in 2018.3,4

This Agency for Healthcare Research and 
Quality (AHRQ) review assessed the benefits and 
harms of nonpharmacologic and pharmacologic 
treatment of depressive disorders in children 
and adolescents. The review identified 60 rele-
vant studies (including 43 in the United States) 

Additional table at https://​www.aafp.org/afp/2020/1001/p558.html.

The Agency for Healthcare Research and Quality (AHRQ) conducts the Effective Health Care Program 
as part of its mission to produce evidence to improve health care and to make sure the evidence is 
understood and used. A key clinical question based on the AHRQ Effective Health Care Program system-
atic review of the literature is presented, followed by an evi n AFP author that will help guide clinicians in 
making treatment decisions. For the full review go to https://​effectivehealthcare.ahrq.gov/sites/default/
files/Evidence%20Summary_0.pdf.

This series is coordinated by Kenny Lin, MD, MPH, deputy editor.

A collection of Implementing AHRQ Effective Health Care Reviews published in AFP is available at https://​
www.aafp.org/afp/ahrq.
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that treated participants for at least six weeks and 
reported both benefits and harms.1

The AHRQ review found limited evidence 
of benefit for depressive symptoms from 

CBT, family therapy, exercise, and spiritual-
ity, although none of these treatments showed 
evidence of harm. Family therapy focuses on 
the family and interpersonal relationships, as 

CLINICAL BOTTOM LINE

Outcomes of Nonpharmacologic Treatments for Depression in Children and Adolescents

Intervention (duration  
of treatment) Population

No. of studies  
(No. of participants) Findings

Strength of 
evidence

Cognitive behavior ther-
apy vs. wait-list control 
(8 weeks)

Adolescents with major 
depressive disorder or 
dysthymic disorder 

1 RCT (n = 64) Benefit for depressive 
symptoms (self-reported) 
and functional status 
(clinician-reported)

  

Cognitive behavior therapy 
plus treatment as usual vs. 
treatment as usual (12 to 
16 weeks)

Adolescents with major 
depressive disorder

1 RCT (n = 212) Benefit for depressive symp-
toms (clinician-reported), weeks 
to recovery, recovery duration, 
response, functional status

  

Relapse prevention with 
cognitive behavior therapy 
plus continued antide-
pressant medication vs. 
continued antidepressant 
medication (30 weeks)

Adolescents and children 
with major depressive 
disorder

1 RCT (n = 121) Benefit for relapse after 
78 weeks

  

Family-based interpersonal 
therapy vs. child-centered 
therapy (14 weeks)

Children with major 
depressive disorder, 
dysthymic disorder, or 
depressive disorder not 
otherwise specified

1 RCT (n = 38) Benefit for depressive symp-
toms (clinician-, parent-, and 
self-reported)

  

Family therapy vs. active 
control (22 weeks)

Adolescents or children 
with major depressive dis-
order, dysthymic disorder, 
or depressive disorder not 
otherwise specified

1 RCT (n = 99) Benefit for response   

Exercise vs. active control 
(12 weeks)

Adolescents with major 
depressive disorder

1 RCT (n = 26) Benefit for response   

Spirituality vs. wait-list 
control (8 weeks)

Adolescents with major 
depressive disorder

1 RCT (n = 25) Benefit for depressive symp-
toms (clinician-reported)

  

Strength of evidence scale

   � High: High confidence that the evidence reflects the true effect. Further research is very unlikely to change the confi-
dence in the estimate of effect.

    �Moderate: Moderate confidence that the evidence reflects the true effect. Further research may change the confidence 
in the estimate of effect and may change the estimate.

    �Low: Low confidence that the evidence reflects the true effect. Further research is likely to change the confidence in 
the estimate of effect and is likely to change the estimate.

    �Insufficient: Evidence either is unavailable or does not permit a conclusion

RCT = randomized controlled trial

Adapted from Viswanathan M, Kennedy SM, McKeeman J, et al. Treatment of depression in children and adolescents: a systematic review. 
Comparative Effectiveness Review No. 224. (Prepared by the RTI International–University of North Carolina at Chapel Hill Evidence-Based Practice 
Center under contract No. 290-2015-00011-I.) AHRQ publication no. 19(20)-EHC024-EF. Rockville, Md.: Agency for Healthcare Research and 
Quality; April 2020. Accessed May 14, 2020. https://effectivehealthcare.ahrq.gov/sites/default/files/Evidence%20Summary_0.pdf
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CLINICAL BOTTOM LINE

Outcomes of Pharmacologic Treatments vs. Placebo for Depression in Children and Adolescents

Medication (duration  
of treatment) Population

No. of studies  
(No. of participants) Findings

Strength of 
evidence

Fluoxetine (12 weeks) Adolescents with major 
depressive disorder

1 RCT (n = 221) Benefit for depressive symp-
toms (clinician-reported) and 
response

  

Escitalopram (16 to 
20 weeks)

Adolescents with major 
depressive disorder

1 RCT (n = 311) Benefit for depressive symp-
toms (clinician-reported at 
24-weeks follow-up)

  

Paroxetine (8 to 
12 weeks)

Adolescents and children with 
major depressive disorder

3 RCTs (n = 662) Harm of increased suicidal 
ideation or behavior

  

3 RCTs (n = 658) Harm of withdrawal because of 
adverse events

  

Fluoxetine, citalo-
pram, escitalopram, 
paroxetine, or vilazo-
done (8 to 10 weeks)

Adolescents and children with 
major depressive disorder

7 RCTs (n = 1,525) Benefit for response to 
treatment

  

5 RCTs (n = 941) Benefit for functional status 
(clinician-reported)

  

9 RCTs (n = 2,206) Harm of serious adverse events   

Adolescents with major 
depressive disorder

4 RCTs (n = 1,050) No benefit for remission   

4 RCTs (n = 1,296) Harm of withdrawal because of 
adverse events

  

Fluoxetine (32 weeks) Adolescents and children with 
major depressive disorder

2 RCTs (n = 142) Benefit for relapse prevention   

Desvenlafaxine 
(8 weeks)

Adolescents and children with 
major depressive disorder

2 RCTs (n = 590) No benefit for depressive 
symptoms (clinician-reported) 
or response

  

Venlafaxine, desvenla-
faxine, and duloxetine 
(8 to 10 weeks)

Adolescents and children with 
major depressive disorder

5 RCTs (n = 1,260) No benefit for depressive 
symptoms (clinician-reported)

  

Duloxetine (10 weeks) Adolescents and children with 
major depressive disorder

1 RCT (n = 346) Harm of withdrawal because of 
adverse events in high dose only

  

Strength of evidence scale

   � High: High confidence that the evidence reflects the true effect. Further research is very unlikely to change the confi-
dence in the estimate of effect.

    �Moderate: Moderate confidence that the evidence reflects the true effect. Further research may change the confidence 
in the estimate of effect and may change the estimate.

    �Low: Low confidence that the evidence reflects the true effect. Further research is likely to change the confidence in 
the estimate of effect and is likely to change the estimate.

    �Insufficient: Evidence either is unavailable or does not permit a conclusion.

RCT = randomized controlled trial.

Adapted from Viswanathan M, Kennedy SM, McKeeman J, et al. Treatment of depression in children and adolescents:​ a systematic review. Compar-
ative Effectiveness Review No. 224. (Prepared by the RTI International–University of North Carolina at Chapel Hill Evidence-Based Practice Center 
under contract No. 290-2015-00011-I.) AHRQ publication no. 19(20)-EHC024-EF. Rockville, Md.:​ Agency for Healthcare Research and Quality;​ 
April 2020. Accessed May 14, 2020. https://​effectivehealthcare.ahrq.gov/sites/default/files/Evidence%20Summary_0.pdf
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opposed to other forms of therapy, which are 
child focused.5,6 The spirituality intervention 
was an eight-week online program based on 
principles of spirituality such as gratitude and 
forgiveness.7 When pharmacotherapy was added 
to nonpharmacologic therapy, there was a bene-
fit for symptoms and functional status compared 
with nonpharmacologic therapies alone.1

Depressive symptoms and function were 
improved with SSRIs but not serotonin-
norepinephrine reuptake inhibitors. Patients 
taking SSRIs were more likely to withdraw from 
treatment because of serious adverse events. Par-
oxetine may be associated with increased suicidal 
ideation. This was evident only when all studies 
were included. When the analysis excluded two 
studies with a high risk of bias, there was insuf-
ficient evidence to suggest an increased risk of 
suicidal ideation. When CBT was added to flu-
oxetine, depressive symptoms and remission 
improved compared with fluoxetine alone.1

Family physicians play a critical role in iden-
tifying and treating depressive disorders in chil-
dren and adolescents. Physicians following the 
U.S. Preventive Services Task Force recommen-
dation to screen all adolescents from 12 to 18 
years of age for major depressive disorder may 
feel less comfortable managing treatment.8 To 
support physicians, the American Academy of 
Pediatrics has published guidelines for treating 
adolescent depression in primary care.2 These 
guidelines recommend considering active sup-
port and monitoring for six to eight weeks before 
beginning treatment and monitoring patients 
monthly for up to two years after remission 
because symptom recurrence is common. The 
guidelines emphasize evidence-based treatments 
such as CBT and SSRIs.2

Physicians may consider initiating SSRIs for 
children and adolescents with major depressive 
disorder. Only fluoxetine and escitalopram are 
approved by the U.S. Food and Drug Admin-
istration for the treatment of depression in this 
age group.9 Options such as CBT or family ther-
apy with or without SSRIs should be considered. 
Exercise and spirituality may also be incorpo-
rated into the treatment of adolescents with 
depression because they improve symptoms with 
no known harms.1

Editor’s Note:​ American Family Physician SOR 
ratings are different from the AHRQ Strength of 
Evidence ratings.

Address correspondence to Tyler Barreto, MD, MPH, 
at tylerbarreto@​seamarchc.org. Reprints are not 
available from the author.
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CLINICAL BOTTOM LINE

Outcomes of Comparative Effectiveness Studies of Depression Treatments in Adolescents

Intervention (dura-
tion of treatment) Population

No. of studies  
(No. of participants) Findings

Strength of 
evidence

Psychotherapy vs. 
pharmacotherapy 
(12 weeks)

Adolescents with 
major depressive 
disorder

1 RCT (n = 220) Benefit of pharmacotherapy for depression 
(clinician-reported);​ benefit of psychotherapy 
in psychiatric adverse events

  

Psychotherapy plus 
pharmacotherapy 
vs. psychotherapy  
(8 to 12 weeks)

Adolescents with 
major depressive 
disorder

1 RCT (n = 378) Benefit of combination therapy for depression 
(clinician-reported), remission from major 
depressive disorder, and functional status

  

School-refusing in 
adolescents with 
comorbid anxiety 
and major depres-
sive disorder

1 RCT (n = 63) Benefit of combination therapy for depression 
(clinician-reported)

  

Psychotherapy plus 
pharmacotherapy 
vs. pharmacother-
apy (8 to 12 weeks)

Adolescents with 
major depressive 
disorder

4 RCTs (n = 450) No benefit of adding cognitive behavior ther-
apy to selective serotonin reuptake inhibitors 
for depressive symptoms (self-reported)

  

1 RCT (n = 65) Benefit of adding cognitive behavior ther-
apy to bupropion for depressive symptoms 
(self-reported)

  

1 RCT (n = 216) Benefit of adding cognitive behavior therapy to 
fluoxetine for remission from major depressive 
disorder

  

Strength of evidence scale

   � High: High confidence that the evidence reflects the true effect. Further research is very unlikely to change the confi-
dence in the estimate of effect.

    �Moderate: Moderate confidence that the evidence reflects the true effect. Further research may change the confidence 
in the estimate of effect and may change the estimate.

    �Low: Low confidence that the evidence reflects the true effect. Further research is likely to change the confidence in 
the estimate of effect and is likely to change the estimate.

    �Insufficient: Evidence either is unavailable or does not permit a conclusion.

RCT = randomized controlled trial.

Adapted from Viswanathan M, Kennedy SM, McKeeman J, et al. Treatment of depression in children and adolescents:​ a systematic review. Compar-
ative Effectiveness Review No. 224. (Prepared by the RTI International–University of North Carolina at Chapel Hill Evidence-Based Practice Center 
under contract No. 290-2015-00011-I.) AHRQ publication no. 19(20)-EHC024-EF. Rockville, Md.:​ Agency for Healthcare Research and Quality;​ 
April 2020. Accessed May 14, 2020. https://​effectivehealthcare.ahrq.gov/sites/default/files/Evidence%20Summary_0.pdf
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