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Best Evidence Statement (BESt)
Date published/posted January 2010
Treatment of children and adolescents with Major Depressive Disorder (MDD) during the Acute
Phase
Clinical Question
P (population/problem)
I (intervention)
C (comparison)
O (outcome)

Among children and adolescents 6 to 17 years of age diagnosed with MDD
what pharmacotherapy and psychotherapy
compared to placebo
improves symptoms and functionality in family, educational and social domains?

Target Population Children and adolescents 6 to 17 years of age diagnosed with MDD
Excluding children with bipolar disorders, psychotic disorders, and schizophrenia
Objective of acute phase is symptomatic response and ultimately full symptom remission with treatment
maintenance and continuation being the consolidation response of treatment to help avoid relapse and
reoccurrence of another episode.
Recommendation(s)
All MDD Patients
1. It is recommended that the severity (brief, uncomplicated, mild, moderate or severe) of the child’s or

adolescent’s MDD be the basis of the treatment decision (Brent 2008 [2a], Local Concensus [5], Hughes 2007 [5a]).

(See algorithm)

Brief or Mild/Uncomplicated MDD
2. It is recommended that supportive therapy be the initial treatment for children and adolescents with
brief, uncomplicated and/or mild depression continuing for 4 to 8 sessions until remission (Brent 2008
[2a], Local Concensus [5], Birmaher 2007 [5a], Hughes 2007 [5a], NICE 2005 [5a])

Note 1: Supportive Psychotherapy – Includes but not limited to active listening and reflection,
restoration of hope, problem solving, coping skills, and strategies for maintaining participation in
treatment, psychoeducation, and family and school involvement (Birmaher 2007 [5a]).
Note 2: It is not warranted to prescribe antidepressant medication for the initial treatment of
children and young people with mild depression (Hughes 2007 [5a], NICE 2005 [5a]).

3. It is recommended for non-responders to supportive therapy that psychotherapy and/or pharmacotherapy be
offered/trialed in children and adolescents with mild depression. Possible therapies are:

a. Depression Specific Therapy (Local Concensus [5])
b. Cognitive Behavioral Therapy (CBT) or
c. Interpersonal Psychotherapy (IPT)

(Klein 2007 [1a], Brent 2008 [2a], Local Concensus [5], Birmaher 2007 [5a], Hughes 2007 [5a], NICE 2005 [5a]).
Note: Psychotherapy appears to be more effective for youth ages 12 to 18 years (Watanabe 2007
[1b]).
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d. Antidepressant/SSRI monotherapy (Fluoxetine, Escitalopram, Citalopram, or Sertraline) alone or
with psychotherapy (Williams 2009 [1a], Brent 2008 [2a], Local Concensus [5], Birmaher 2007 [5a], Hughes 2007
[5a], NICE 2005 [5a]).
Note 1: Avoid antidepressant medication for initial treatment for children and adolescents
with mild depression (NICE 2005 [5a]).
Note 2: Begin antidepressants/SSRIs at lowest dose, titrating up and down based upon
effectiveness and tolerance of side effects (Hughes 2007 [5a], NICE 2005 [5a]).
Note 3: Treatment with antidepressants may be administered alone until the child is amenable
to psychotherapy or treatment can be combined from the beginning if appropriate (Birmaher
2007 [5a]).

Moderate or Severe MDD

4. It is recommended children and adolescents with moderate or severe MDD begin antidepressants/SSRIs as
first-line treatment with the addition of Depression Specific Therapy, CBT or IPT as clinically necessary.
Possible antidepressants are:
a. Fluoxetine (Hetrick 2007 [1a], Wallace 2006 [1a], Whittington 2004 [1b], March 2004 [2a], Barton 2009 [5a])
b. Escitalopram (Local Concensus [5])
c. Citalopram (Williams 2009 [1a], Wallace 2006 [1a], Cheung 2005 [1a], Cheung 2006 [1b])
d. Sertraline (Hetrick 2007 [1a], Cheung 2005 [1a], Whittington 2004 [1b])
(Hetrick 2007 [1a], Cheung 2005 [1a], Brent 2008 [2a], Cheung 2008 [3b], Ambrosini 1999 [4b], Local Concensus [5],
Hughes 2007 [5a], NICE 2005 [5a]).

Note 1: Combined psychotherapy with fluoxetine has been effective for some adolescents
(Williams 2009 [1a], Kratochvil 2006 [2a], March 2004 [2a], Barton 2009 [5a]) .
Note 2: Medication choice is collaborative decision/agreement between clinician, patient, and
family, based upon such things as patient/family history, preferences, response to
medication(s), and other considerations. (Hughes 2007 [5a]).
Note 3: Begin SSRIs at lowest dose, titrating upward and back down based upon
effectiveness and tolerance of side effects (Hughes 2007 [5a], NICE 2005 [5a]).
Note 4: When a patient responds to medication(s) with symptom remission, maintain
treatment for 6 months (Hughes 2007 [5a], NICE 2005 [5a]).

5. It is recommended that medication dosage be lowered or medication switch to one of the following alternate
antidepressant/SSRI if patient does not experience adequate clinical improvement or have satisfactory
symptom response or medication tolerance to initial antidepressant/SSRI treatment. Alternate
antidepressants/SSRIs include:
a. Fluoxetine,
b. Citalopram
c. Sertraline
d. Escitalopram
e. Paroxetine (adolescents only – not approved for children) (Cheung 2005 [1a], Berard 2006 [2a], Keller 2001
[2a])
(Whittington 2004 [1b], Local Concensus [5], Hughes 2007 [5a], NICE 2005 [5a]) .

6. It is recommended that treatment be augment with one of the following for children and adolescents showing
only a partial response to SSRI treatment and/or having not yet achieved remission:
a. Lithium (Nierenberg 2006 [2a])
b. Quetiapine (Olver 2008 [4b], Pathak 2005 [4b])
c. Bupropion (Glod 2003 [3b])
d. Mirtazapine (Haapasalo-Pesu 2004 [3b])
e. Risperidone (Local Concensus [5])
f. Venlafaxine (benefit among adolescents not children) (Cheung 2006 [1b], Emslie 2007 [2a])
(Emslie 2007 [2a], Local Concensus [5], Hughes 2007 [5a]).
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Or switch to one of the following along with Depression Specific Therapy/CBT therapy:
a. Bupropion (Glod 2003 [3b])
b. Mirtazapine (Haapasalo-Pesu 2004 [3b])
c. Venlafaxine (benefit among adolescents not children) (Cheung 2006 [1b], Emslie 2007 [2a])
d. Duloxetine
(Brent 2008 [2a], Local Concensus [5], Hughes 2007 [5a]) .

All MDD Patients on Medications

7. It is recommended patients taking antidepressants/SSRIs be closely monitored by health care providers,
family and caregivers for emergent suicidality, hostility, agitation, mania, and unusual changes in behavior,
especially within the first few months of treatment or when dosage is adjusted (Lock 2005 [5], Birmaher 2007 [5a],
Hughes 2007 [5a], NICE 2005 [5a]).
Note: A balance of benefit and harm includes consideration that treatment with antidepressants decreases
the likelihood of actual suicides even though an increase in suicide behavior and thoughts has been
documented in clinical trials (Williams 2009 [1a], Bridge 2007 [1a], Lock 2005 [5]).

8. It is recommended that once a patient responds and achieves depressive symptom remission, medication be
continued at least 6 to 12 months at full therapeutic dose and be seen at least every 3 months during
continuation of treatment to monitor for relapse and suicide ideation (Nierenberg 2006 [2a], Cheung 2008 [3b],
Hughes 2007 [5a]).
9. It is recommended that antidepressants, except fluoxetine, be discontinued slowly (Birmaher 2007 [5a], Hughes
2007 [5a], NICE 2005 [5a]).

10. It is recommended that tricycle antidepressants not be used in children and adolescents (Bauer 2002 [5], Birmaher
2007 [5a], Hughes 2007 [5a], NICE 2005 [5a]).

Discussion/summary of evidence
A review of the literature regarding treatment of major depressive disorders in children and adolescents
revealed a practice parameter from the American Academy Child and Adolescent Psychiatry, an updated US
Preventive Service Task Force Recommendation Statement on Screening and Treatment for Major
Depressive Disorder in Children and Adolescents, a clinical guideline from the National Institute for Health
and Clinical Excellence, a conference consensus medication treatment algorithm, and a Cochrane review as
well as numerous meta-analysis, systematic reviews, and RCTs (Williams 2009 [1a], Usala 2008 [1a], Bridge 2007 [1a],
Hetrick 2007 [1a], Cheung 2006 [1b], Brent 2008 [2a], March 2007 [2a], March 2004 [2a], Local Concensus [5], Barton 2009 [5a], Hughes
2007 [5a], NICE 2005 [5a]). Meta-analyses have consistently found that fluoxetine is efficacious in treating MDD

in pediatric populations (Williams 2009 [1a], Bridge 2007 [1a], Hetrick 2007 [1a], Cheung 2005 [1a]) . Per the Cochrane
review by Hetrick SSRIs are effective treatments for adolescent depression (Hetrick 2007 [1a], Local Concensus [5]).
The grade of the evidence is moderate quality for similar interventions with varying efficacy for MDD
(Williams 2009 [1a], Usala 2008 [1a], Bridge 2007 [1a], Cheung 2006 [1b], Brent 2008 [2a], Birmaher 2007 [5a], Hughes 2007 [5a]) .
There are many limitations in the trials carried out leading to less than definitive answers for those caring
for children and adolescents with MDD (Hetrick 2007 [1a], Whittington 2004 [1b]).
The authors of the systematic reviews and meta-analyses along with the local clinical concensus experts,
having repeatedly looked at the same RCTs’ findings, support the use of selected antidepressants in the
treatment of children and adolescents with MDD (Williams 2009 [1a], Usala 2008 [1a], Bridge 2007 [1a], Hetrick 2007 [1a],
Whittington 2004 [1b], Brent 2008 [2a], March 2007 [2a], Local Concensus [5], Birmaher 2007 [5a], Hughes 2007 [5a], NICE 2005 [5a]) .
The evidence for the antidepressants, SSRIs and serotonin-norepinephrine reuptake inhibitors (SNRI), is
inconsistent, but when pooled there is significance in benefit of reduction in depressive symptoms (Williams
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2009 [1a], Usala 2008 [1a], Hetrick 2007 [1a], Cheung 2005 [1a], Cheung 2006 [1b], Whittington 2004 [1b], Brent 2008 [2a], Jureidini 2004
[5], NICE 2005 [5a]). The difficulty lies in the methodological shortcomings of the studies preventing

interpretation of the efficacy of the SSRIs (Williams 2009 [1a], Usala 2008 [1a], Cheung 2005 [1a], Watanabe 2007 [1b],
Cheung 2006 [1b], Brent 2008 [2a]). Several treatment strategies used in clinical practice such as the Texas
Treatment Algorithm were not tested in children, yet are being used effectively in practice today (Brent 2008
[2a], Local Concensus [5]).

Data indicate that about 60% of adolescents achieve adequate symptom response with initial SSRIs, leaving
40% with inadequate response (Hetrick 2007 [1a], Brent 2008 [2a]). The combination of CBT and medication has
been found to be superior to CBT or medication alone for achieving remission or reduction of symptoms
(Klein 2007 [1a], Brent 2008 [2a], March 2007 [2a], Kennard 2006 [2a], TADS Team 2005 [2a], Vitiello 2008 [5]) . Fluoxetine alone
or in combination has been shown to accelerate improvements in depression (TADS Team 2005 [2a]). In the
Adolescent Depression, Antidepressants and Psychotherapy Trial (ADAPT), no difference was found by
adding CBT to patients already receiving SSRIs (Goodyer 2007 [2a]). The cardinal study, Treatment of SSRIResistant Depression in Adolescents (TORDIA) trial, led clinicians to switch to alternate SSRIs or
venlafaxine, and CBT when initial SSRIs were not effective (Brent 2008 [2a]). Along with these findings and
consistent with the initial Treatment for Adolescents with Depression Study (TADS) results Asarnow
concluded the addition of CBT yields benefit even among the most severely ill youth when first and second
stages of treatment are not effective (Asarnow 2009 [2a], March 2007 [2a], TADS Team 2005 [2a], March 2004 [2a], Vitiello 2008
[5], Barton 2009 [5a]). In fact, not only did TADS demonstrate clinically meaningful improvements but also the
combination of fluoxetine and CBT produced the greatest improvement as long-term treatment and help
prevent relapse in symptoms of MDD (March 2007 [2a], TADS Team 2005 [2a], March 2004 [2a]). The differences in
some of these study findings are attributed to differences in sample participants and study designs (Klein 2007
[1a], Brent 2009 [5]).
Watanabe et al conducted a systematic review of 27 studies of patients (6 to 18 years) suffering from mild to
moderate depressive symptoms, the authors concluded CBT and IPT alone were more effective than no
treatment, wait-listing or attention placebo at post-treatment and may be effective for up to 6 months
(Watanabe 2007 [1b]). Trials involving psychotherapy showed greater symptom reduction compared to other
controlled conditions (Williams 2009 [1a]). Psychotherapy is the treatment for depressed youths in the short
term, but augmenting psychotherapy with antidepressant therapy could improve the effectiveness of
psychotherapy (Watanabe 2007 [1b], TADS Team 2005 [2a]).
For patients with mild MDD supportive therapy is equally efficacious than CBT or IPT (Birmaher 2007 [5a]).
Current RCT’s reveal up to 60% of children and adolescents with MDD, respond to placebo (Birmaher 2007
[5a]), with more severe MDD requiring CBT, IPT and antidepressants.
Health Benefits, Side Effects and Risks
Benefits
60% of children and adolescents with MDD respond to placebo, indicating any level of care provides
positive outcome (Bridge 2007 [1a], Cheung 2005 [1a], Berard 2006 [2a])
15 to 30% respond to brief supportive treatment (Goodyer 2007 [2a], Renaud 1998 [2a])
SSRIs are an effective treatment for adolescent depression (Hetrick 2007 [1a])
Supportive therapy is effective for mild MDD as is CBT and IPT (Birmaher 2007 [5a])
Patients are more likely to benefit from antidepressant treatment than commit suicide (Williams 2009
[1a], Bridge 2007 [1a], Cheung 2005 [1a], Hughes 2007 [5a]) , risk and benefit need to be weighed by clinicians
(Williams 2009 [1a]) due to the risk of suicide ideation tied to SSRIs.
All treatment arms of TADS were effective in reducing suicide ideations (Emslie 2006 [2a]).
Copyright © 2010 Cincinnati Children's Hospital Medical Center; all rights reserved.
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During the 1990s the number of suicides decreased among youths in the United States as the number
of antidepressant prescriptions increased (Hughes 2007 [5a]).
CBT therapy appears to minimize persistent suicidal ideations and behaviors (TADS Team 2005 [2a], Barton
2009 [5a]).
Antidepressants/SSRIs have been well tolerated by pediatric population with few short-term side
effects (Hetrick 2007 [1a], Cheung 2005 [1a], Local Concensus [5]).
Adverse events
None of the psychotherapy studies in Watanabe’s systematic review reported adverse effects
(Watanabe 2007 [1b]).
Adverse events for SSRIs include suicide ideations – passive thoughts about wanting to be dead or
active thoughts about killing oneself, not accompanied by preparatory behavior, yet no suicide
deaths occurred in any of the trials of this systematic review (Williams 2009 [1a]). Patients treated with
fluoxetine therapy show more clinically significant suicidal ideation than those treated with CBT or
combination, CBT and fluoxetine (TADS Team 2005 [2a]).
Overall SSRIs were well tolerated with the main side effects including headache, diarrhea, nausea,
vomiting, fatigue, insomnia, agitation, irritability and behavioral changes (anxiety, hostility and
impulsivity) (Hetrick 2007 [1a], Cheung 2005 [1a], Cheung 2008 [3b]).
Side effects can be addressed with dose titration or medication change and appear to subside with
time (Donnelly 2006 [2a], Birmaher 2007 [5a], Hughes 2007 [5a])
Risks

Increased risk of suicide which is the 3rd leading cause of death among those 15 to 24 years of age
and 6th leading cause of death among those 5 to 14 years of age (Barton 2009 [5a]).
Treating youth with antidepressants leads to a 1 to 3% increase in suicidal ideation and/or behavior
(Williams 2009 [1a], Cheung 2005 [1a], Watanabe 2007 [1b])

Difficulty differentiating disease process from adverse events of treatments, including medications
when suicide attempts are made while on SSRIs (Williams 2009 [1a], Cheung 2005 [1a]) and difficulty
drawing conclusions about the association between suicide related events and SSRIs (Williams 2009 [1a])
Since the FDA’s “black box warning” the number of SSRI prescriptions decreased and the number
of suicides increased (Hughes 2007 [5a])
Patients may be at risk for relapse and need to be assessed for residual symptoms of depression
(Hughes 2007 [5a]).
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Note: Full tables of evidence grading system available in separate document:
Table of Evidence Levels of Individual Studies by Domain, Study Design, & Quality (abbreviated table below)
http://groups/ce/NewEBC/EBCFiles/Table-EvidenceLevels.pdf
Grading a Body of Evidence to Answer a Clinical Question
http://groups/ce/NewEBC/EBCFiles/GradingBodyOfEvidence.pdf
Judging the Strength of a Recommendation (abbreviated table below)
http://groups/ce/NewEBC/Judgingthestrengthofarecommendation.pdf
Table of Evidence Levels (see note above)
Quality level
Definition
Systematic review, meta-analysis, or meta1a† or 1b†
synthesis of multiple studies
2a or 2b
Best study design for domain
3a or 3b
Fair study design for domain
4a or 4b
Weak study design for domain
Other: General review, expert opinion, case
5
report, consensus report, or guideline
†a = good quality study; b = lesser quality study
Table of Recommendation Strength (see note above)
Strength
Definition
“Strongly recommended”
There is consensus that benefits clearly outweigh risks and burdens
(or visa-versa for negative recommendations).
“Recommended”
There is consensus that benefits are closely balanced with risks and burdens.
No recommendation made
There is lack of consensus to direct development of a recommendation.
Dimensions: In determining the strength of a recommendation, the development group makes a considered judgment in a consensus process
that incorporates critically appraised evidence, clinical experience, and other dimensions as listed below.
1. Grade of the Body of Evidence (see note above)
2. Safety / Harm
3. Health benefit to patient (direct benefit)
4. Burden to patient of adherence to recommendation (cost, hassle, discomfort, pain, motivation, ability to adhere, time)
5. Cost-effectiveness to healthcare system (balance of cost / savings of resources, staff time, and supplies based on published studies or
onsite analysis)
6. Directness (the extent to which the body of evidence directly answers the clinical question [population/problem, intervention,
comparison, outcome])
7. Impact on morbidity/mortality or quality of life

Supporting information
Introductory/background information
Major depressive disorder affects up to 10% of youth with the incidence in children having been estimated
at 2% and adolescents increasing up to 8%. Untreated depressive disorders result in impairment in schools,
interpersonal relationships, occupational adjustment, and increases the risk of suicide (Brent 2008 [2a]. Suicide
ranks third as a cause of death among adolescents in the United States of America. The risk of suicide and
morbidity from untreated depression is far greater than the risk of taking antidepressants (Winters 2005 [5a]).
Symptom remission is the goal of treatment for MDD, but it is estimated at least 40% of youth do not
experience symptom relief during treatment (Hetrick 2007 [1a], Brent 2008 [2a]). Relapse rates range from 30 % to
40% within 1 to 2 years after acute treatment (Kennard 2008 [4b]). Pharmacotherapy has been shown to reduce
symptoms rapidly in the acute phase; however children and adolescents often report ongoing residual
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symptoms and often relapse. CBT has been shown to prevent relapse, increase wellness, helping patients to
develop skills to promote and sustain well-being (Kennard 2008 [4b]).
Group/team members
Michael Sorter, MD, Director Division of Child & Adolescent Psychiatry
Robert Kowatch, MD, PhD, Division of Child & Adolescent Psychiatry
Sergio Delgado, MD, Division of Child & Adolescent Psychiatry
Carol Engel, MD, Division of Child & Adolescent Psychiatry
Mary MatiasAkhter, MD, Division of Child & Adolescent Psychiatry
Amanda Matthias, LISW, Division of Child & Adolescent Psychiatry
Clinical Effectiveness Support Personnel:
Carla Williams, MSA, Outcomes Manager
Eloise Clark, MPH, MBA, Guidelines Program Administrator, Evidence Facilitator
Barbarie Hill, MLS, Pratt Library
Danette Stanko-Lopp, MA, MPH, Epidemiologist
Karen Vonderhaar, MS, RN, Guidelines Program Administrator, Methodologist
Search strategy
1. Original Search
depression.mp. OR major depression.mp. OR exp Depressive Disorder, Major/
Antidepressant and each individual antidepressant and drug: Fluoxetine, Citalopram, Sertraline,
Escitalopram, Paroxetine, Lithium, Buprorion, Mirtazapine, Risperidone, and Venlafaxine
Selective Serotonin Reuptake Inhibitors (SSRIs)
Cognitive Behavioral Therapy (CBT) or Interpersonal Psychotherapy (IPT)
Limits:
- english language
- "child (6 to 12 years)" or "adolescent (13 to 18 years)")
OR pediatr$/* OR child$/* OR adolesc $/* OR teen $/*
- (guideline or meta analysis or practice guidelines or systematic review).pt. or "the cochrane library".jn. or
"cochrane database of systematic reviews".jn.
2. Additional articles – identified from reference lists, systematic reviews, and clinicians
Applicability issues
Psychotherapies are not readily available (Williams 2009 [1a], Usala 2008 [1a], TADS Team 2005 [2a]).
Although findings to date are promising, existing treatments are not entirely effective (Klein 2007 [1a]).
Applicable Outcome Measures
Percentage of follow-up patients with depression who demonstrate an improvement in their symptom and function
status from initial assessment to their most recent assessment (as assessed by QIDS-17).
Percentage of patients who were diagnosed with a new episode of depression and treated with antidepressant
medication, who remained on antidepressant medication for at least 180 days (if medication tolerated).
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Copies of this Best Evidence Statement (BESt) are available online and may be distributed by any organization for the global purpose of
improving child health outcomes. Website address: http://www.cincinnatichildrens.org/svc/alpha/h/health-policy/ev-based/default.htm
Examples of approved uses of the BESt include the following:
• copies may be provided to anyone involved in the organization’s process for developing and implementing evidence based care;
• hyperlinks to the CCHMC website may be placed on the organization’s website;
• the BESt may be adopted or adapted for use within the organization, provided that CCHMC receives appropriate attribution on all written or
electronic documents; and
• copies may be provided to patients and the clinicians who manage their care.
Notification of CCHMC at HPCEInfo@cchmc.org for any BESt adopted, adapted, implemented or hyperlinked by the organization is
appreciated.

Additionally for more information about CCHMC Best Evidence Statements and the development process, contact the Health Policy &
Clinical Effectiveness office at: 513-636-2501 or HPCEInfo@chmcc.org.
[as appropriate, substitute Center for Professional Excellence/Research and Evidence-based Practice office at CPE-EBP-Group@chmcc.org for the
contact information. If the BESt was developed by another group, the appropriate contact information ought to be substituted.]

Note
This Best Evidence Statement addresses only key points of care for the target population; it is not intended to be a comprehensive
practice guideline. These recommendations result from review of literature and practices current at the time of their formulation. This
Best Evidence Statement does not preclude using care modalities proven efficacious in studies published subsequent to the current
revision of this document. This document is not intended to impose standards of care preventing selective variances from the
recommendations to meet the specific and unique requirements of individual patients. Adherence to this Statement is voluntary. The
clinician in light of the individual circumstances presented by the patient must make the ultimate judgment regarding the priority of
any specific procedure.

Reviewed by Cincinnati Children’s Hospital Medical Center Evidence Federation
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Appendix Treatment Algorithm
MDD Treatment Algorithm November 2009
Brief/Mild/
Uncomplicated or
Moderate/Severe

Moderate/Severe

Mild/Brief/Uncomplicated

No

Supportive Treatment
Is
DST/CBT/IPT
accessible?

Effective?

Yes

Yes
Effective?

es

Monitor

No

Begin with
SSRI and
Supportive
therapy

DST/
CBT/IPT
and/or Meds

Begin SSRIs
and
DST/CBT/IPT

Yes
Effective?

es

Effective?
No

Decrease dose or switch to another
SSRI within the group: Fluoxetine,
Escitalopram, Citalopram, Sertraline,
Paroxetine

Yes
Effective?

es

Effective?
No

Augment treatment with one of the following: Lithium,
Bupropion, Quetiapine, Risperidone, Mirtazapine or
Venlafaxine or switch DST/CBT/IPT and one of the
following: Bupropion, Mirtazapine, Venlafaxine, or
Duloxine

Yes
Effective?

es
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