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Major Depressive Disorder: Prevalence
 3 in 4 mental illnesses starts in childhood, 50% by age 15yrs (MQ)
 Pediatric depression typically presents in primary care and ~40% is untreated
 MDD is the first cause of disability among adolescents aged 10 to 19 years 

(WHO 2014). Suicide is the third cause of death in this age group, and 
adolescent depression is a major risk factor for suicide. 

 Age
 3 to 5 years – 0.5%
 6 to 11 years – 1.4%
 12 to 17 years – 3.5-11%

 Sex
 F:M 2:1 from puberty onwards, higher in boys before 12yrs 
 In the United States, a study of adolescents aged 12 to 17 years (n >45,000) found 

that the lifetime prevalence rates of major depression in females was 18% and 8% in 
males (Perou et al. 2013)

https://www.mqmentalhealth.org/young-people-mental-health-statistics/#:%7E:text=Three%20in%20four%20mental%20illnesses,before%20the%20age%20of%2015.
https://www.who.int/news/item/14-05-2014-who-calls-for-stronger-focus-on-adolescent-health
https://pubmed.ncbi.nlm.nih.gov/23677130/


Risk factors

 Biological
 Low birth weight
 Family history of depression and anxiety in first-degree relatives (including antenatal or 

postpartum maternal depression)
 Traumatic brain injury
 Chronic illness, especially if symptom and/or treatment burden yields chronic life disruptions

 Psychological
 Negative style of interpreting events and coping with stress
 History of anxiety disorders, substance use disorder, learning disabilities, attention deficit 

hyperactivity disorder, and oppositional defiant disorder

 Social
 Family dysfunction or caregiver-child conflict
 Exposure to early adversity (e.g., abuse, neglect, or early loss)
 Psychosocial stressors (e.g., peer problems and victimization [bullying], and academic 

difficulties)
 Gender dysphoria and homosexuality, especially if youth is bullied



Guidelines

 Screen- e.g., PHQ2

 Severity if positive-  
 Mild

 Moderate

 Severe- ?Acutely suicidal 

 Initial management

 Follow up 



15-19 moderately 
severe

>20 severe

Diagnosis



5 symptoms, at least 
one of low mood or 

anhedonia

Not solely an 
adjustment reaction 

No mania or 
hypomania 



Differential diagnoses
 Biological

 Depressive disorder due to another medical condition 

 Anemia, Mononucleosis, Thyroid disorders…

 Substance/medication adverse effects

 Steroids, hormonal birth control, opioids, anti seizure such as Keppra- (levetiracetam) 

 Premenstrual dysphoric disorder (PMDD)

 Seasonal Affective Disorder (SAD)

 Psychological
 Depressive episode of bipolar disorder 

 Disruptive Mood Dysregulation Disorder (DMDD)

 Borderline personality disorder (>12yrs)

 Persistent depressive disorder (dysthymia) 

 Anxiety disorders 

 PTSD or other trauma-related disorders 

 Eating disorders 

 ADHD 

 Conduct disorder 

 Social
 Normal ‘moodiness’ of teens 

 Adjustment disorder with depressed mood



1 week- most of the 
day (unless need 
hospitalization)

Across studies in 
clinical settings, the 

prevalence of 
pediatric bipolar 

disorder is 1% or less



4 consecutive days- 
most of the day

Uncharacteristic 
functional change

Observable by 
others



DSM 5, ICD 10, ICD 
11- all allow for the 

diagnosis in 
adolescents

Onset >12yrs, peak 
late adolescence 

and early adulthood



Management- medications 

 FDA approval 
 Fluoxetine- MDD 8-17

 Escitalopram- MDD 12-17

 Evidence base
 Sertraline

 Choice
 Medication interactions, half life, side effects, family familiarity

 Dosing 
 Start low, go slow, especially younger patients (tablet, capsule, liquid) 

 Fluoxetine <12yrs- start 5mg (max 40mg), >12yrs 10mg (max 60mg)

 Escitalopram >12yrs- 5mg (max 20mg)

 Sertraline <12yrs- start 12.5mg, >12yr-  25mg (usual effective dose 50mg, max 200mg)

 Effect seen 3-4 weeks after effective dose reached



Follow up

 Reassess at 4 weeks, consider dose increases
 Switching

 Switching from one SSRI to another can be staggered and overlapping, as long as the 
combined total daily dose remains equivalent and comparable.

 The elimination half-life of sertraline is 26-32hrs, escitalopram is 36hrs, fluoxetine 4-6 
days (active metabolite norfluoxetine 4 to 16 days)

 Manage expectations

 Wait time of 4 to 6 weeks on the optimal dose for symptom improvement 

 Convey factors that can accelerate treatment response (e.g., taking a medication 
consistently; co-treatment with psychotherapy). 

 Medications can be beneficial; however, most youth have residual symptoms after 
acute treatment.



Side effects

 Often better after a few days
 GI disturbance, activation 

 Less common- drowsy, tremor 



Concerns with SSRIs 

 Increased suicidal ideation
 2004 FDA asked manufacturers of all antidepressants to make labeling changes 

to include a warning about a possible increased risk of suicidal ideation or 
behavior in children and adolescents, particularly at the initiation of therapy or at 
the time of dose changes

 Establishing the causal association is difficult because of the clear associations 
between severe depression and suicide and between severe depression and the 
need for antidepressant therapy. Because suicide is uncommon, it also is difficult 
to demonstrate the negative, which is that antidepressants do not cause 
suicide.

 Whole article on Up to Date, several RCTs showed no increased risk- overall the 
potential benefit outweighs the risk

 More concerning were indications that the warning decreased prescriptions that 
then led to increased suicide 

 Manic switch 
 2-70% if have a diagnosis of bipolar but 1-10% risk in unipolar diagnosis



Psychotherapy

 Randomized trials have shown that CBT and interpersonal psychotherapy are 
better than control treatments for youth with major depression. Zhou et al. (2015)
 Other forms of psychotherapy, such as dialectical behavior therapy, family therapy, 

psychodynamic psychotherapy, supportive therapy, and other psychosocial 
interventions may also be beneficial

 Combination treatment with medications
 TADS (March et al. 2004)

 TORDIA (Emslie et al. 2010)

 Exercise as an adjunct
 In a meta-analysis of 21 studies of more than 2400 youths (mostly randomized trials), a 

variety of aerobic exercise programs (generally prescribed as monotherapy) were 
associated with moderately improved depressive symptoms compared with usual care 
or no treatment (Recchia et al. 2023)

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4471978/
https://pubmed.ncbi.nlm.nih.gov/15315995/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3257891/
https://pubmed.ncbi.nlm.nih.gov/36595284/


Prognosis
 Response and remission

 Approximately 60% of children and adolescents with unipolar major depression respond to initial 
treatment 
 However, response is not the same as remission; the threshold for response is relatively low, compared with 

remission and youth who achieve a symptomatic response may still suffer functional impairment.

 TADS follow up study for up to 5yrs- almost all participants (96%) recovered, and among those who 
recovered, relapse occurred in 47% (Curry et al. 2011)
 Neither recovery nor recurrence (following recovery) was associated with any specific treatment.

 Continuation of medication 
 Given the high rate of depressive relapses and recurrences in children and adolescents (40-60%), 

continuation therapy is recommended for all patients for at least 6 months after complete 
remission of depressive symptoms (i.e., return to baseline mood), and preferably 12 months. 

 Patients who had difficulty achieving remission, have a history of recurrent depression, or present 
with ongoing risk factors (e.g., comorbidity, suicidality, stressors, or family history of depression) 
should receive continuation therapy for at least 12 months.

 Sequential addition of psychotherapy 
 Add psychotherapy once remitted- 46 patient trial- Relapse occurred in fewer patients who 

received pharmacotherapy plus CBT than pharmacotherapy alone (Kennard et al. 2008)

https://pubmed.ncbi.nlm.nih.gov/18978634/


Questions?



Further resources 

 https://www.cms.gov/medicare-medicaid-coordination/fraud-
prevention/medicaid-integrity-education/pharmacy-education-
materials/downloads/ad-pediatric-factsheet11-14.pdf 

 National Network of Child Psychiatry Access Programs
 https://www.nncpap.org/home

 Maine- Maine Pediatric & Behavioral Health 
Partnership  https://www.bhpartnersforme.org/ 

 Massachusetts- Massachusetts Child Psychiatry Access Program 
https://www.mcpap.com/ 

 AAP Guidelines for Adolescent Depression in Primary Care (GLAD-PC): Part II. 
Treatment and Ongoing Management
 https://publications.aap.org/pediatrics/article/141/3/e20174082/37654/Guidelines-for-

Adolescent-Depression-in-Primary?autologincheck=redirected 

https://www.cms.gov/medicare-medicaid-coordination/fraud-prevention/medicaid-integrity-education/pharmacy-education-materials/downloads/ad-pediatric-factsheet11-14.pdf
https://www.cms.gov/medicare-medicaid-coordination/fraud-prevention/medicaid-integrity-education/pharmacy-education-materials/downloads/ad-pediatric-factsheet11-14.pdf
https://www.cms.gov/medicare-medicaid-coordination/fraud-prevention/medicaid-integrity-education/pharmacy-education-materials/downloads/ad-pediatric-factsheet11-14.pdf
https://www.nncpap.org/home
https://www.bhpartnersforme.org/
https://www.mcpap.com/
https://publications.aap.org/pediatrics/article/141/3/e20174082/37654/Guidelines-for-Adolescent-Depression-in-Primary?autologincheck=redirected
https://publications.aap.org/pediatrics/article/141/3/e20174082/37654/Guidelines-for-Adolescent-Depression-in-Primary?autologincheck=redirected


Suicide screen
 In 2011, 13% of adolescents in the United States planned a suicide attempt in 

the previous year and 8% attempted suicide
 Although completed suicide is rare, suicide was the second leading cause of 

death in 2014 among adolescents aged 15 to 19 years 
 Risk factors

 Mental disorders (e.g., major depression, substance use disorders, psychotic disorders)

 Previous suicide attempt

 Gay, lesbian, or bisexual orientation, or transgender/gender non-conforming 

 History of physical or sexual abuse

 Family history of suicidal behavior

 The concern that talking or asking about suicide will provoke suicidal ideation 
or actions in a child or adolescent is not supported by evidence
 Interview adolescents with their parents as well as separately but do not promise 

confidentiality 





Management of suicidal ideation 

 Medication for underlying psychiatric disorders such as major depression 
 More frequent psychological intervention, mobilizing supports, and access to 

crisis intervention services
 Safety plan
 Referral for psychiatric assessment but remain involved
 Imminent risk of suicide (e.g., an active plan or intent without solid support or 

psychiatric intervention already in place to maintain safety)
 Immediate psychiatric evaluation (through the emergency department or psychiatry 

crisis clinic) and/or hospitalization

 Crisis line- 
 988 Suicide & Crisis Lifeline- call or text 24/7, https://988lifeline.org

 Maine Crisis Line- 1-888-568-1112, https://heretohelpmaine.com 

https://988lifeline.org/
https://heretohelpmaine.com/




Precautions and CI 

 Contra-indications
 Allergy, MAOIs

 Cautions in pediatrics 
 Medication interactions

 Fluoxetine – CYP2D6 (potent) and 2C19 (moderate)

 Escitalopram- Fewer drug interactions, less impact on cytochrome p450 isoenzymes

 Serotonin syndrome
 Anxiety, agitation, confusion, delirium, hyperreflexia, muscle rigidity, myoclonus, tachycardia, 

tachypnea, and tremor. Severe cases may cause hyperthermia, significant autonomic instability, 
coma, and seizures

 discontinue the SSRI and initiate supportive treatment.

 Abnormal bleeding- warfarin, NSAIDs
 Seizures and QTc prolongation- caution if history
 Discontinuation syndrome

 Somatic symptoms- dizziness, chills, light-headedness, vertigo, ‘shock-like’ sensations, paresthesia, 
fatigue, headache, nausea, tremor, diarrhea, visual disturbances

 Psychological symptoms- anxiety, agitation, confusion, insomnia, irritability, mania

 Fluoxetine- Longer half life (days to weeks)



TADS- Treatment of Adolescents With 
Depression Study
 Time to remission is quicker and risk of suicidality is lower with combined 

treatment compared with medication-only treatment.
 12-week randomized trial fluoxetine (10 to 40 mg per day) plus CBT (15 

sessions, each lasting 50 to 60 minutes) with pill placebo
 219 adolescents 12-17yrs with unipolar major depression 
 Response (defined as much or very much improved) occurred in more 

patients who received combination therapy than placebo (71% versus 
35%).

 Clinically significant suicidal thinking, which was present in 29% of the 
sample at baseline, improved significantly in all 4 treatment groups. 
 Fluoxetine with CBT showed the greatest reduction (P = .02). Seven (1.6%) of 439 

patients attempted suicide; there were no completed suicides.



Treatment of Resistant Depression in 
Adolescents [TORDIA] study
 Better to switch meds and combine with CBT than meds switch alone in treatment 

resistance

 Adolescents with major depression (n = 334, 12-18yrs) who did not respond to eight weeks 
of treatment with an SSRI

 Patients were assigned to one of four treatments:
 an alternative SSRI (citalopram, fluoxetine, or paroxetine), 

 the serotonin-norepinephrine reuptake inhibitor venlafaxine, 

 an alternative SSRI plus CBT, 

 or venlafaxine plus CBT. 

 Response (reduction of baseline symptoms ≥50%) occurred in more patients treated with a 
different medication (either a different SSRI or venlafaxine) plus CBT, compared with 
patients who received a medication switch alone (55% versus 41%). 
 Although the response rates with both medication switch strategies were similar, participants 

experienced fewer side effects when treated with an SSRI than when treated with 
venlafaxine.
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