
Pediatric Collaborative Care Behavioral 
Health Conference 2023-2024

Text: 608-260-7097
Code: FEYGOZ

Please text to record your attendance and claim credit. Even if you do 
not need the credit, please text in to record your attendance! 

Need support? Email Kate Dougherty at catherine.dougherty@wisc.edu
or Stacey Parker at skparker2@wisc.edu

Text: 608-260-7097
Code: FEYGOZ

mailto:catherine.dougherty@wisc.edu
mailto:skparker2@wisc.edu


“Next Steps For Adolescent Anxiety 
and Depression When SSRIs Are 
Not a Good Fit: SNRIs, Bupropion 

and Mirtazapine”
William B. Taft MD

Clinical Associate Professor of Psychiatry and Pediatrics
Director, Child and Adolescent Psychiatry Consult/Liaison Service

UW-Madison School of Medicine and Public Health



Conflict of Interest 
The planner and speaker of this CE activity has no 

relevant financial relationships with ineligible 
companies to disclose.

The speaker does intend to discuss any unlabeled or 
unapproved use of drugs or devices.

Text: 608-260-7097
Code: FEYGOZ



Please take a moment at the end of the 
session to complete your evaluation. 

Thank you!

Text: 608-260-7097
Code: FEYGOZ



Objectives

• Summarize the pediatric indications and evidence-based off-label uses 
for SNRIs, bupropion and mirtazapine

• Discuss pros and cons of adding bupropion or mirtazapine to a partially 
helpful SRI

• Describe dosing schedules and strategies for switching 
antidepressants



Spoiler Alert!

• None of the medications discussed today have FDA-approved 
indications in children or adolescents



SNRIs

Venlafaxine
Desvenlafaxine
Duloxetine
Levomilnacipran

• Similar clinical effects as SSRIs
• Calming, decreasing repetitive 

thoughts
• Depression data generally better 

than the anxiety data in youth
• Probably less “activating” than 

SSRIs
• Probably less weight gain risk 

than SSRIs
• 2-4 weeks for response for 

anxiety, 4 weeks for depression



SNRIs

Venlafaxine
Desvenlafaxine
Duloxetine
Levomilnacipran

• Digestive side effects
• Sleep changes
• Hypertension
• Withdrawal/zaps
• Emotional blunting
• Disinhibition
• Aggression
• Black Box for suicidality



Venlafaxine

• IR, XR formulations, no liquid
• Dose range 37.5mg-225mg daily
• FDA Approved for MDD, GAD, Social Anxiety, Panic Disorder

• Short half-life

• Some evidence in ADHD, OCD, pain disorders in youth, very small 
studies of agitation in Autism.



Desvenlafaxine

• Once daily extended-release tablet
• Dose range 50-100mg, no titration recommended
• FDA Approved for MDD

• Active metabolite of venlafaxine
• Few cytochrome P450 interactions

• Very little data other than for depression



Duloxetine

• Once daily extended-release capsule
• Dose range 30-120mg
• FDA approved for MDD, GAD, fibromyalgia, diabetic neuropathy, 

chronic musculoskeletal pain

• 2D6 and 1A2 interactions

• Adolescent evidence is strongest for anxiety
• Some evidence of help for headaches, spinal cord injury pain, 

bingeing, pilot data in ADHD



Levomilnacipran

• Once daily extended-release capsules
• Dose range 20-120mg
• FDA Approved for MDD

• 3A4 substrate

• I was unable to find any published pediatric studies, there is at least 
one negative unpublished study



Mirtazapine

• Centrally-acting α2 antagonist
• serotonin 2 antagonism
• H1 antagonism
• Moderate α1 antagonism
• Moderate antimuscarinic

• Sleepiness
• Hungriness
• Constipation
• Hyperlipidemia



Mirtazapine

• Once daily, usually at bedtime
• Dose range 7.5-45mg
• FDA approved for MDD

• Limited pediatric data, mostly for sleep



Bupropion

• Norepinephrine/Dopamine 
reuptake inhibitor

• Headache
• Insomnia
• Weight loss
• Hypertension
• Irritability
• Seizures (0.4% at 450mg/d)



Bupropion

• IR, twice-daily SR and once daily XR forms
• Dose range 150-450mg
• FDA approved in MDD

• Available formulations limit use in children
• Unreliable for anxiety, but sometimes it helps
• Contraindicated in seizure disorders, bulimia or anorexia, or during 

withdrawal symptoms

• ADHD, smoking cessation, combination weight loss medications



Switch or Augment?



Reasons to Switch

• No response to initial agent after “a reasonable trial”
• Side effects
• Treatment emergent suicidality
• Non-adherence
• Coverage/cost
• Unreliable supply



Reasons to Augment

• Partial improvement in the primary symptoms
• Improvement in one diagnosis, but not another
• Patient preference
• Targeting residual symptoms
• Fewer side effects with lower doses of two medications than higher 

dose of just one



Combination Treatment

• Pediatric data limited
• Adult studies of combination treatment for depression are not 

encouraging, mostly showing that augmenting is no better or worse 
than using a single agent

• Very limited data on anxiety



Making the Switch



Medication-specific Considerations

• Half-life
• Withdrawal symptoms
• Overlapping receptor effects
• Overlapping side effects
• Time to response
• Time to side effects



Addition

Pros
• Make one change at a time
• Preserve effect of prior agent

Cons
• Polypharmacy
• Inertia—is the first medicine 

actually helping?



Substitution

Pros
• Best when turning to another 

medication in the same class
• Fastest

Cons
• Risk of withdrawal
• Making two changes at once



Cross-Taper

Pros
• Minimize risk of withdrawal
• Minimize risk of overlap side 

effects

Cons
• Risk of a nadir between the two 

agents
• Making two changes at once
• feeling better at the midpoint
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