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DEPRESSION 
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OBJECTIVES 

1. Review first line treatment of depression 
2. Understand the basics of treatment selection 
3. Discuss duration of treatment 
4. Serotonin syndrome 
5. Learn  when to consider switching versus 

augmentation in treatment resistant 
depression 

6. Review augmentation options 
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TREATMENT  SELECTION 
• Mild depression:  
      Psychotherapy alone OR  
   Meds alone  OR  
   Combination 
• Moderate-Severe  depression:  
      Meds alone OR  
   Meds with psychotherapy 
• Psychotic depression 
      Antidepressant + Antipsychotics 
   ECT 
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FIRST LINE ANTIDEPRESSANTS 

SSRI 
• Except Fluvoxamine 

SNRI 
• Except Milnacipran (Fibromyalgia)  

Bupropion  
Mirtazapine 
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ALL ANTIDEPRESSANTS HAVE FAIRLY SIMILAR 
EFFICACY… 

 So what factors go into choosing the right 
antidepressant? 
– patient tolerance 
– Age, sex, cost 
– dosing schedules (once daily, twice daily, three times 

daily?) 
– possible drug interactions, side effects 
– past response to med 
– family member’s response to med 
– Comorbidities (medical/psychiatric) 
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ADEQUATE TRIAL 

4-8 weeks on therapeutic dose 
         If partial improvement in 

6-12 weeks then increase the 
dose 

• Continue for 6-12 months  
• Long term use for second or 

third episode of depression 
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TREATMENT 
RESISTANT 

DEPRESSION 

Unsatisfactorily response to at 
least 2 trials (> 6 weeks) of 
antidepressant monotherapy 
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THINGS TO CONSIDER 

Diagnosis Comorbidity Adherence 
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NEXT STEP  

Switch Augment  OR  
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Switch 

Intolerance of 
adverse effects 
No improvement in 
symptoms 

Augment 

Partial benefit 
Adverse effects but 
improved symptoms 
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SWITCHING OPTIONS 

Different 
SSRI SNRI 

Mirtazapine Bupropion 
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AUGMENTATION: OPTIONS 

Bupropion or 
Mirtazapine 

Atypical 
Antipsychotics 

Lithium Thyroid 
Hormone (T3) 
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SEROTONIN SYNDROME 

• It can occur after starting or increasing a single 
serotonergic medication or adding another med 

• Other non psychiatric meds which increase 
serotonin: 
     antiemetic (ondansetron, metoclopramide) 
      antimigraine (sumatriptans) 
      antibiotics (linezolid, ritonavir) 
      OTC (dextromethorphan) 
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SEROTONIN SYNDROME  

• Mental status changes 
    confusion              agitation            delirium 
• Neuromuscular changes   
    hyperreflexia, clonus, myoclonus, shivering, 
   tremor 
• Autonomic instability 
    tachycardia, diaphoresis, fever, diarrhea 
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ATYPICAL ANTIPSYCHOTIC 

Strong evidence for efficacy  

Aripiprazole, (brexpiprazole), Olanzapine (in combination with 
fluoxetine), Quetiapine, Risperidone 

16 randomized trials,  Remission occurred in more patients who 
received an adjunctive antipsychotic compared with placebo (31 versus 
17 percent) 

Duration: Consider taper (after response)  3-6 months to reduce 
exposure to side effects  
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ARIPIPRAZOLE QUETIAPINE  RISPERIDONE OLANZAPINE 
(WITH 
FLUOXETINE) 

More positive trials 
than other atypicals 
 
Improved 
functioning and 
quality of life  * 

High efficacy Better tolerability  Olanzapine FDA 
approved only aug 
to fluoxetine. 
 

2mg- 15mg,  start 25-50mg, max 
dose 300mg  
 

start 0.25mg, max 
dose 3mg  

in combination with 
fluoxetine, 6-18 mg 
 

Akathisia Sedation 
Dry Mouth 
Dizziness 
 

Prolactinemia 
EPS 
Dry Mouth 

Metabolic  
Syndrome 
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Side effects Monitoring 

1. Metabolic Syndrome 
 

weight, waist circumference, blood pressure, 
fasting plasma glucose, fasting lipid profile 
 

2. EPS 
 

AIMS 

3. Cardiovascular Events  (QTc 
prolongation) 

EKG (Baseline, steady state, if any symptoms) 

4. Agranulocytosis CBC  

5. Increase risk of Mortality Black Box warning, 1.6-1.7 fold increase in 
Dementia –related psychosis 
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LITHIUM AUGMENTATION 

Second best augmentation  except in patient at risk of suicide 

Limitations: Risk of toxicity, monitoring, adverse effects 

Dosing:  150-300 mg ,level  0.5-0.8  

Duration: 1 year if responds 

Monitoring: Li level, Cr, TSH, ECG, Ca, CBC– every 6-12 months  
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LITHIUM 

Interactions: 
Increase Li: NSAIDS, ACE inhibitors, HCTZ, fluid loss, low Na diet . 
Decrease Li: caffeine  

Rapid discontinuation increases the risk of relapse and possibly 
suicide  

Contraindications: renal impairment, hyponatremia, dehydration, 
significant CV disease  
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THE THYROID (T3 LIOTHYRONINE)  

Evidence is overall supportive but a little mixed  

Predictors of response: subclinical hypothyroidism 

Dosing-T3 Start at 25mcg qday. (12.5mcg in elderly) Titrate to 
50mcg if needed after 1-2 weeks.  

Response: within days, full-in 4-6 weeks . Duration: 1 year if 
working No taper needed  

Monitoring: baseline TSH, 1mo and Q6 Reduce dose if TSH < 
lower limit of normal (0.5 mIU/L  
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THYROID (LIOTHYRONINE) 

Side Effects:  tremor, palpitations, heat 
intolerance, sweating, inc bowel movements, 
arrhythmias  

Contraindications: adrenal insufficiency, 
unstable angina, recent MI, caution in elderly 
and DM (increase in insulin requirements?)  
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NEWER ANTIDEPRESSANTS 

Med Target Dose  Pros Cons 

Vilazodone 
(Viibryd) 

20-40 mg with 
food 
  
 
 

Less risk of sexual side effects 
Less risk of weight gain 
 

GI side effects 

Vortioxetine 
(Trintellix) 

 5-20 mg  Pro-cognitive effects 
Less risk of weight gain 

GI side effects 
Sexual side effects 
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ELECTROCONVUL
SIVE THERAPY 

(ECT) 

• Superior efficacy when 
compared to medication 
in multiple trials  

• Limitations: 
        - Significant side effects 
        - Access 
        - Stigma 
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THANK YOU! 
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