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OBJECTIVES 

1. Review commonly prescribed  
antidepressants  

2. Understand the basics of treatment selection 
3. Discuss duration of treatment 
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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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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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STEPPED DEPRESSION TREATMENT 

SSRI, SNRI, Bupropion 
Switch Medication, Switch Class, 

Augment with Bupropion, 
Mirtazapine, Trazodone 

Antipsychotic, TCA 

Other  
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SSRI 

• Block reuptake of serotonin 
• Usually well tolerated 
• Broad comorbidity coverage 
• Comparatively safe (in overdose) 
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COMMON SIDE EFFECTS 

Short term: 
• GI upset / nausea 
• Jitteriness / restlessness / insomnia 
• Sedation / fatigue 

Long term: 
• Sexual dysfunction (up to 33%) 
• Weight gain (5 – 10%) 
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SSRIs Pros Cons 

Citalopram 
(Celexa) 

Less drug interactions 
Possibly slightly lower rate of sexual 
dysfunction than other SSRIs 
May reduce agitation in demented 
elderly 

QTc prolongation at doses 
>40mg/day (20 mg for >65 yrs) 
 

Escitalopram 
(Lexapro) 

Less drug interactions 
Starting dose usually = maintenance 
dose 

Expensive 

Fluoxetine 
(Prozac) 

seems to cause least weight gain of 
SSRIs 
most studied in ESRD pts, no need to 
change dosing 
long half life so lower risk of 
discontinuation syndrome 

strong 2D6 inhibitor! 
3A4, 2C19 inhibitor 
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SSRIs Pros Cons 

Sertraline(zoloft) Most studied in post-MI pts 
Safest in breastfeeding 
 

Most GI sx of SSRIs 
2D6 inhibitor (higher doses) 
Discontinuation syndrome 

Paroxetine (Paxil) Least prone to cause GI side Most anticholinergic  
Most weight gain  
Teratogenic 
Discontinuation syndrome 

Fluvoxamine 
(Luvox) 

Approved for tx of OCD and not 
for depression 
 

Strong 2D6, 3A4 inhibitor 
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SNRI 

• Dual reuptake inhibitors for serotonin and 
norepinephrine. 

• Little or no effect on muscarinic, histaminic or 
adrenergic receptors 

• Can act as TCAs without the side effects of 
TCAs 
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SNRIs Pros Cons 

Venlafaxine 
(Effexor) 

No sedation or weight gain 
Weak 2D6 inhibitor and less 
likely to interact 
Can be used for adult ADD 
 

Increased  HR and dose dep increase 
in BP, 100-225 mg (3-7%) , 300 mg 
(13%) 
Discontinuation syndrome: 
More fatal in OD than SSRI 
 

Desvenlafaxine 
(Pristique) 

Starting dose therapeutic 
No hepatotoxic side effects 
Less risk of increase in BP 

Discontinuation syndrome 

Duloxetine 
(Cymbalta) 

Also  used for pain 
No increase in BP, no weight 
gain, no effects on cardiac 
conduction 
Less risk of sexual side effects 
 

 2D6 inhibitor 
Hepatotoxic 
Mydriasis (avoid in glaucoma) 
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OTHER IMPORTANT 
ANTIDEPRESSANTS 
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Bupropion augment  with SSRI 
ADHD 
Can counteract SSRI induced sexual side 
effects 
No weight gain 
Safe in depressed cardiac patients 
Used for smoking cessation 

Can worsen anxiety 
Seizure risk 
2D6 inhibitor 
 
 

Mirtazapine Anti-nausea, stimulates appetite, 
sedating (upto 15 mg) 
Less sexual side effects 
augment  with SSRI 
Minimal interaction 
 

Weight gain, increase in 
cholesterol/ triglycerides 
Orthostatic hypotension 
and HTN 
Risk of neutropenia 
(1/1000) 

trazodone Used more often for sedation 
Not addictive  
Off label use for agitation in elderly 

Orthostatic hypotension 
 Priapism (1 in 20,000 
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DURATION 

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 
Switch: 
• First recommend to switch to different antidepressant 

(SSRI/SNRI) 
• After 3 trials can consider augmentation 
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SEROTONIN SYNDROME 

• Interaction between multiple meds that increase 
net serotonergic neurotransmission  

•  It can also occur after starting or increasing a 
single serotonergic medication 

• 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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DEPRESSION IN PREGNANCY 

Untreated depression 

For mother 
•  gain less weight, more likely 

to use drugs 
•  higher rates of miscarriage, 

premature delivery, pre-
eclampsia 

For newborn: 
•   smaller head circumference 
•   lower weight 
•   lower APGAR scores 

Treated mothers 
First trimester 
• No increase risk of miscarriage 
• No overall risk of birth defects 

(except paroxetine) 
Later Pregnancy 
• Increase risk of premature 

delivery (<37 wks) 
• PPHN 
• Neonatal distress syndrome 
No long-term effects on 
development with SSRI/SNRI 
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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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