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Objectives

• By the end of this brief session, you will be 
able to:

– Explain the first line psychopharmacological 
treatments for PTSD

– Describe psychopharmacological treatments for 
PTSD that have positive clinical trials

– Identify psychopharmacological interventions for 
PTSD that are in development
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Prevalence of Adult PTSD

From Kessler et al., Arch Gen Psychiatry, 2005
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• Other Anxiety Disorders

• Depression

• Personality Disorders

• Sleep Disorders

Comorbidity
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• Intrusion. For example, nightmares, unwanted 
thoughts of the traumatic events, flashbacks, etc.,

• Avoidance. For examples, avoiding places, 
people, conversations that might be triggers. 

• Negative alterations in cognitions and mood. For 
example, negative beliefs about self or the world, 
persistent fear, guilt, or shame, inability to 
experience positive emotions. 

• Alterations in arousal and reactivity. For 
example, sleep problems, exaggerated startle, 
hypervigilance.

What Symptoms Are Being Targeted?
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What Classes of Agents?

• SSRIs

• SNRIs

• Other novel antidepressants

• TCAs/MAOis

• Antiepileptics

• Antipsychotics

• Other agents
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SSRIs

• Demonstrated to have the most impact on all 
aspects of PTSD symptoms

• Only two with FDA indications for PTSD 
(paroxetine and sertraline). Mostly chosen 
based on side effects

• Concerns are use in comorbid bipolar disorder, 
sleep impairments, sexual dysfunction, and 
other standard SSRI effects 
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SSRIs

Paroxetine
Marshall et al. (2001)

Sertraline
Brady et al. (2000)



www.mghcme.org

SSRIs

Hoskins et al. (2015)
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SNRIs

• No FDA indication, but positive trials for 
venlafaxine

Davidson et al (20016)



www.mghcme.org

Other Antidepressants

• Mirtazapine – no FDA indication, but 
demonstrable effects and often used to 
promote sleep if that is an issue

• Bupropion – no FDA indication, and no 
evidence for efficacy on core PTSD symptoms
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TCAs

• TCAs were the “original” antidepressants used for 
combat-related PTSD and have the most evidence 
for use. 

• Often not used because of concerns about 
cardiac toxicity, especially in overdose. However, 
can be used – especially tertiary TCAs 
(imipramine*, amitriptyline*). Desipramine
shown to be equivalent to paroxetine 

• May have fewer sexual side effects than SSRIs and 
many improve sleep initiation

* No FDA indication for PTSD
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MAOi

• Phenelzine* shown to be effective in the 
treatment of PTSD

• Dietary restrictions are not as stringent as one 
might think and can be managed

• Not to be used with (prescribed or illicit) 
stimulants, SSRIs

* No FDA indication for PTSD.
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Antiepileptics

• Topirimate
– Recent meta-analysis showed support for the use 

of topirimate* in PTSD (Jonah et al 2013)

– Helpful in reducing alcohol consumption in those 
with an alcohol use disorder

• Two negative RCTs for divalproex* and one 
negative RCT for tiagabine*

• A small trial of lamotrigine* (n = 15) 
demonstrated possible benefit

Jeffreys (2015) * No FDA indication for PTSD.
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Antipsychotics

• Risperidone*

– Randomized controlled trial of >240 patients with 
RISP added to SSRI treatment for treatment 
refractory PTSD showed no effect of the addition 
(Krystal et al 2011)

• No clear benefit to the second generation 
antipsychotics as monotherapy in the absence 
of psychotic or cycling mood symptoms

* No FDA indication for PTSD.
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Other Agents

• Prazosin*
– Dosing during the day in addition to bedtime for 

nightmares shows a significant reduction in daytime 
intrusive PTSD symptoms and nightmares (Raskind et 
al. 2013)
• Mean doses were:

– Men: 4 mg midday and 17 mg at HS
– Women: 2 mg midday and 7 mg at HS

• D-cycloserine*
– Still in trials. Appears to reduce some of the startle 

reactivity and reduces cortisol reactivity in animal 
models

* No FDA indication for PTSD.
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Other Agents

• Methylphenidate*

– Appears to improve cognitive symptoms in small 
trials

• Ketamine*

– Some promise in early, small trials

• Cannabinoid agonists*

– Negative effects thus far

* No FDA indication for PTSD.



www.mghcme.org

Medication Options for PTSD in adults

• 1st Line
– SSRIs (sertraline, paroxetine, fluoxetine*) – with 

psychotherapy

• 2nd Line
– Other novel and traditional antidepressants*; 

anticonvulsant/mood stabilizers*; second generation AP 
medications* (if cycling mood or psychotic symptoms)

• Not recommended
– Traditional APs*, benzodiazepines*

Friedman et al., 2000 * = no FDA indication for PTSD
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Psychopharmacology for PTSD in 
Children

• Limited research

• “Without more and better studies documenting good 
effects and absence of serious side effects we urge 
clinicians to exercise extreme caution in using 
psycho-pharmacological agents for children, 
especially as CBT-methods are available to reduce 
posttraumatic symptoms and PTSD” (Dyregrov & 
Yule, 2006, p. 181)
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Thank you!

Image Credit: U.S. 
Department of Energy 

Human Genome Program

Email me at: ralthoff@uvm.edu

Follow me on Facebook:
www.facebook.com/childpsychvt

Or Twitter:
@childpsychvt

Visit our website: 
http://childemotionregulationlab.org


