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OBJECTIVES 

• Case discussion 
• Brief overview PTSD diagnosis, treatment  
• Review medication guidelines 
• Review recent RCTs, reviews and meta-

analyses 
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POST TRAUMATIC STRESS DISORDER 

• A stress reaction characterized by 4 symptom 
clusters and difficulty functioning that persists after 
exposure to a dangerous event 

• In US, 50% of adults experience a traumatic event 
in their lifetime 
• 10% - 15% go on to develop PTSD 

• PTSD prevalence in US: 6.1 to 9.2 %  
• Veterans: 9.1-12.1% 
• Native Americans: 14.2 to 16.1% 

The Management of Post-Traumatic Stress Working Group . VA/DoD 
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CASE  

• A 26 year old female presents to your office to transfer care after her prior 
provider retired. She has a history of Major Depressive Disorder and 
Generalized Anxiety Disorder and no significant medical history. She 
describes worsening depression and anxiety symptoms in the last few 
months, with stressors as a break up in the last year, and her sister’s 
boyfriend moving in to live with their family 6 mos ago. She notes feeling 
more irritable around her family, difficulty enjoying things, withdrawing, 
issues sleeping due to frequent vivid nightmares, difficult relaxing, difficulty 
being in public, and ‘feeling jumpy a lot’. She is starting to have trouble 
going to work as a dog walker because of this. She has been on lorazepam 
0.5mg BID for 3 months, but is not taking it consistently and not sure if it is 
helpful. She has never tried any other meds. She has also been in therapy 
for last year where she ‘mostly vents’.  
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WHAT DO YOU NOTICE? 

• Symptoms of note: 
• Hyperarousal 
• ? re-experiencing (nightmares) 
• Irritability, mood changes 
• Sleeping issues 
• Social isolation 

• Ask more: 
• Trauma history 
• Other PTSD sxs 

• Avoidance behavior, intrusion, re-experiencing, content of nightmares 
• Substance use 
• Safety (always) 
• Functioning 
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PTSD CRITERIA 

The Management of Post-Traumatic Stress Working Group . VA/DoD 
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The Management of Post-Traumatic Stress Working Group . VA/DoD 



UW PACC 
©2018 University of Washington 

CASE REVIEW 

• Thoughts regarding current/future treatment? 
– 26 yo with MDD and GAD in past 
– Trauma: interpersonal violence from recent 

relationship, meets criteria for PTSD 
– Lorazepam 0.5mg BID 
– Therapy 
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TREATMENT OVERVIEW 

• Treatment of PTSD includes three broad 
categories of intervention: 
• psychotherapy 

• specific therapies (CBT, CPT) 
• pharmacological treatment 
• psychoeducation 
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PHARMACOLOGIC TREATMENT 

• FDA approval for PTSD: Paroxetine and 
sertraline  
• No medications developed specifically for 

PTSD 
• Common off-label drugs: other 

antidepressants, second generation 
antipsychotics, benzodiazepines, adrenergic 
blockers (prazosin, propranolol) 

Shalev et al 2015 
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TREATMENT OVERVIEW 

• Most patients with PTSD receive some form of 
pharmacologic treatment 

• antidepressants (89%), anxiolytic (61%), and 
antipsychotic agents (34%) 

Shalev et al 2015 
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OVERVIEW OF CURRENT PRACTICE GUIDELINES 

• American Psychiatric Association (2004) 
– Update 2009 

• Cochrane Meta-analysis (2006)  
• VA/DoD (2010, 2017) 
• NICE (UK; Dec 5 2018) 
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APA (2004, 2009) 

• 2004 recommendations with updates 2009: 
• SSRIs and SNRIS supported overall, address symptom clusters 

• Newer RCTs indicate less efficacy for combat-related PTSD 
• Prazosin promising for PTSD related nightmares 
• Antipsychotics promising for augmentation 
• Anticonvulsants less promising, mixed results 
• Propranolol mixed results 
• No comment on benzodiazepines 

• In 2004, maybe useful for anxiety, sleep; no mono therapy 
• Not recommended as mono-therapy 
• Dependence, increased incidence of PTSD with early use, worsening of 

PTSD symptoms after withdrawal 
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COCHRANE META ANALYSIS (2006) 

• 35 RCTs included in the analysis 
• 20 SSRI, 2 TCA, 2 mirtazapine, 4 MAOi, 7 others 

(alprazolam, olanzapine and risperidone, lamotrigine, 
venlafaxine, mirtazapine, nefazodone) 

• Of the medication classes, evidence of treatment efficacy 
was most convincing for the SSRIs  
• More robust than TCAs, MAOi 
• No clear difference between SSRIs 
• Reduced severity of PTSD symptom clusters, comorbid 

depression and disability  
• Some evidence that combat related PTSD is more 

resistant to pharmacotherapy 
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IN THE INTERIM …  

• Many more studies and RCTS 
• Shifting understanding regarding: 

• benzodiazepines 
• prazosin 
• antipsychotics 
• propranolol 

• Few updates to SSRI information 
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META-ANALYSIS 2015 

• Conclusions from 51 RCTs:   
• Evidence for three medications in the treatment of PTSD 

(fluoxetine, paroxetine and venlafaxine)  
• SSRIs found to perform better than placebo overall 

• Not enough data for other classes 
• No evidence for olanzapine, risperidone, escitalopram, 

citalopram, sertraline, topiramate, alprazolam, desipramine, 
imipramine, lamotrigine, nefazadone, tiagabine and valproic acid 

• Effect sizes for pharmacological treatments for PTSD are low and 
inferior to those reported for psychological treatments. 
• On par with effect sizes for depression 

Hoskins et al 2015 
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META-ANALYSIS 2015 

Hoskins et al 2015 
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BENZODIAZEPINES 

• Commonly used in the treatment of PTSD 
• Review 2015:  

• 18 RCTs and observational studies, n = 5236 
• BZDs are ineffective for PTSD treatment and prevention 
• Associated with specific problems in patients with PTSD:  

• Risk of misuse/abuse, worse overall sx severity, significantly 
increased risk of developing PTSD with use after recent trauma, 
worse psychotherapy outcomes, aggression, depression, and 
substance use.  

• Conclusions: The results of this systematic review suggest that BZDs 
should be considered relatively contraindicated for patients with PTSD or 
recent trauma.  

Guina J et al 2015 
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ANTIPSYCHOTICS 

• Commonly prescribed for PTSD despite limited 
evidence 

• VA Medical center prescriber review in 2013 
• PTSD was sole reason in 13% of long term 

antipsychotics (mostly quetiapine) 
• Efficacy or sedation 

Hermes et al 2013 
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ANTIPSYCHOTICS 

• 2014 meta-analysis: 9 RCTs, n = 497 (olanzapine, risperidone) 
• Monotherapy or augmentation 
• Small decrease in CAPS score with antipsychotics (5.3 points) 
• Higher drop out in antipsychotic group 

Han C et al 2014 
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ANTIPSYCHOTICS 

• Aripriprazole: 
• 2017 review: monotherapy and adjunct therapy for PTSD 
• Significant improvements in CAPs score in all but 1 study 

analyzed (10 - 16 weeks; doses 2-15 mg daily).  
• Tolerated similar to general population 

Britnell S et al 2017 
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• Quetiapine 

ANTIPSYCHOTICS 

2016 RCT 2013 Open Label trial 

• Monotherapy 

• 12 weeks, n=80 veterans 

• Primary outcome: CAPs 

• Adjunct (stable SSRI) 

• 8 weeks, n = 15 civilians 

• Augment or mono therapy, 6-16 wks 

• Avg dose 258mg (25mg to 800mg) 

• Improvement in overall CAPs scores, 
reexperiencing and hyperarousal sub 
scores 

• Adverse events and SE per expected 

• Avg dose 216mg 

• Improvement in overall CAPs scores, 
reexperiencing, avoidance and 
hyperarousal sub scores 

• Adverse events and SE per expected 

• Conclusion: quetiapine as a single agent is 
effective in treating military PTSD 

• Conclusion: Patients with PTSD sxs on SSRI 
could benefit from quetiapine 

Villareal et al 2016 
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PRAZOSIN 

• Multiple trials and reviews supported use for 
PTSD related nightmares 
• dose 2-6mg, 10-16mg for military patients 

• NEJM RCT in 2018 (n= 304 veterans, 26 wks) 
• No significant differences btwn prazosin vs 

placebo for nightmare intensity/frequency or 
sleep quality  

• Sample: lower adrenergic activity, no veterans 
with psychosocial instability 

Green et al 2014, De Bardis D et al 2015, Simiski 2018,  Raskind M et al 2018 
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PRAZOSIN 

• Based on the results, prazosin was 
downgraded by American Academy of Sleep 
Medicine (AASM) and the VA 

• No longer considered a first-line 
pharmacological intervention for PTSD 
nightmares by AASM and VA 

Simiski 2018,  Raskind M et al 2018  
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BETA BLOCKERS 

• ß1,2-adrenoreceptor antagonist, crosses BBB 
• Review 2016: No evidence reduction of PTSD sxs  
• Cochrane meta-analysis 2013 for prevention of PTSD:  

• 3 RCTs (n=118) propranolol vs placebo (P value = 
0.32) 

• No evidence for prevention 
• 2018 Am J Psychiatry RCT (n=60, 6 wks) 

• Propranolol + therapy (pre-reactivation) 
• 11.5 point reduction in CAPS score 

Brunet et al. 2008, Steenen SA et al 2016, Lonergan MH et al 2013, Cochrane 
2013, Giustino TF et al 2016 
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VA GUIDELINES 

• Practice guidelines updated in 2004, 2011 and 
2017 

• Strong evidence for: sertraline, paroxetine, 
fluoxetine, venlafaxine 

• Strong evidence against: risperidone, 
benzodiazepines, antipsychotics for 
augmentation strategy, valproic acid 

• Insufficient evidence: prazosin, mirtazapine 

Management of Post-Traumatic Stress Working Group 2017 
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VA GUIDELINES 2017 
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VA GUIDELINES 2017 
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NICE GUIDELINES 2018 

• YESTERDAY! 
• Recommendations: 

• Consider venlafaxine or an SSRI if pt prefers 
pharmacotherapy 

• Consider antipsychotics such as risperidone 
second line only with severe hyperarousal 
or psychotic sxs 

• No benzodiazepines 

https://www.nice.org.uk/guidance/ng116 
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A WORD ON CANNABIS 

• 24 states list PTSD as indication for medical 
marijuana (WA included) 
• 2015: in these states, PTSD was primary 

indication for 38.5% of registered users 
• Several studies have shown an increased risk 

of cannabis use disorders in adults with PTSD 
(veterans) 

• 2 larger RCTs in next 3 years 

www.leafly.com, Yarnell S 2015 

http://www.leafly.com


UW PACC 
©2018 University of Washington 

• VA guidelines: “strong against” due to lack of evidence for 
efficacy, risks, adverse events 

A WORD ON CANNABIS 

Yarnell S 2015, Shisiko I et al 2018 

Yarnell S 2015 Review Shisiko I 2018 Review 

• 46 studies (animal, case studies, 
commentaries, reviews, qualitative, 
no RCTs) 

• 5 studies (1 RCT in Israel, 3 
observational studies, and 1 
retrospective chart review).  

• Subjective sleep improvement short 
term, long term disruption 

• 3 studies concluded there might be a 
benefit, 2 discouraged its use (worse 
PTSD outcomes) 
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TAKE HOME 

• Therapy is important! 
• SSRIs, venlafaxine have evidence for treating 

PTSD sxs and comorbid mood disorders 
• No clear consensus on atypical antipsychotics 

or prazosin 
• Benzodiazepines, mood stabilizers should be 

avoided 
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UW PACC REGISTRATION 

Please be sure that you have completed the full 
UW PACC series registration.  
 
If you have not yet registered, please email 
uwpacc@uw.edu so we can send you a link. 

mailto:uwpacc@uw.edu
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APA (2004) 

• SSRIs: recommended as first-line medication for PTSD  
• Other antidepressants (TCA, MAOi) may also be 

beneficial 
• Relieves three symptom clusters (reexperiencing, 

avoidance, hyperarousal) 
• Not powered enough to show diff btwn SSRIs 

• Benzodiazepines: maybe useful for anxiety, sleep 
• Not recommended as mono-therapy (dependence, 

increased incidence of PTSD with early use, 
worsening of PTSD symptoms after withdrawal). 
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APA (2004) 

• Antipsychotic medications (olanzapine, 
quetiapine, risperidone): may be helpful 

• Anticonvulsant medications (divalproex, 
carbamazepine, topiramate, lamotrigine), α2-
adrenergic agonists, and β-adrenergic 
blockers: may be helpful for specific symptom 
clusters 
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