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Mr. H, age 43, presents to your clinic 
for management of posttraumatic 
stress disorder (PTSD). At his last 

appointment 8 weeks ago, he was continued 
on fluoxetine, 60 mg/d; he had been stable 
on this medication for 6 months. Today, 
Mr. H reports an increase in the frequency 
and severity of nightmares. He states that 
he wakes at least 3 times every week with 
“disturbing dreams” about his time in the 
military and does not feel rested even when 
he sleeps through the night. His Clinician-
Administered PTSD Scale (CAPS) score is 95 
on this visit, suggesting extreme PTSD symp-
tomatology. Mr. H asks if anything can be 
done to reduce the frequency and intensity 
of his nightmares.  

PTSD is the development of character-
istic symptoms following exposure to ≥1 
traumatic events. According to DSM-5, 
PTSD symptoms include the presence of 
≥1 intrusion symptoms (recurrent, intru-
sive memories of the traumatic event; 
recurrent distressing dreams; dissociative 

reactions), persistent avoidance of stim-
uli, negative alterations in cognition and 
mood, and marked alterations in arousal 
and reactivity associated with the trau-
matic event(s).1 The symptoms must be 
present for >1 month, cause clinically sig-
nificant distress or impairment in func-
tioning, and not be attributable to the 
psychologic effects of a substance or medi-
cal conditions.1 This article focuses specifi-
cally on the hyperarousal symptoms, and 
the clinical controversies surrounding the 
use of prazosin for PTSD.

Prazosin for PTSD treatment
Sleep disorders are extremely common 
in patients with PTSD. Up to 90% of 
patients report sleep disturbances, and 
up to 70% report nightmares.2 Prazosin 
has been widely used in the treatment 
of PTSD-related sleep disorders and 
nightmares. The American Psychiatric 
Association3 and the British Association 
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Practice Points
•  The PACT trial suggests prazosin 

does not improve PTSD symptoms, 
but these results should be interpreted 
with caution. 

•  Before prescribing prazosin for 
patients with PTSD who experience 
sleep disturbances, discuss the risks and 
benefits.

•  Initiate prazosin at a low dose  
(1 mg/d) and titrate to clinical effect.

•  Refer patients with PTSD to evidence-
based psychotherapy.
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of Psychopharmacology4 guidelines in-  
clude prazosin as a first-line recommen-
dation for treatment of PTSD. However, 
updated 2017 guidelines from the Veterans 
Affairs/Department of Defense (VA/
DoD)5 and data from the 2018 Prazosin and 
Combat Trauma PTSD (PACT) trial6 con-
tradict these original recommendations. 
Previously, the 2010 VA/DoD guideline 
said prazosin had insufficient evidence 
for monotherapy, but recommended it as 
adjunctive treatment for sleep and night-
mares.7 The updated 2017 VA/DoD guide-
line recommends “weak against” prazosin 
use for global symptoms of PTSD, and 
says there is insufficient evidence for its 
use in nightmares.5 Below we summarize 
the findings of studies that contributed 
to those original recommendations, along 
with results of the PACT trial.

Raskind et al8,9 conducted 2 studies 
of prazosin use in combat veterans with 
PTSD. In both studies, prazosin had sig-
nificant positive effects on the Clinician-
Administered PTSD Scale (CAPS) and 
Clinical Global Impression of Change 
(CGIC) scores.8,9 The 2007 study also found 
significant effects of prazosin on Pittsburgh 
Sleep Quality Index (PSQI) scores.9 

Raskind et al10 conducted another study 
in 2013 of prazosin use for active-duty  
soldiers who had combat trauma PTSD 
with nightmares. Prazosin had positive 
effects for nightmares, sleep quality, and 
CAPS scores.10 

Germain et al11 reviewed prazosin for 
treating sleep disturbances in US military 
veterans. Prazosin was associated with 
significant improvements in insomnia  
and daytime PTSD symptom severity as 
demonstrated by changes in PSQI and 
CAPS scores.11 

Taylor et al12 examined the effects of 
prazosin on sleep measures and clini-
cal symptoms in civilians with PTSD. 
Prazosin significantly increased total sleep 
time, rapid eye movement sleep time, and 
CGIC scores while significantly decreasing 
trauma-related nightmares.12

Overall, these trials found efficacy for 
the use of prazosin for patients diagnosed 
with PTSD; however, the population size 
in each of these studies was small.

Results of the PACT trial
The PACT trial was a 26-week, multi-
center, double-blind, randomized, pla-
cebo-controlled trial conducted across 12 
VA medical centers.6 During the first 5 
weeks, participants were randomized to 
receive placebo or prazosin, which could 
be titrated up to 20 mg/d in men and 12 
mg/d in women. Participants remained on 
that dose from the end of Week 5 through 
Week 10. At that time, other pharmaco-
logic therapies and psychotherapy could 
be added, discontinued, or adjusted. The 
mean maintenance total daily dose of pra-
zosin was 14.8 mg.

A total of 413 patients were screened, 
304 were randomized (152 per group), 
and 271 completed the 10-week primary 
outcome assessment. The population was 
almost entirely male (96.1% in the prazo-
sin group and 99.3% in the placebo group), 
and most participants were White (64.5% 
in the prazosin group and 69.1% in the 
placebo group), with an average age of 
approximately 50 years. Primary outcomes 
included change from baseline to Week 10 
in both CAPS item B2 (“recurrent distress-
ing dreams”) and PSQI scores. CGIC score 
was evaluated at Week 10. 

At Week 10, none of the primary out-
comes were found to be statistically signif-
icant. The mean difference in change from 
baseline to Week 10 in CAPS item B2 score 
and PSQI score were 0.2 (P = .38) and 0.1  
(P = .80), respectively. There was no sig-
nificant difference in mean CGIC scores  
(P = .96). Repeated measures of CAPS 
item B2, PSQI, and CGIC scores were 
conducted through Week 26 as secondary 
outcomes. No significant differences were 
found. This study concluded that prazo-
sin did not alleviate distressing dreams, 
improve sleep quality, or improve overall 
clinical symptoms.6

Clinical Point

Before prescribing 
prazosin for patients 
with PTSD who have 
sleep disturbances, 
discuss the risks and 
benefits
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The PACT trial: Strengths and 
weaknesses 
The PACT trial is the largest placebo-con-
trolled trial for prazosin use in PTSD to date. 
It failed to show efficacy of prazosin for 
PTSD-associated nightmares, which contra-
dicts previous studies. Although the mean 
total daily dose of prazosin was adequate 
and primary outcomes were measured with 
appropriate scales, the study failed to enroll 
the desired number of patients, which 
increased the possibility of false-negative 
results. Furthermore, participant recruit-
ment may have led to selection bias because 
all participants were clinically stable, which 
could explain the lack of efficacy. However, 
the average CAPS scores were 80.7 in the 
prazosin group and 81.9 in the placebo 
group, which indicates that these patients 
had significant symptomatology at baseline 
and before entering the study. 

A major theme of studies evaluating 
prazosin treatment for PTSD is a focus on 
a military population and military-related 
trauma. Other than Taylor et al12 (N=13), 
none of these trials included patients 
who were diagnosed with PTSD due to 
other traumas, such as sexual trauma, 
which limits the generalizability of the 
results. Furthermore, apart from the PACT 
trial, none of these studies had >100 par-
ticipants, which further reduces external 
validity. Current guidelines have not been 
updated to include the results of the PACT 
trial, and it is unclear if the results of this 
trial are strong enough to change clinical 
practice. 

 CASE CONTINUED 

To ensure patient-centered care, the treating 
clinicians conduct a risk/benefit discussion 
with the patient regarding starting prazo-
sin. Mr. H opts to try prazosin, so the clini-
cians initiate a low dose (1 mg/d) to mitigate 
adverse effects, and plan to titrate to clinical 
effect or intolerability. Per evidence from the 
trials discussed, it is likely Mr. H will need to 

be titrated to at least 5 to 6 mg/d to see a 
clinical effect.
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