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Letter to the Editor
Naltrexone and Prazosin Combination  
for Posttraumatic Stress Disorder  
and Alcohol Use Disorder

To the Editor: Posttraumatic stress disorder and alcohol use 
disorder often co-occur. We report a case in which combination 
treatment with naltrexone and prazosin was effective for both 
disorders.

Case report. Mr A, a 37-year-old married man diagnosed with 
major depressive disorder and alcohol use disorder, was admitted 
in August 2013 to the co-occurring inpatient unit at Sheppard 
Pratt Health System, Baltimore, Maryland. He endorsed having 
hypomanic episodes in the past, and the diagnosis was changed 
from major depressive disorder to bipolar II disorder (DSM-5 
criteria). Mr A was physically abused as a child by his father. He 
reported posttraumatic stress disorder (PTSD) symptoms that were 
experienced only during daytime, without PTSD-related nightmares 
or sleep problems. He was diagnosed with PTSD (DSM-5 criteria) 
during this admission. His active medications included fluoxetine 
40 mg daily and quetiapine 50 mg for sleep (which was not related 
to PTSD). These medications were discontinued because they were 
not indicated for bipolar depression and insomnia, respectively. 
Oral tablets of lithium 600 mg, prazosin 1 mg, and naltrexone 25 
mg daily were started. On day 2, prazosin was increased to 1 mg 
twice daily, and naltrexone was increased to 50 mg at bedtime. 
Lithium was increased from 900 mg to 1,200 mg (lithium level 0.99 
mEq/L) at bedtime after the lithium level was found to be low with 
900 mg. Alcohol craving and flashbacks decreased in 4 days. There 
was a complete remission of alcohol craving and flashbacks in 2 
and 4 weeks, respectively. To date, Mr A has been abstinent from 
alcohol for 6 months.

There is a high comorbidity between PTSD and alcohol use 
disorder. More than 50% of Vietnam combat war veterans with 
PTSD subsequently developed alcohol use disorder.1 Woman with 
PTSD from childhood rape often self-medicate with alcohol to 
reduce symptoms of PTSD.2 Naltrexone is an opioid antagonist 
used for the treatment of alcohol use disorder. In an animal study, 
naltrexone prevented increased alcohol consumption following 
trauma.3 Prazosin, an α1-adrenergic antagonist, is effective for 
nightmares in PTSD.4 In a recently published review, patients 
with PTSD treated with prazosin reported almost complete 
remission of daytime symptoms such as hyperarousal, flashbacks, 
and daytime reexperiencing of the trauma.5 Prazosin reduced 
alcohol self-administration in rodents.6 Prazosin decreased stress 
and cue-induced alcohol craving in people with alcohol use 
disorder.7 In humans, there is evidence to support that prazosin 
reduces consumption of alcohol.8 In a randomized controlled trial, 
prazosin was shown to be efficacious for alcohol use disorder.9 
There is evidence to support the use of naltrexone for PTSD.10 
Both medications have been approved by the US Food and Drug 
Administration.

Individual pharmacotherapy is effective for the treatment of 
PTSD and alcohol use disorder; however, no medications have been 
proven to be effective for these co-occurring disorders. Individuals 
with co-occurring PTSD and alcohol use disorder report increased 
alcohol craving following exposure to personalized trauma cues, in 
the absence of cues related to alcohol.11 This co-occurring disorder 
may be associated with severe clinical impairment with more 
relapses. Alcohol-preferring rats were fed naltrexone and prazosin 
alone or in combination for 4 weeks, and the effect of drug treatment 
on alcohol was assessed.12 The combination of naltrexone and 

prazosin was significantly more effective in reducing alcohol intake 
than either drug alone. The authors concluded that naltrexone and 
prazosin combination reduced alcohol consumption.12

This novel treatment with naltrexone and prazosin, which may 
have a synergistic effect, was effectively used in the management 
of our patient. This combination was safe, effective, and tolerable. 
To our knowledge, this is the first case report on the use of the 
combination of naltrexone and prazosin for PTSD and alcohol 
use disorder. This therapeutic strategy should be considered by 
clinicians in the management of these challenging co-occurring 
disorders, as it may lead to better outcomes. Future randomized 
clinical trials are warranted to validate this finding.
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