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Question 

 
“In adults with posttraumatic stress disorder, how effective is prazosin adjunct to psychotherapy 
(particularly eye movement desensitisation reprocessing), compared to any pharmacological and 
psychological combination, in reducing trauma related nightmares?” 
 

 

Clarification of question using PICO structure  

 

Patients:  Adults with posttraumatic stress disorder 

Intervention:  Prazosin 

Comparator:  Any other intervention  

Outcome:  Reducing trauma related nightmares 
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Clinical and research implications 

 

No definite clinical implications can be made from the available evidence. Neither of the papers 
included in this BEST summary specifically evaluated prazosin as an adjunct to psychotherapy. One 
systematic review reported that, based on a small evidence base, prozosin can reduce the severity 
and frequency of nightmares associated with post-traumatic stress disorder. Positive results were 
also reported in a recent randomised control trial which compared prazosin with placebo. The 
authors have consistently suggested that more studies are needed to replicate these findings in 
other settings and patient populations. The authors of the randomised controlled trial also 
suggested that studies combining prazosin with effective psychotherapies are needed to evaluate if 
even larger improvements can be made.  
 

What does the evidence say? 
 
Number of included studies/reviews (number of participants) 

One systematic review (SR) (Kung et al. 2012) and one randomised controlled trial (RCT) (Raskind et 

al. 2013) met the inclusion criteria for this BEST summary. We note that in the RCT, patients were 

excluded if they had received prolonged exposure therapy, cognitive processing therapy, or eye 

movement desensitisation and reprocessing therapy within four weeks before randomisation.  

 

Main Findings 

The systematic review (with a search date up to March 2012) evaluated prazosin for the treatment 

of nightmares. This SR included a number of study designs, but most of the studies had small sample 

sizes. Four RCTs were included of which three reported significant improvements in Clinician-

Administered post-traumatic stress disorder (PTSD) Scale “recurrent distressing dreams of the 

event” (CAPS-B2) and Clinical Global Impression of Change Scale (CCI-C) compared with placebo, 

although improvement in sleep quality as assessed using the CAPS “difficulty falling or staying 

asleep” (CAPS-D1) was inconsistent between the studies. Dizziness was a common adverse events. 

One of the included RCTs found no significant difference between treatment groups in the frequency 

of nightmares. The authors reported that nightmare severity was consistently reduced in the non-

RCT studies.  

 

The recent RCT was conducted in 67 active-duty soldiers. This study reported that, after 15 weeks, 

prazosin treatment was significantly better than placebo for all three primary outcome measures 

(CAPS nightmare item score, Pittsburgh Sleep Quality Index, and the change item of the CGI. They 

also reported that prazosin was well-tolerated. 

 

Authors Conclusions 

The authors of the SR concluded that there was a small but positive evidence base to support the 

efficacy of prazosin therapy for PTSD-associated nightmares. The authors of the RCT also concluded 

that prazosin was effective for combat-related PTSD with trauma nightmares in active-duty soldiers. 

 

Reliability of conclusions/Strength of evidence 

Although the SR was generally well-conducted, the methodology used in the included RCTs were not 

well-reported, and at least 2 of the studies were considered to have a high-risk of bias by the study 

authors. The authors also included results from other study designs, and overall, the reliability of the 



 

 

results in this SR are uncertain. Although aspects of the RCT by Raskind et al. (2013) were very well-

conducted, it was limited by a relatively small sample size and a high drop-out rate.  

 

What do guidelines say? 

 

Neither NICE nor SIGN guidelines comment of the use of prazosin for treating posttraumatic stress 

disorder.  

 

Date question received:  25/03/2014 

Date searches conducted:  01/04/2014 

Date answer completed:  10/04/2014 
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Results 

Systematic Reviews 

Author 

(year) 

Search 

Date 

Inclusion criteria Number 

of 

included 

studies 

Summary of results Risk of bias 

Kung et al. 

(2012) 

09/03/ 

2012 

P: Adults with posttraumatic stress 

I: Prazosin to treat nightmares 

C: Any other intervention.  

O: Reduction of nightmares or related symptoms 

of sleep disorders. Most common measures CAPS 

and CGI-C. 

S: Clinical trials, retrospective reviews, or case 

reports.  

21  In the included studies, prazosin dose ranged 

from 1 to 16 mg/d. Patient ages ranged from 

7 to 83 years. Most patients had a diagnosis 

of PTSD. 

4 RCTs (n=113): 3 of the RCTs reported 

significant improvements in Clinician-

Administered PTSD Scale “recurrent 

distressing dreams of the event” (CAPS-B2) 

and Clinical Global Impression of Change 

Scale (CCI-C) compared with placebo, 

although improvement in sleep quality as 

assessed using the CAPS “difficulty falling or 

staying asleep” (CAPS-D1) was inconsistent. 

Dizziness was a common adverse events. 

One RCT found no significant difference 

between treatment groups in the frequency 

of nightmares.  

4 open-label case series (n=31): All studies 

reported either a reduction in CAPS-SX-B2 

(but not clear if significant) or a significant 

reduction in CAPS-B2 after treatment.  

Low (but the 

authors may have 

inappropriately 

combined some of 

the non-RCT data) 



 

 

4 retrospective chart reviews (n=132): Three 

of the chart reviews measured CAPS-B2 and 

all reported significant improvements with 

treatment.  

9 case reports (n=9 [5 adults and 4 

children/adolescents]): Three of the 5 adults 

reported improvement in symptoms, and 2 

veterans experienced adverse events 

resulting in medication discontinuation. All 4 

studies of the children/adolescents reported 

benefits with treatment and no significant 

adverse events.  

 

Randomised controlled trials 

 

Author 

(year) 

Inclusion criteria Number of 

participants 

Summary of results Risk of bias 

Raskind 

et al. 

(2013) 

P: Active-duty soldiers with posttraumatic 

stress disorder returned from combat 

deployments to Iraq and Afghanistan.  

I: Prazosin for 15 weeks. Tirated based on 
nightmare response over 6 weeks to a 
possible maximum dose of 5 mg 
midmorning and 20 mg at bedtime for 
men and 2 mg midmorning and 10 mg at 
bedtime for women. 

C: Placebo 

O: Combat trauma nightmares (CAPS), 

sleep quality (Pittsburgh Sleep Quality 

N=67 (32 to 

prazosin 

group and 

35 to 

placebo) 

After 15 weeks prazosin was found to be significantly better 

than placebo for all primary outcome measures (CAPS 

nightmare item score (p<0.001), Pittsburgh Sleep Quality 

Index (p=0.003), and the change item of the CGI (p<0.001).  

Prazosin was well-tolerated and blood pressure changes did 

not differ between treatment groups.   

 

  

High 

(relatively 

small sample 

size and high 

drop-out 

rate) 



 

 

Index), global function (Clinical Global 

Impressions Scale) and overall symptoms 

(Hamilton Depression Rating Scale, PHQ-

9).  

 



 

 

Risk of Bias 

Systematic reviews 

 

Author (year) Risk of Bias 

Inclusion criteria Searches Review Process Quality 

assessment 

Synthesis 

Kung et al. (2012) 
     

 

Randomised controlled trials 

 
Study RISK OF BIAS 

Random 

allocation 

Allocation 

concealment 

Blinding of 

participants and 

personnel 

Blinding of 

outcome 

assessment 

Incomplete 

outcome data 

Selective 

Reporting 

Raskind et al. (2013)        ? 

 

Low Risk High Risk   ? Unclear Risk  

 

 



 

 

Search Details 

Source Search Strategy Number of 

hits 

Relevant evidence 

identified 

SRs and Guidelines 

NICE posttraumatic 96 0 

DARE  (PTSD) IN DARE 64 Delete  

 2 ((posttraumatic) OR (post-traumatic) OR (post adj2 

traumatic)) IN DARE 200 Delete  

 3 MeSH DESCRIPTOR Stress Disorders, Post-Traumatic 

EXPLODE ALL TREES 115 Delete  

 4 (prazosin OR hypovase) IN DARE 11 Delete  

 5 MeSH DESCRIPTOR Prazosin EXPLODE ALL TREES 11 

Delete  

 6 #1 OR #2 OR #3 238 Delete  

 7 #4 OR #5 19 Delete  

 8 #6 AND #7 

1 

 

 

 

Primary studies 

CENTRAL #1 prazosin:ti,ab,kw   791    
#2 MeSH descriptor: [Prazosin] explode all trees   711    
#3   #1 or #2#1 or #2   1003                  
#4 PTSD   1231                  
#5 "post-traumatic stress"   637                  
#6 "posttraumatic stress"   976                  
#7 MeSH descriptor: [Stress Disorders, Post-Traumatic] 
explode all trees   926    
#8   #4 or #5 or #6 or #72046  
#9Enter terms for searcnightmare* or sleep or 
dream*15568  
#10Enter terms for searc#3 and #8 and #9  11 

4  



 

 

PsycINFO 1. PsycINFO; POSTTRAUMATIC STRESS DISORDER/; 

21075 results. 

2. PsycINFO; PTSD.ti,ab; 19340 results. 

3. PsycINFO; "posttraumatic stress".ti,ab; 18413 results. 

4. PsycINFO; "post-traumatic stress".ti,ab; 6660 results. 

5. PsycINFO; 1 OR 2 OR 3 OR 4; 28277 results. 

6. PsycINFO; NIGHTMARES/; 812 results. 

7. PsycINFO; (nightmare* OR dream* OR sleep*).ti,ab; 

64647 results. 

8. PsycINFO; SLEEP DISORDERS/; 5822 results. 

9. PsycINFO; 6 OR 7 OR 8; 64815 results. 

10. PsycINFO; prazosin.ti,ab; 515 results. 

11. PsycINFO; 5 AND 9 AND 10; 41 results. 

12. PsycINFO; 11 [Limit to: Publication Year 2012-2014]; 

12 results. 

12  

Embase 13. EMBASE; POSTTRAUMATIC STRESS DISORDER/; 

33885 results. 

14. EMBASE; PTSD.ti,ab; 15317 results. 

15. EMBASE; "posttraumatic stress".ti,ab; 13003 results. 

16. EMBASE; "post-traumatic stress".ti,ab; 8202 results. 

17. EMBASE; 13 OR 14 OR 15 OR 16; 35935 results. 

18. EMBASE; (nightmare* OR dream* OR sleep*).ti,ab; 

155844 results. 

19. EMBASE; NIGHTMARE/; 3664 results. 

20. EMBASE; SLEEP DISORDER/; 39352 results. 

21. EMBASE; 18 OR 19 OR 20; 170608 results. 

22. EMBASE; prazosin.ti,ab; 10399 results. 

23. EMBASE; PRAZOSIN/; 20902 results. 

24. EMBASE; 22 OR 23; 22092 results. 

19  



 

 

25. EMBASE; 17 AND 21 AND 24; 157 results. 

26. EMBASE; 25 [Limit to: Publication Year 2012-2014]; 

68 results. 

27. EMBASE; random*.tw; 854259 results. 

28. EMBASE; factorial*.tw; 22286 results. 

29. EMBASE; placebo*.tw; 193373 results. 

30. EMBASE; (crossover* OR cross-over*).tw; 67156 

results. 

31. EMBASE; (doubl* adj3 blind*).tw; 138193 results. 

32. EMBASE; (singl* adj3 blind*).tw; 16196 results. 

33. EMBASE; assign*.tw; 231467 results. 

34. EMBASE; allocat*.tw; 80754 results. 

35. EMBASE; volunteer*.tw; 171695 results. 

36. EMBASE; CROSSOVER PROCEDURE/; 38288 results. 

37. EMBASE; DOUBLE-BLIND PROCEDURE/; 112268 

results. 

38. EMBASE; SINGLE-BLIND PROCEDURE/; 18001 

results. 

39. EMBASE; RANDOMIZED CONTROLLED TRIAL/; 

338330 results. 

40. EMBASE; 27 OR 28 OR 29 OR 30 OR 31 OR 32 OR 33 

OR 34 OR 35 OR 36 OR 37 OR 38 OR 39; 1368579 

results. 

41. EMBASE; 26 AND 40 [Limit to: Publication Year 

2012-2014]; 19 results. 

Medline 42. MEDLINE; PTSD.ti,ab; 12042 results. 
43. MEDLINE; "posttraumatic stress".ti,ab; 11076 
results. 
44. MEDLINE; "post-traumatic stress".ti,ab; 6284 

23  



 

 

results. 
45. MEDLINE; STRESS DISORDERS, POST-TRAUMATIC/; 
20484 results. 
46. MEDLINE; 42 OR 43 OR 44 OR 45; 25855 results. 
47. MEDLINE; (nightmare* OR dream* OR sleep*).ti,ab; 
121171 results. 
48. MEDLINE; NIGHTMARE/; 5607 results. 
49. MEDLINE; 47 OR 48; 122856 results. 
50. MEDLINE; prazosin.ti,ab; 9954 results. 
51. MEDLINE; PRAZOSIN/; 7350 results. 
52. MEDLINE; 50 OR 51; 12024 results. 
53. MEDLINE; 46 AND 49 AND 52; 55 results. 
54. MEDLINE; 53 [Limit to: Publication Year 2012-2014]; 
23 results. 

Summary NA NA  

 



 

 

Disclaimer 

BEST in MH answers to clinical questions are for information purposes only. BEST in MH does not make recommendations. 

Individual health care providers are responsible for assessing the applicability of BEST in MH answers to their clinical practice. BEST 

in MH is not responsible or liable for, directly or indirectly, any form of damage resulting from the use/misuse of information 

contained in or implied by these documents. Links to other sites are provided for information purposes only. BEST in MH cannot 

accept responsibility for the content of linked sites. 
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