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Objective A central adrenergic hyperactivation is described in the neurobiology of posttraumatic stress disorder (PTSD) with probable
variable symptomatic impact. Few studies have evaluated using the alpha-1 adrenergic antagonist prazosin for such symptoms; however,
given the likely pathophysiology involved, this drug may play an important role in the pharmacological approach to PTSD.

Methods This study assessed articles already published on the use of prazosin through a systematic review along a timeline in view of
the symptomatic target of difficult access by standardized treatments. The impact of using this medication for the general symptoms of
PTSD is also discussed. Several databases were searched for articles in the literature on the use of prazosin to treat PTSD.

Results A total of 168 articles were found containing search terms in the title or abstract. Overall, 85 articles met the criteria described,
and 48 studies were explored to conduct the present systematic review. Most articles showed some improvement after prazosin adminis-
tration, especially in relation to sleep symptoms (nightmares and night waking). Only one article demonstrated no improvement after
the use of this drug. More randomized studies are needed.

Conclusion Several clinical studies demonstrated the relevant role of prazosin for treating PTSD symptoms. Prazosin is an affordable
and cost-effective pharmacological option compared to other drugs used to treat PTSD. Psychiatry Investig 2021;18(5):365-372
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INTRODUCTION

Posttraumatic stress disorder (PTSD) can be defined by symp-
tomatic cognitive, behavioral, somatic, and affective perpetua-
tion resulting from a psychologically traumatic event. It is char-
acterized by intrusive thoughts, nightmares, and flashbacks
involving the traumatic event, avoidant behaviors, hypervigi-
lance, and sleep disorders, causing a functional impact in the
social, occupational, and interpersonal spheres, with significant
loss of quality of life for patients." Studies on the epidemiologi-
cal relevance differ regarding the prevalence of the disorder.
A study based on data from the World Health Organization
stated that the lifetime prevalence of PTSD in the general pop-

Received: December 9, 2020 Revised: February 7, 2021
Accepted: February 16, 2021

4 Correspondence: Henrique Soares Paiva, MD

Department of Forensic Psychiatry, Institute of Psychiatry, University of Sao
Paulo, R. Dr. Ovideo Pires de Campos, 785-Cerqueira César, Sdo Paulo-SP,
05403-903 Brazil

Tel: +55 11 2661-0000, E-mail: henrique.paiva@hc.fm.usp.br

@ This is an Open Access article distributed under the terms of the Creative Commons
Attribution Non-Commercial License (https://creativecommons.org/licenses/by—
nc/4.0) which permits unrestricted non-commercial use, distribution, and reproduc-
tion in any medium, provided the original work is properly cited.

ulation is 3.9% and may reach 5.6% in populations exposed to
trauma.’ US studies reported a higher prevalence in the gen-
eral population, 8.3% in the US® and 9.2% in Canada,” with
even higher estimates (10-40%) among at-risk populations as
victims of disasters, kidnappings, and military veterans.®

An association between trauma and acute mental symptoms
has been observed for more than 200 years. The relationship
between neurosis and trauma was described by Sigmund Freud
in the context of wars in an attempt to characterize emotional
components of traumatic situations. Psychiatrist Abram Kar-
diner continued Freud’s studies during World War II and in
1941 published “The Traumatic Neuroses of War,” an impor-
tant book on the evolution of PTSD symptom characterization
describing symptoms such as chronic hypervigilance and hy-
persensitivity related to traumatic situations.”"

In the initial neurobiological studies, there was an increase
in the basal heart rate and systolic blood pressure values in
combat veterans, which led to the hypothesis that peripheral
autonomic hyperactivation could be related to central norad-
renergic hyperexcitation, an impression that was reinforced
with findings of increased activity in the locus coeruleus, in-
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creased urinary excretion of norepinephrine metabolites, and
increased monoamine concentrations in the cerebrospinal flu-
id of these patients.""'* Several symptoms of the disorder can
be explained by this exacerbation of adrenergic activity in the
central nervous system promoting greater norepinephrine re-
lease and increased responsiveness of adrenergic receptors. Fur-
thermore, in this context, studies have shown that adrenergic
hyperactivity begins at night, leading to increased responsive-
ness of alpha-1-adrenergic receptors, which promotes rapid
eye movement (REM) sleep alteration, increases the frequency
of nightmares, and intensifies feelings such as fear.">'* Sleep dis-
orders (insomnia, restless sleep, and nightmares) occur in up
to 70% of patients associated with a higher risk of suicide in
PTSD."™" Given the clinical importance of sleep symptoms and
the poor response to the first line pharmacological treatment
for PTSD (selective serotonin reuptake inhibitors, SSRIs)" pra-
zosin has emerged as the main agent for treating PTSD-related
nightmares because of its role in stopping the consolidation
of fear memories and reducing the primitive response to fear."
Prazosin, an alpha-1-adrenergic receptor antagonist, was first
introduced in the 1970s as a US Food and Drug Administra-
tion (FDA)-approved agent for the treatment of hypertension.
Although rarely used today for this indication, there are nu-
merous case reports, open trials, and randomized controlled
trials have shown the efficacy of prazosin for treating night-
mares of PTSD patients."”*

Therefore, the present study assessed articles already pub-
lished on the use of prazosin through a systematic review along
a timeline in view of the symptomatic target of difficult access
by standardized treatments. The impact of using this medica-
tion for the general symptoms of PTSD is also discussed.

METHODS

Data sources and search strategy

To select papers that addressed the “use of prazosin in the
treatment of posttraumatic stress disorder and associations”
in the literature, the PubMed, Embase, OVID, and Cochrane
Library databases were searched. The keywords used were “pra-
zosin alpha-adrenergic blocker;” “posttraumatic stress disorder]’
“insomnia;” and “nightmares.” A combination of the keywords
with “AND” and the Boolean operator “NOT” was used to ex-
clude papers that had the word “pre-clinical” and its respec-
tive synonyms, which were previously consulted in Medical
Subject Headings (MeSH) terms. The title and abstracts were
examined under all conditions. Systematic Preferred Report-
ing Items for Systematic Reviews and Meta-Analyses (PRIS-
MA) review rules were followed.
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Study selection and risk of bias in each study

Two independent reviewers (1 and 2) conducted the research
and study selection. The data extraction was performed by re-
viewer 1 and fully reviewed by reviewer 2. A third investigator
resolved some conflicting points and made the final decision
to choose the articles. Only studies reported in Portuguese and
English were evaluated. The Cochrane instrument was adopt-
ed to assess the quality of the included studies.”

Risk of bias

Considering the Cochrane tool for risk of bias, the overall
evaluation resulted in five studies with a high risk of bias and
three studies with uncertain risk. Five studies had a limited
number of participants. The source of financing was absent in
two studies. Two studies did not disclose information on the
conflicts of interest statement.

RESULTS

A total of 168 articles were found containing search terms in
the title or abstract. Thus, 85 articles met the criteria described,
and 47 studies were explored to compose the present system-
atic review according to Figure 1. Any articles that did not have
a methodology compatible with the present review’s criteria
were excluded.

Table 1 describes the characteristics of the main reviewed ar-
ticles and brings the results involving the Prazosin benefits to
PTSD’s symptoms. Among the seven Randomized Controlled
Trials (RCT) included, there were two that didn’t find improve-
ments with this medication. However, five RCT’s concluded
that Prazosin is an effective drug for many of PTSD’s symp-
toms, especially the sleep disturbances. The patients had im-
provements in the sleep quality and quantity but also present-
ed clinical significance on reducing nightmares.

As the main scientific findings on the actual effect of prazo-
sin on PTSD treatment, the most relevant studies to date are
presented herein.

DISCUSSION

Raskind et al.” first reported the clinical relevance of pra-
zosin in PTSD with the prescription of the drug to improve the
symptoms of benign prostatic hyperplasia in two Vietnam
veterans. During the psychiatric follow-up of these patients,
there was a decrease in complaints of PTSD nightmares and,
based on these case reports, the group of researchers started
a series of studies involving prazosin and patients’ with the dis-
order. In 2000, the group published a report of four patients
who participated in an open-label, dose-escalating clinical trial
and who had a good response to sleep symptoms; the study
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Figure 1. Flowchart of the article selection process.

yielded good results on scales that assessed general symptoms
of the disorder, such as hypervigilance, and revealed good drug
tolerability. Despite the small number of participants, the per-
ception between the dose increase and the symptomatic im-
provement assessed was clear.” George et al.”” published a me-
ta-analysis containing six clinical trials, which included a total
of 191 patients. The results suggested that prazosin was supe-
rior to placebo for treating nightmares associated with PTSD
as well as for improving the severity of the general symptoms
of the disorder. In spite of the small number of articles includ-
ed and the small number of patients in the studies, the conclu-
sion corroborates that prazosin may have relevant clinical ap-
plicability for PTSD. Another study with prazosin was published
by Peskind et al.** Nine patients with PTSD used 2-4 mg of
prazosin 1 hour before bedtime. There was a significant reduc-
tion in nightmares as measured by the Clinician-Administered
PTSD Scale (CAPS). Symptom improvement was evident while
patients were taking the drug, and nightmares returned a few
nights after drug discontinuation. It is noteworthy that three of
these patients had already used another alpha blocker (terazo-
sin) for benign prostatic hyperplasia, without any reported im-
provement of symptoms, reinforcing the hypothesis that pra-
zosin is a drug with good action on the central nervous system.
The small number of participants was a limitation of this study.

Raskind et al.”* conducted another study involving 10 Vietnam
veterans who developed PTSD with chronic symptoms for
more than 25 years. This was the first randomized, double-
blind, placebo-controlled study in which participants were fol-
lowed for 20 weeks. The mean dose of prazosin was 9.5 mg tak-
en at night. This study demonstrated significant improvement
in several aspects of the CAPS scale: nightmares, early insom-
nia, avoidant symptoms, intrusive thoughts, and hypervigi-
lance. Regarding the disadvantages of the study, a small num-
ber of patients (10) had a diagnosis of chronic PTSD and higher
clinical stability, which would make extending the findings to
PTSD difficult.” In a study published in 2006, Taylor et al.*® fol-
lowed 11 patients with PTSD who had improved sleep-related
symptoms with prazosin but maintained daytime symptoms
of the disorder. Using the Profile of Mood States (POMS) scale,
daytime use of prazosin was associated with lower anxiety and
fear scores, although there was no statistical significance for the
improvement found in dysautonomic symptoms. This study
presented a selection bias when choosing patients who used a
dose of prazosin that had already improved nocturnal symp-
toms of PTSD as well as the limitation related to the small sam-
ple number.

A study by Taylor et al.”” published in 2008 followed 13 PTSD
patients for 7 weeks. When termin was administered at cross-
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Table 1. Summary of main reviewed papers-Prazosin as the treatment of posttraumatic stress disorder (PTSD)

Reference Study design Dose Total patients Major findings
Raskind et al.* Open-label 2or5mg 4 The 4 patients improved on CAPS and CGI scales
George et al.” Meta-analysis - 191 Prazosin superior to placebo to treat nightmares and
general symptoms of the disorder
Peskind et al.** Open-label Mean dose 9 Reduced nightmares and severity of PTSD’s symptoms
9, 5 mg/day
Raskind et al.” Crossover trial ~ Mean dose 10 Improved sleep quality
13 mg/day Reduced nightmares and hyperarousal symptoms
Taylor et al.* Crossover trial ~ 1-5 mg 11 Improved Mood States Scores (POMS)
Taylor et al.” Crossover trial ~ 2-6 mg 13 Increased sleep time and reduced nigthmares
Raskind et al.* Randomized 13 mg 34 (17 prazosin; Reduced nightmares. Improved sleep quality and
Controlled 17 placebo) global clinical status
Trial
Germain et al.” Randomized 1-15mg 50 (18 prazosin, Improved sleep quality
Controlled 17 CBT, 15 placebo)
Trial
Raskind et al.* Randomized 15.6 mg 67 Reduced nightmares. Improved sleep quality and
Controlled PTSD scores (CAPS)
Trial
Ahmadpanah Randomized 1-15mg 100 (33: prazosin; Reduced nightmares; Improved sleep quality
etal” Controlled 34 hydroxyzine;
Trial 33 placebo)
Khachatryan etal*® Meta-analysis - 240 Improved sleep quality and reduced PTSD symptoms
Raskind et al.” Randomized 14.8 mg - 271 (135 prazosin; Not effective for sleep symptoms
Controlled 12 mg (women) 136 placebo)
Trial 20 mg (men)
McCall et al.” Randomized 1-20 mg 20 (10 prazosin; Improved sleep quality
Controlled 10 placebo) Not effective for suicidal ideation
Trial
Verplaetse et al.*® Randomized 0 96 (48 prazosin; Not effective for PTSD symptoms (CAPS)
Controlled 48 placebo)
Trial

CAPS: Clinician Administered PTSD Scale, CGI: Clinical Global Impressions Scale, POMS: Profile of Mood States, CBT: Cognitive Behav-

ioral therapy

over, there was a 94-minute increase in the total sleep time,
increasing REM sleep time, with fewer nightmares and night
waking. This was the first study to use objective measures re-
garding sleep. Its limitations include the small number of pa-
tients as well as the clinical heterogeneity of the studied pop-
ulation regarding the duration of the clinical condition and the
type of trauma associated.

Raskind et al.”® published a clinical trial in 2007 involving
40 former US military personnel with PTSD associating other
methods of symptom assessment. In addition to the CAPS scale,
we used the Pittsburg Quality Index (PSQI), Clinical Global
Impression of Change (CGI-C), Nightmare Frequency Ques-
tionnaire-Revised (NFQ), and the Hamilton scale; three pa-
tients were lost to follow-up and four discontinued the study
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due to side effects (of which three used prazosin and one used
placebo). Prazosin significantly improved the frequency and
intensity of trauma-related nightmares, sleep quality, and the
patient’s overall clinical status. There was an improvement in
depressive symptoms and an overall reduction in the CAPS
score, but both results were not statistically significant in the
present study. Side effects reported in this study were dizziness
due to postural hypotension in 15 patients, 9 of whom were on
prazosin and 6 were on placebo. Of the nine who took pra-
zosin, one also used two other anti-hypertensive medications
(hydrochlorothiazide and lisinopril) and three used medica-
tions with alpha-1-adrenergic antagonism functions (nefazo-
done, nortriptyline, and quetiapine). The study indicated that
there was no difference in the mean blood pressure values in



any group regardless of how blood pressure was measured (su-
pine or rising position).

In 2012, Germain et al.”® published a randomized 8-week
study of 50 patients involving the use of prazosin (n=18), a be-
havioral psychological approach to sleep (n=17), and placebo
(n=15). Sleep quality was measured by the PSQI, CGI, and
PCL (PTSD checklist) questionnaires and with polysomnog-
raphy before and after the intervention. The results showed sig-
nificant improvement in PTSD insomnia and daytime symp-
toms in both therapeutic groups, with no statistically significant
difference between the psychological approach and the use of
prazosin.

A clinical trial published in 2013 by Raskind et al.”’ monitored
for 15 weeks active US Army Iraq and Afghanistan military
service members diagnosed with PTSD. A total of 67 patients
were administered the CAPS, PSQI, and CGI questionnaires.
There was significant improvement over the study’s three pri-
mary outcomes: trauma-related nightmares, sleep quality, and
overall clinical status. Prazosin was effective in reducing all the
other PTSD symptoms (CAPS scale), which was not the case
in a previous study by the same group, where they noted im-
provement in sleep quality, nightmares, and overall clinical sta-
tus without improvement in the total CAPS score compared to
placebo.

Ahmadpanah et al.’! conducted a clinical trial involving the
use of prazosin, hydroxyzine (antihistamine), and placebo to
evaluate the sleep quality of 100 PTSD patients. Total sleep du-
ration and reduction in the number of nightmares occurred in
prazosin and hydroxyzine groups, with better results for pra-
zosin. However, the reduction in overall symptoms of PTSD
occurred exclusively in the prazosin group. The study had a
small sample so that further generalizations could be inferred
and used a short, unspecified questionnaire based on the old
DSM-IV (Mini International Neuropsychiatric Interview, MINI)
criteria to assess the response of medications to the general
symptoms of PTSD. In this sense, it has been shown that high
noradrenergic activity may be associated with hyperexcitation,
trauma nightmares, and sleep disorders in PTSD individuals,
probably through stimulation of alpha-1-adrenergic receptors
in the prefrontal cortex of the brain. Prazosin decreases the ef-
fects of norepinephrine on brain alpha-1 adrenoreceptors and
may be a promising agent for the treatment of PTSD, as some
studies found it to be effective and well tolerated.

A study examined the role of the noradrenergic system in the
pathophysiology of PTSD and conducted a systematic review
to evaluate the efficacy and tolerability of prazosin in PTSD
patients. A meta-analysis combined data from various studies
to better estimate the effect of prazosin on specific outcomes.
Prazosin was significantly more effective than placebo in reduc-
ing distressing dreams in PTSD patients, although our results
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should be interpreted with caution due to the small number of
studies included in our quantitative synthesis.”

In 2015, a meta-analysis compared the short-term effective-
ness of prazosin versus imagery rehearsal therapy (IRT) on
nightmares, sleep quality, and PTSD. Four studies used prazo-
sin, 10 used IRT alone or in combination with another psycho-
logical treatment, and one included one group receiving pra-
zosin and another group receiving IRT. The total effect size of
both treatments had moderate magnitude for nightmare fre-
quency;, sleep quality, and PTSD (p<0.01). The effect size was
not significantly different with regard to the type of treatment
(psychological vs. pharmacological) on nightmare frequency
(p=0.79), sleep quality (p=0.65), or PTSD (p=0.52). IRT com-
bined with cognitive behavioral therapy for insomnia showed
more improvement in sleep quality compared with prazosin
(p=0.03), IRT alone (p=0.03), or IRT combined with other psy-
chological interventions (p<0.01). Although IRT and prazosin
interventions produce comparable acute effects for the treat-
ment of nightmares, the addition of cognitive-behavioral ther-
apy for insomnia appears to improve treatment outcomes for
sleep quality and PTSD.”

Another meta-analysis examined the effectiveness of pra-
zosin for nightmares and other sleep disorders in adults with
PTSD. A systematic review of databases for double-blind, pla-
cebo-controlled, randomized controlled trials of adults diag-
nosed with PTSD who reported prazosin-treated sleep disor-
ders was conducted in January 2015. Six randomized controlled
trials of prazosin for sleep disorders in PTSD patients were
included (sample n=240). Prazosin was found to be statisti-
cally significantly more effective than placebo in improving
sleep quality [p=0.987, 95% confidence interval (CI): 0.324-
1.651] and reducing overall PTSD symptoms (p=0.699, 95%
CI: 0.139-1.260) and sleep disorders in particular (p=0.799,
95% CI: 0.391-1.234). Prazosin showed medium to large and
statistically significant effects on PTSD symptoms in general
and sleep disorders in particular. Although promising, the re-
sults should be interpreted with caution considering the lim-
ited number of participants and the limitations induced by most
participants as male and non-civilian.* Raskind et al.* conduct-
ed a new randomized, double-blind, placebo-controlled clin-
ical trial that found results contrasting with the published lit-
erature. A total of 304 patients were followed for 26 weeks.
Those randomized to a prazosin group received up to 12 mg/
day (women) and 20 mg/day (men). Using the same assess-
ment questionnaires, at the end of 10 weeks of treatment, there
was no significant difference between the groups regarding
the CAPS, PSQI, and CGI-C scores. After 26 weeks, the results
were maintained with an additional reduction in systolic BP
(6.7 mmHg in the prazosin group) and an increase or onset of
suicidal ideation in the placebo group (15% vs. 8%). Although
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no differences in drug tolerability using the highest doses ever
tested in clinical trials were found, this study showed the in-
effectiveness of prazosin for sleep symptoms in PTSD. A pos-
sible justification for the negative result may involve the study
selection bias, because clinically stable patients were recruited,
which would make them less susceptible to improvements pro-
vided by anti-adrenergic treatment.

Patients who were unable or unwilling to discontinue the use
of trazodone, an anti-depressant with alpha-1-adrenergic an-
tagonist action, were not included in the study. These patients
could be potential responders to prazosin, given a good re-
sponse to the same pharmacological target.”®

The results of a study by Raskind et al.”® showed that prazo-
sin did not improve sleep-related problems in PTSD patients.
The placebo response rate was quite high in this study. Prazo-
sin could be effective in patients with psychosocial instability
who might have a low placebo response rate that were includ-
ed in the study because sleep disorders and psychosocial prob-
lems seem to co-occur frequently in this population. In addi-
tion, patients received relatively high doses of prazosin, with
hypotensive effects. Nevertheless, the authors could not rule
out the possibility that chronic symptoms of nocturnal PTSD
may have been aggravated as an adverse effect of nocturnal
hypotension caused by prazosin.*

McCall et al.” evaluated prazosin’s single nocturnal intake
and the impact on suicidal ideation in 20 PTSD patients, ran-
domizing 10 patients to a control group and followed up for
8 weeks in both groups. The Scale for Suicide Ideation (SSI)
and Columbia Suicide Severity Rating Scale (C-SSRS) dem-
onstrated no association between the use of prazosin and im-
provements in suicidal ideation. Limitations of the study were
a small number of patients involved and the single adminis-
tration of medication. Previous studies showed overall clinical
improvement in patients when the medication was also admin-
istered during the day but did not assess the specific suicidal
ideation variable. Despite this finding, most studies showed
the beneficial action of prazosin on PTSD.

A meta-analysis analyzed evidence from the literature on
the role of prazosin for the treatment of PTSD. Of 402 articles
selected, 6 studies were included in the systematic review and
meta-analysis. The results showed that PTSD patients receiv-
ing prazosin showed significant improvement in nightmares
[standardized mean difference (SMD)=1.01; 95% CI, 0.72-1.30],
general PTSD symptoms (SMD=0.77; 95% CI, 0.48-1.06), and
overall clinical improvement (MDS=0.94; 95% CI, 0.6-1.29)
compared with a placebo/control group. Prazosin improved
sleep quality (SMD=0.87; 95% ClI, 0.55-1.19), hyperarousal
symptoms (SMD=1.04; 95% CI, 0.23-1.84), content dreams
(SMD=1.33; 95% CI, 0.69-1.97), and total sleep time (60.98
minutes; 95% CI, 18.69-103.26). Minor side effects were re-
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ported that were similar between prazosin and placebo groups.
Prazosin may improve nightmares and general symptoms of
PTSD, including hyperexcitation, sleep disturbance, total sleep
time, and sleep quality.*

A literature review of PTSD, prazosin, treatment, and resis-
tance was also conducted. At least 10 clinical studies of prazo-
sin for the treatment of PTSD have been published, including
open and randomized controlled trials. These studies support-
ed the effectiveness of prazosin for treating nightmares and
improving sleep or reducing the severity of PTSD. They also
showed that PTSD treatment with prazosin usually starts at a
dose of 1 mg, with monitoring hypotension after the first dose.
The dose is then gradually increased to maintenance levels of
2-6 mg at night. Studies of military veterans with PTSD used
higher doses (10-16 mg at night). Prazosin was also studied in
young and old adults with PTSD and in patients with alcohol
problems; it reduced cravings and stress responses. Prazosin
offers some hope for the treatment of resistant PTSD cases in
which recurrent nightmares are problematic, with a relatively
rapid response within weeks.”

Another study and review explored the literature on the ef-
fectiveness of prazosin for treating nightmares in military vet-
erans. Prazosin has been shown to be effective for treating PTSD
trauma-related nightmares. Because of its low side-effect pro-
file and ability to improve sleep and reduce nightmares of trau-
ma, prazosin has been recommended as an adjuvant therapy.
Prazosin should be started as an adjuvant treatment to pro-
mote sleep in those with PTSD nightmares. It should be start-
ed at 1 mg and titrated upward until the desired absence or
reduction of nightmares is attained, with a maximum dosing
recommendation of 20 mg at bedtime and 5 mg in the middle
of the morning.*

A review paper evaluated the clinical efficacy and safety of
prazosin as the primary pharmacological treatment for PTSD.
As a criterion for inclusion, studies had to test the efficacy of
prazosin alone or added to ongoing treatment in adults with
PTSD using validated tools to assess and monitor disorders, al-
low comparisons based on univariate analyses, and highlight
identified adverse reactions. Twelve studies were included: five
randomized controlled trials, four open prospective trials, and
three retrospective archival reviews. The evaluation involved
276 patients exposed to civil (19%) or combat trauma (81%).
Prazosin significantly decreased trauma nightmares, avoided
hypervigilance, and improved patient status in all of the stud-
ies. No significant differences in blood pressure were observed
at the end of the trials. In addition to the methodological and
clinical biases of these studies, the present review not only con-
firmed the efficacy and good tolerability of prazosin but also
suggested its possible use as a primary pharmacological treat-
ment for PTSD."!



At the childhood and adolescent level, a systematic review
identified published articles evaluating the use of prazosin to
treat PTSD-associated nightmares. We identified nine pub-
lished articles related to the use of prazosin for the treatment
of PTSD nightmares in children and adolescents. Six of the
nine articles that met our inclusion criteria were case reports.
These six case reports showed marked improvement in night-
mares when Prazine was used, although at a generally lower
dose than that used in adults, with doses ranging from 1 to 4
mg/day. Therefore, prazosin showed promising results for treat-
ing PTSD-associated nightmares in children and adolescents,
although this has not been thoroughly studied. Future place-
bo-controlled studies are needed to evaluate the efficacy and
safety of prazosin for treating PTSD-related nightmares in chil-
dren and adolescents.”

To understand and expand the use of prazosin, a recent case
report described the successful titration of prazosin for PTSD
symptoms in a 49-year-old man who was simultaneously pre-
scribed carvedilol for hypertension. The patient had a previous
unsuccessful prazosin trial due to adverse effects. His second
prazosin study was effective and well tolerated using individ-
ualized titration with careful monitoring by experts. This case
detailed the importance of using caution and close monitoring
in prazosin dose titration in patients prescribed concomitant
alpha-1 antagonists.”

A recent study assessed elevated salivary alpha-amylase (SAA)
activity in PTSD patients. As an alpha-1 NE receptor antago-
nist, prazosin would be expected to alter sAA values in PTSD
patients. Thus, daytime sAA was analyzed in 20 patients with
suicidal PTSD who were randomized to prazosin versus pla-
cebo only at bedtime and found no effect on daytime sAA.
These findings were consistent with studies showing an ad-
vantage of twice-daily prazosin dosing in PTSD.*

In a recent randomized, double-blind clinical trial, alcohol-
dependent veterans with PTSD (n=96) were randomized to
prazosin (16 mg) or placebo in a 12-week outpatient clinical
trial. The main effects of abstinence versus non-abstentionist
status, treatment, and their interactions on changes in PTSD
symptoms over time were examined. There was a major effect
of abstinent alcohol status on PTSD symptoms (p=0.03) so
that non-abstainers had lower total scores on the physician-
administered PTSD Administrative Scale (CAPS) than abstain-
ers. There was significant treatment by the interaction of alco-
hol abstention status (p=0.01)—specifically, among placebo-
treated individuals, those who did not abstain from alcohol
had lower total CAPS scores than alcohol abstainers. In the
prazosin-treated group, abstainers and non-abstainers did not
differ in the total CAPS score. The results were similar in the
evasion (p=0.02), reexperience (p=0.01), and hyperstimulation
(p=0.04) subscales so that non-recipients treated with placebo
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had lower CAPS scores in general. Treatment with prazosin
was not significantly related to changes in PTSD symptoms
throughout the 12-week clinical trial in a comorbid population.
Interestingly, placebo-treated nonalcoholics had a significant
reduction in PTSD symptoms.*

The use of slow-release or fractional doses of prazosin may,
in general, yield better results in assessments reporting general
symptoms of the disorder as well as the expansion of studies
of patients diagnosed with acute stress disorder. This could sug-
gest a therapeutic effect that would reduce the symptoms and
likelihood of PTSD development in these patients.

The authors’ criticism is that several clinical studies showed
the relevant role of prazosin for the treatment of PTSD symp-
toms, especially regarding sleep symptomatology, high mor-
bidity factors, and prevalence in patients. Prazosin is an afford-
able and cost-eftective pharmacological option compared with
other drugs used to treat PTSD.

New randomized, multicenter clinical studies still need to be
conducted to generate a meta-analysis regarding the use of pra-
zosin to establish a systematic review or meta-analysis with lev-
el 1A scientific evidence according to the Oxford classification.
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