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Background: Trazodone is commonly used in the
treatment of insonmia and nightmares in patients with
PTSD. There is little evidence in the literature for this prac-
tice. Method: Seventy-four patients from the Palo Alto Veter-
ans Affairs Health Care System in California who were ad-
mitted to a specialized 8 week inpatient treatment program
for PTSD were surveyed regarding their use of trazodone in
the treatment of insomnia or nightmares. Patients were
asked to complete a questionnaire regarding trazodone’s ef-
fectiveness, side effects, and optimal doses. Results: Of 74
patients surveyed, 60 patients were able to maintain an ef-
fective dose of trazodone. The other 14 patients were unable
to tolerate the medication. Seventy-two percent of the 60
patients assessed found trazodone helpful in decreasing
nightmares, from an average of 3.3 to 1.3 nights per week
(p<.005). Ninety-two percent found it helped with sleep on-
set, and 78% reported improvement with sleep mainten-
ance. There was a significant correlation between the effec-
tiveness in decreasing nightmares and improving sleep
(r=.57, p<.005). The effective dose range of trazodone for
70% of patients was 50 to 200 mg nightly. Of the 74 patients
surveyed, 9 (12%) reported priapism. Conclusion: Trazodone
appears effective for the treatment of insomnia and night-
mares associated with chronic PTSD. However, controlled
trials are needed before any definite conclusions can be
drawn. The higher than expected occurrence of priapism
warrants clinicians asking directly about this side effect.

Introduction

It has become a common and accepted practice to treat
insomnia with trazodone. Trazodone, a triazolopyridine deri-
vative, was first marketed in the United States as an anti-
depressant in 1982. Some initial reports questioned its
antidepressant efficacy but several subsequent reviews have
substantiated it [2,7,8,30]. These initial reports questioning its
efficacy may have contributed to the practice of trazodone as a
sedative/hypnotic agent. A retrospective review of 30,000
patients found that one third of patients on a serotonin-
selective reuptake inhibitor or clomipramine were using a
secondary medication for insomnia and/or anxiety. The use of
trazodone as the secondary agent was noted in 7.7 % of patients
[29].

Patients with post-traumatic stress disorder (PTSD) often have
sleep disturbance [19]. Insomnia is part of the hyperarousal
complex of symptoms and nightmares are characteristic in the
symptom cluster of reliving the traumatic event. Neylan and
associates performed an archival analysis on complaints about
sleep based on data from the National Vietnam Veterans
Readjustment study [24]. Three groups were compared as to
sleep onset and maintenance insomnia and nightmares. The
groups consisted of 1200 male Vietnam-theater veterans, 412
male Vietnam era veterans and 450 male civilian controls.
Frequent nightmares were found exclusively in patients
currently diagnosed with PTSD.

Patients with chronic PTSD are at high risk for substance abuse
[3,4,14,18]. Chilcoat and Breslan [4] further noted that
traumatic events alone without the diagnoses of PTSD, did
not place patients at higher risk. The greatest risk of drug abuse/
dependence was with prescribed psychoactive medications
and not illegal drugs. They concluded that treatment of PTSD
symptoms with psychoactive drugs may inadvertly contribute
to drug abuse/dependence. Because trazodone is not an
addictive medication, it may be particularly useful in a PTSD
population to target insomnia and nightmares.

Method

There were 184 patients admitted from March to November
1998 to a specialized 8 week inpatient unit for the treatment of
chronic PTSD at the Veterans Affairs Palo Alto Health Care
System in California. Eighty patients were randomly assigned to
one (CAP) of two psychiatrists and 74 met criteria for
participation. All patients were male and (a) received a physical
exam, (b) signed a written informed consent after study
procedures were explained, (c) had a current DSM-IV diagnoses
of PTSD that was confirmed on clinical exam by the admitting
psychiatrist (CAP) and 68 patients had a Structured Clinical
Interview of the DSM-IV (SCID). All patients who entered the
study denied the use of alcohol or illicit drugs for a minimum of
30 days.

Patients were asked to participate if they had ever taken
trazodone for insomnia or nightmares. Each survey was
administered by a psychiatrist, psychologist or pharmacist.
Fourteen of the 74 patients had intolerable side effects and
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discontinued the medication. Four the 60 patients continuing
trazodone, orthostatic blood pressure and pulse were obtained.

The authors empirically designed a questionnaire addressing
trazodone’s efficacy in decreasing insomnia and the frequency
or intensity of nightmares, optimal dosage, concurrent medica-
tions, and side effects. Data analysis was performed using the
program SYSTAT 7.0 for those 60 patients maintained on
trazodone. Improvement of insomnia and nightmares was
rated on a 0 to 4 point scale and average improvement was
assessed. A paired t-test was performed to assess the frequency
of nightmares before and after trazodone use. Pearson correla-
tions were performed on the 3 variables of optimal trazodone
dose, helpfulness with decreasing nightmares, and improving
sleep.

Results

All subjects were male and ranged in age from 28 to 60 years
with a mean age of 50. All patients had a current diagnosis of
chronic PTSD, as well as at least one comorbid diagnosis. Sixty-
eight (92 %) had major depressive disorder (MDD), and 55 (74 %)
had both MDD and a history of substance abuse (SA). Other
comorbid diagnoses included anxiety disorders (7%) and
bipolar disorder (4%).

Of 74 subjects who entered the study, 14 (19%) discontinued
trazodone due to side effects either in the past or during their
trial with trazodone in the program. Since only 60 subjects were
able to reach an optimal dose, the following analysis was done
with these subjects. All 60 stated trazodone was taken for
insomnia and 55 stated it was also taken for nightmares (NM).
The optimal dose for insomnia as well as nightmares ranged
from 25 mg to 600 mg with 42 subjects (70%) on doses from 50
to 200 mg. The mean dose was 212 mg daily. The data was
inspected to verify that assumptions for parametric analysis
were met. Pearson correlations were performed with 3
variables: dose, helpfulness with nightmare (NM help) rating,
and helpfulness with sleep (SLP help) rating. The NM help and
SLP help correlation was .57 with p<.005, n = 55. There were no
significant correlations between dose and either NM help (r=
-0.01, n=55) or SLP help (r=.16, n=60). A paired t-test was
performed with frequency (nights per week) of nightmares
before (NMbe) and after (NMaf) trazodone use. The mean NMbe
was 3.3 (SD = 1.7), the mean NMafwas 1.3 (SD = 1.4) with t =9.7,
df =54 and p<.005.

Subjects rated trazodone’s effectiveness for both overall sleep
and nightmares as 0 - not helpful, 1 - minimally helpful, 2 -
moderately helpful, 3 - extremely helpful. The values for sleep
were: 7 subjects - 1,29 subjects - 2, 24 subjects - 3 for a total of
60. The values for nightmares were 5 subjects — 0, 10 subjects —
1,21 subjects - 2 and 19 subjects 3 for a total of 55. While 100%
reported that trazodone helped with overall sleep, 55/60
subjects (92%) reported help with falling asleep and 47/60
subjects (78%) reported help with staying asleep. Forty of the
55 patients (73 %) who used trazodone for nightmares reported
moderate to significant decrease in nightmares.

Orthostatic blood pressures were taken on the 60 subjects,
sitting for a minimum of 5 minutes and standing for one
minute. Four subjects had a systolic drop of at least 20 mmHg
but only one of these patients had symptoms. Six other subjects

reported symptoms consistent with orthostasis but none had
orthostatic changes. No subject discontinued trazodone sec-
ondary to orthostasis.

Concurrent medication use was evaluated for the 60 patients
who reached an optimal trazodone dose. Ninety-eight percent
(59 patients) were on another psychotropic medication. Fifty-
eight patients (97 %) used an antidepressant: 22 on nefazodone,
19 on paroxetine, 12 on sertraline and 5 on fluoxetine.
Seventeen of the 60 patients (28%) also were using valproic
acid. Eight patients (13%) used a benzodiazepine (lorazepam,
alprazolam, diazepam, clonazepam). Six patients (10%) used an
antipsychotic medication: 5 on olanzapine and 1 on risper-
idone. Miscellaneous medication use included one patient on
diphenhydramine and one on oxycodone and hydrocodone.
Only one of the 60 patients analyzed used trazodone as their
sole psychotropic medication.

Of the 74 subjects, side effects which led to trazodone
discontinuation in 14 subjects were: priapism (5 subjects),
daytime sedation (5 subjects), more vivid nightmares (1
subject), severe dry mouth/dry sinus (1 subject), muscle pain
(1 subject), and severe agitation (1 subject). Of the 60 patients
who reached an optimal dose of trazodone while in the
program, 36 reported side effects (60%); 26 reported daytime
drowsiness, 14 reported dizziness, 6 reported headache, and 4
reported priapism. These 4 cases of priapism had all resolved, 3
with a decrease in dose and with the fourth case the initial dose
was unknown. Thus in the initial group of 74 subjects 9 (12%)
reported priapism, of which 5 discontinued the medication
prior to the survey and 4 continued without further episodes.

Priapism was defined for patients as a painful or prolonged
erection. Of the 9 patients with a report of priapism, concurrent
medications were as follows. Four were only on trazodone, 2 did
not know their concurrent medications, 2 were using sertraline
(one with valproic acid), and one patient was on haloperidol,
metoprolol and amlodipine. For the 8 patients whose dose at
the time of the occurrence was known, the dose range was 50 to
450 mg daily, with an average of 190 mg daily. This average dose
of 190 mg daily is slightly less than the average dose for all
patients of 212 mg daily. For 3 of the 4 patients continuing with
trazodone, the dose was decreased to a range of 25 to 100 mg
daily. None of these 4 patients had further episodes. The
average age of the 9 patients experiencing priapism was 47
years (range 25 - 53 years), which is similar to the average age of
the entire group of 50 years old (range 28 - 60 years). Patients
who had an episode of priapism described it as mild, moderate
or severe in intensity and noted the duration of the episode. Of
the 4 patients who continued trazodone after an episode of
priapism, each rated the intensity as mild to moderate with less
than an hour duration. Of those unwilling to retry trazodone
after priapism, they rated the episode as moderate to severe
intensity with a duration of greater than an hour. Only one
patient who rated the intensity of the priapism as mild to
moderate and less than an hour in duration did not want to retry
trazodone, but not because of the episode but because he found
excessive sedation with the medication intolerable.
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Discussion

In the current survey, the use of trazodone to target sleep
disturbance in patients with chronic PTSD appears to be
effective. Trazodone was subjectively rated as moderately to
significantly effective for decreasing nightmares in 72% of
patients; 92 % noted improvement in sleep onset insomnia and
78% reported improvement in sleep maintenance insomnia.
There was a significant positive correlation between the
usefulness of trazodone for nightmares and insomnia; and
92 % of patients used it for both. Most patients (70%) were on
doses between 50 to 200 mg daily.

Of the 74 patients in the survey, 19% discontinued the
medication because of priapism (7%) or daytime sedation
(7%). While daytime sedation is documented as a common side
effect, the high rate of priapism was unexpected. Of the 74
patients, 9 (12 %) reported at least one episode of priapism. The
incidence of priapism with trazodone has been reported
between 1:10000 to 1:1000 [11] and can occur in men who
are impotent [16]. The exact mechanism whereby trazodone
causes priapism is unknown, but it may be due to its alpha
adrenergic blocking properties [15]. It is not clear why there is a
higher than expected percentage of patients experiencing
priapism in this current study. However, it may be due to direct
questioning about this side effect or an additive effect with
other psychotropic medications. Case reports have linked
priapism to other psychotropic medications. Antidepressants
including fluoxetine, sertraline, paroxetine, buproprion, and
phenelzine, as well as, with antipsychotics such as olanzapine,
risperidone, and fluphenazine hydrochloride are noted in the
literature[1,5,6,9,17,20,23,28,31].It seems possible that these
medications may act synergistically with trazodone. However,
4 of the patients with priapism were solely on trazodone and of
the 5 remaining on a concurrent medication, only 2 were on
medications (sertraline, olanzapine) that have been anecdo-
tally associated with priapism.

While 19% discontinued trazodone due to side effects, 60% of
those continuing trazodone noted some side effect, predomi-
nately daytime sedation or dizziness. Trazodone has often been
associated with orthostatic hypotension, which may account
for the complaint of dizziness. All patients were monitored for
orthostatic blood pressure changes. Six patients (10%) reported
dizziness, but no orthostatic changes were noted. Four patients
(7%) had documented orthostatic blood pressure changes but
only one had associated symptoms. None of the patients
discontinued the trial due to orthostatic blood pressure
changes.

Six previous studies of depressed patients have reported
trazodone effective for insomnia in 40 to 96 % of patients. Four
of these studies were open label, with sample sizes ranging
from 5 to 48 patients [13,22,25,32]. Patients were either on a
monoamine oxidase inhibitor or fluoxetine. Trazodone in doses
of 25-250mg daily was added to target insomnia. One
retrospective review of 13 depressed patients on a monoamine
oxidase inhibitor medication demonstrated trazodone effective
with 75% of patients with insomnia [26]. One double blind,
placebo controlled, crossover study using trazodone in an
average daily dose of 100 mg to treat insomnia in 15 depressed
patients either on fluoxetine or buproprion found that 67 % of
patients had improved sleep with trazodone as compared to

13% with placebo [27]. The current finding of trazodone’s
effectiveness with insomnia in patients with PTSD is consistent
with the previous studies with depressed patients with
insomnia.

There have been 3 reports of the use of trazodone to treat PTSD.
Two of these are single cases reports. Menza [21] noted a patient
with PTSD was successfully treated with trazodone, at a dose of
300 mg daily. However the patient had to discontinue the
medication due to a 2 hour episode of priapism. Hargrave [10] in
a second case report noted the successful treatment of chronic
PTSD in a patient with comorbid multi-infarct dementia. The
patient, on 400 mg trazodone daily, had a decrease in night-
mares and daytime flashbacks and night-time combativeness.
The patient was also being treated with buspirone (15 mg TID)
simultaneously.

Hertzberg et al. [12] studied six patients with combat-related
PTSD and a comorbid history of major depression. The open
label trial used an average dose of 300 mg daily of trazodone
(range 50 to 400mg). They reported that trazodone was
effective in reducing symptoms of PTSD, beyond that of sleep
disturbance symptoms. Itis not clear whether they were also on
concurrent psychotropic medications.

Summary

This current survey assesses trazodone’s usefulness with sleep
disturbance and nightmares in patients with PTSD. It is
consistent with earlier suggestions that trazodone is effective
to target insomnia and nightmares associated with PTSD.
However, a limitation to any anecdotal data is the lack of a
control group and the possible interaction with other medica-
tions. In this case, other medications could have enhanced or
detracted from trazodone’s efficacy. Patients with chronic PTSD
noted significant subjective improvement of insomnia and
nightmares with trazodone. An unexpected finding was the
occurrence of priapism in 9 patients, 4 of whom were able to
continue with treatment without further incidence. Priapism
appears to be more common than previously reported. Double
blind, placebo controlled trials of trazodone in the treatment of
insomnia and nightmares in patients with PTSD are needed.
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