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Off-Label Drug Uses

Trazodone: Insomnia (Adults)
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Uses to jgeneral@ku.edu. 
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BACKGROUND
Insomnia is a deficient quality or quantity of 

sleep that negatively affects an individual’s ability to 
perform daytime activities. Primary chronic insom-
nia may present as an organic illness in which sleep 
disturbances last longer than 1 month and all other 
causes of sleeplessness have been ruled out. Second-
ary insomnia may be precipitated by medical or psy-
chiatric disorders, medication use, environmental 
 factors, or changes in circadian rhythm.

Effective treatment of insomnia requires appropri-
ate diagnosis, as well as pharmacological and behav-
ioral therapy. Traditionally, short-acting hypnotics 
have been preferred for the treatment of primary and 
secondary insomnia; however, abuse potential, depen-
dence, adverse effects, and withdrawal symptoms are 
associated with their use. To avoid such risks, alterna-
tive agents with sedative properties have been investi-
gated, including trazodone.1  

PATIENT POPULATION
Adult patients with primary or secondary insomnia.

DOSAGE AND DURATION
50 mg to 100 mg at bedtime.1,2 

RESULTS
Primary Insomnia

The use of trazodone in treatment of primary 
insomnia is limited to 2 controlled trials evaluat-

ing short-term use (1 to 2 weeks); objective sleep  
measurements were assessed in only one trial and 
subjective measurements were assessed in both  
trials.2,3

Controlled Trials
  In a multicenter, double-blind, randomized, 

parallel-group, placebo-controlled trial, 306 adult 
patients (21 to 65 years) were randomized to receive 
placebo (n = 104), zolpidem 10 mg (n = 102), or 
trazodone 50 mg (n = 100) for 14 days. A total of 
278 patients completed the study (97 vs 91 vs 90 
patients, respectively). Inclusion criteria consisted 
of a 1-month history of disturbed sleep (ie, at least  
30 minutes of self-reported sleep latency [SSL] and 
a 4- to 6-hour self-reported sleep duration [SSD] at 
least 3 nights a week). During week 1, trazodone 
decreased SSL significantly more than placebo, and 
zolpidem decreased SSL significantly more than either 
trazodone or placebo. SSD was also significantly lon-
ger in patients treated with either trazodone or zol-
pidem during week 1. During week 2, SSL was still 
significantly shorter in patients receiving zolpidem; 
however, the effects of trazodone on SSL were compa-
rable with placebo. Only patients receiving zolpidem 
continued to experience significantly longer SSD in 
week 2. Progressive lengthening of SSD with placebo 
was noted in weeks 1 and 2, potentially lessening the 
treatment effects of both zolpidem and trazodone in 
week 2.3
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The hypnotic efficacy and daytime effects of tra-
zodone was examined in a double-blind, placebo-
controlled crossover study enrolling 16 adult patients 
with sleep lab–confirmed primary insomnia (sleep 
efficiency ≤85%). Trazodone (50 mg) or placebo was 
administered 30 minutes before bedtime for 1 week 
with a 1-week washout between treatment periods. 
Patients took medications under sleep lab conditions 
on nights 1 and 7 of the treatment periods. Sleep effi-
ciency parameters were measured on nights 1 and 7 of 
the treatment periods and daytime impairment effects 
(eg, equilibrium, short term-memory, simulated driv-
ing) were measured on the morning after nights 1 and 7.  
When compared to placebo, trazodone significantly 
reduced total awakenings, total time (minutes) spent 
in stage 1 sleep, and percentage time spent in stage  
1 sleep. On day 7, trazodone treatment was associ-
ated with a significant increase in slow wave sleep 
(SWS) time. There was no difference between the 
groups for sleep latency, rapid eye movement (REM) 
latency, wake after sleep onset (WASO), stage 2 sleep 
(time or percentage), REM sleep (time or percent-
age), SWS%, or sleep efficiency. Small but significant 
impairments were noted with trazodone for short-
term memory, verbal learning, equilibrium, and arm 
muscle endurance tests. There were no differences 
between the 2 groups for driving errors in simulated 
driving tasks. The authors concluded that trazodone 
is efficacious for sleep maintenance but may be asso-
ciated with cognitive and motor  impairment.2

Secondary Insomnia
Trazodone has been evaluated in several con-

trolled trials for the management of secondary insom-
nia (eg, associated with depression, medication use, 
or mood disorders), measuring subjective and objec-
tive measurements with use up to 6 weeks.4-8 

In a randomized, open-label, 6-week study, 
the effective dose of trazodone was evaluated in 
patients with nonorganic insomnia secondary to 
a depressive disorder. Seventy-five patients were 
given trazodone 50 mg/day for 2 weeks and then 
randomized to receive 50, 75, or 100 mg/day for 
the remaining 4  weeks. Symptoms were assessed 
at baseline and 2, 4, and 6 weeks after treatment 
initiation. The Hamilton Depression Rating Scale 
(HDRS), Hamilton Anxiety Scale (HAS), Self-Rat-
ing Depression Scale (SDS), and self-rating for sleep 
were used. Imipramine was the only concomitant 
medication allowed. Of the initial study popula-
tion, 33 patients completed the study. Depressive 

symptoms were significantly improved at 2, 4, and 6 
weeks, with symptom improvement similar among 
the doses. Sleep disturbances, premature morning 
awakening, difficulty initiating sleep, and lack of 
sound sleep were significantly improved at 2, 4, and 
6 weeks at all doses, with trazodone 100 mg as the 
most effective dose in improving measures of sleep.4

In a double-blind, placebo-controlled crossover 
study, effects of trazodone were examined on sero-
tonin reuptake inhibitor–induced insomnia. During 
study night 1 (adaptation), 12 female patients’ sleep 
was evaluated, followed by baseline polysomnogra-
phy (PSM) on night 2. Patients were then randomized 
to treatment phases with trazodone 100 mg or pla-
cebo for 7 days separated by 7-day washout period. 
PSM recordings were repeated on nights 3, 9, 17, and 
23 of the study. At baseline and at end point, HDRS 
was used to evaluate depression, and sleep was 
assessed by patient rating using the Pittsburgh Sleep 
Quality Index (PSQI). The HDRS score at endpoint 
was significantly decreased in all patients; however, 
no significant difference existed between placebo and 
trazodone scores. Compared with baseline, the PSQI 
score was significantly reduced in all patients, with 
no significantly greater effects of trazodone observed. 
Total sleep time, percentage of stage 3 and 4 sleep, 
stage shifts, awakenings, sleep efficiency index, and 
sleep continuity index were acutely improved after 
1 night of treatment with trazodone compared with 
baseline. In comparison with the first night of trazo-
done treatment, total sleep time, sleep efficacy index, 
and sleep continuity index were decreased at trazo-
done therapy conclusion, yet were still significantly 
higher than at baseline. Decreases in awakenings and 
stage shifts, as well as increases in stage 3 and 4 sleep, 
were further improved at the conclusion of trazodone 
therapy compared with 1 night of treatment.5 

SAFETY
This is a limited safety profile. Refer to pack-

age labeling for complete prescribing information 
(eg, Warnings/Precautions, Adverse Reactions, Drug 
Interactions).

Trazodone labeling has a black box warning 
regarding a possible increased risk of suicidal think-
ing and behavior (suicidality) in children, adoles-
cents, and young adults with major depressive dis-
orders and other psychiatric disorders. The most 
common adverse reactions noted in reviewed trials 
included daytime sedation, nausea, headache, and 
dizziness.2-7
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THERAPY CONSIDERATIONS
Results from short-term controlled trials indicate 

trazodone’s effectiveness for the treatment of primary 
or secondary  insomnia (eg, associated with depres-
sion, medication use, or mood disorders). Daytime 
sedation and motor impairment should be  considered. 
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