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Clinical Question

Is trazodone effective and safe for treating
insomnia?

Evidence-Based Answer

Trazodone should not be used to treat insom-
nia. Trazodone decreases the number of nightly
awakenings and may slightly improve subjective
sleep quality, but it does not significantly improve
total sleep time, sleep efficiency (the ratio of time
sleeping to time in bed), sleep latency, or waking
time after sleep onset. (Strength of Recommenda-
tion [SOR]: B, multiple low-quality studies.) Tra-
zodone causes more adverse effects than placebo.
(SOR: B, low-quality randomized controlled trial
[RCT].) It also has a higher fall risk than zolp-
idem or benzodiazepines. (SOR: B, retrospective
cohort study.) Patients treated with trazodone,
zolpidem, and benzodiazepines have higher fall
rates than untreated patients.

Evidence Summary

A 2018 meta-analysis examining the use of trazo-
done for insomnia included seven RCTs with 429
adults (mean age = 46.1 years; range = 38.2 to 81
years; 58.2% female). Six trials took place in the
outpatient setting, and one trial combined inpa-
tients and outpatients.! Patients with insomnia
were included regardless of whether it was pri-
mary or secondary insomnia. Primary outcomes

included sleep efliciency and self-reported sleep
quality. When trazodone was compared with
placebo, there was no significant improvement
in sleep efficiency (standardized mean difference
[SMD] = 0.09; 95% CI, —0.19 to 0.38; P =.53) and
small to no change in sleep quality (SMD = -0.41;
95% CI, —0.82 to —0.00; P =.05). Secondary out-
comes included sleep latency, total sleep time,
number of awakenings, and waking time after
sleep onset. There was a significant decrease in
the number of awakenings in patients receiving
trazodone compared with placebo (SMD = —-0.51;
95% CI, —0.97 to —0.05), with no significant dif-
ferences in other secondary outcomes.

A 2018 Cochranereview pooled three RCTs (370
participants) examining trazodone.? Selection
criteria included an age of 18 years or older and
a primary diagnosis of insomnia; patients with
other comorbidities were included. Results indi-
cated moderate improvement in subjective out-
comes measured by the Pittsburgh Sleep Quality
Index compared with placebo (SMD = —0.34; 95%
CI, -0.66 to —0.02). Two low-quality RCTs (169
participants) used polysomnography to assess
sleep efficiency and found no difference (mean
difference = 1.38%; 95% CI, —2.87 to 5.63). One
low-quality RCT showed more adverse effects,
including morning grogginess, dry mouth, and
thirst, at two weeks with trazodone (65.4%) com-
pared with placebo (75%; P = .003).
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A 2022 retrospective cohort study assessed fall
risk, health care use, and cost among 313,086
adults in the United States treated with zolpidem,
trazodone, or benzodiazepines for insomnia.’
Data were collected from IBM MarketScan Com-
mercial and Medicare supplemental databases for
adults 18 years and older. Patients treated with
these medications had a higher fall rate (3.34%
vs. 1.33%) and fall risk (odds ratio = 2.36; 95%
CI, 2.27 to 2.44) compared with age- and sex-
matched non-sleep-disordered patients in the
control group. Patients treated with trazodone
(5.27 per 100 person-years) had a higher risk of
falls compared with zolpidem extended-release
(2.55 per 100 person-years), zolpidem immediate-
relief (2.99 per 100 person-years), and benzodiaz-
epines (3.85 per 100 person-years).

Recommendations From Others

The American Academy of Sleep Medicine clin-
ical practice guidelines for the pharmacologic
treatment of insomnia in adults recommend that

clinicians do not use trazodone for sleep-onset or
sleep-maintenance insomnia.*
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