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Clinical question
Are orexin antagonists safe and effective for treat-
ment of primary insomnia?

Bottom line

Orexin antagonists help people fall asleep about
9 minutes faster and increase total sleep time by
about 19 minutes versus placebo over the course
of 1 to 3 months. About 8% of those taking orexin
antagonists will experience next-day somnolence
compared with 2% taking placebo.

Evidence
Seven systematic reviews of RCTs were found'”’; we
report mainly on the most recent and comprehen-
sive review. Differences were statistically significant
unless indicated.
e Versus placebo
-In a systematic review' (13 RCTs, 7875 patients,
mean age about 55 years) of sleep diary outcomes,
orexin antagonists changed the following after 1 to

3 months:

—Sleep onset (65 min at baseline) was about 9 min-
utes faster with orexin antagonists (47 min until
sleep onset) than with placebo (56 min).

—Total sleep time increased by about 19 minutes.

—Time awake after falling asleep was about 9 min-
utes less.

—Sleep quality improved about 5% (ie, improved
0.2 points on 4-point scale, which is not likely clin-
ically meaningful).®

—No clinical differences between number of awak-
enings or feeling refreshed on awakening.

-Other reviews had similar findings.?-¢

—Insomnia score response®: 55% versus 42% (pla-
cebo), number needed to treat=8.

-An RCT with 12 months’ follow-up had similar results.’
-Adverse events

—There was no difference in the rate of patients
stopping treatment owing to adverse effects.237.10

—The most common adverse events! reported
included somnolence (8.3% vs 2.2% [placebo],
number needed to harm [NNH]=16) and fatigue,
dry mouth, and abnormal dreams (each about 2%
to 3% vs 1% with placebo).

—Rates of excessive daytime sleepiness were 0.6% ver-
sus 0.3% (placebo), NNH=290; rates of sleep paraly-
sis!® were 0.6% versus 0% (placebo), NNH=155.

—Effects on risk of falling are unclear (4 small obser-
vational studies in hospitals) and range from
increased to decreased association.!'!-
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—One observational study suggests fracture risk
is similar between suvorexant and z drugs.!®
e Versus active comparator
-An RCT comparing 5 mg or 10 mg lemborexant ver-
sus zolpidem extended release'® found the following:

—Sleep onset with lemborexant was 5 to 7 minutes
better (dose dependent).

—Time awake after falling asleep ranged from
no difference to being about 15 minutes better
with zolpidem.

—No difference was noted in time asleep.

—Dropout owing to adverse events: 0.9% versus 2.7%
with zolpidem.

-Limitations: Outcome reporting was incomplete, run-
ins were used, and the RCTs were industry sponsored.

Context
» There was similar efficacy in those older than age 65.!7
¢ Studies suggest minimal withdrawal symptoms, but
there is limited evidence.2!416.18
-Abuse potential not formally assessed in insomnia RCTS.
» Nonpharmacologic sleep restriction therapy is effective.!
e Lemborexant (available in Canada) costs approxi-
mately $50 for 30 tablets.?

Implementation

Insomnia affects around 30% of patients in primary
care populations.?! Management requires addressing
contributing factors. In a primary care cohort,?' pri-
mary insomnia constituted 12% of insomnia cases but
other overlapping factors included depression and
anxiety (50%), general health problems (43%), restless
leg syndrome (22%), sleep apnea (9%), and alcohol or
other substance use problems (12%). Guidelines rec-
ommend treating insomnia with cognitive behavioural
therapy, noting that sleep consolidation and dysfunc-
tional beliefs about sleep should be incorporated into
treatment.?? Validated online tools for practitioners and
patients are available.?® %
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