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SMPORTANCE No highly effective interventions to prevent
deliriurm have been identified.

OBIECTIVE To examine whether rameltecn, a melatonin
agonist, is effective for the prevention of delirium.

DESIGN, SETTING, AND BARTICIPANTS A multicenter,
rater-blinded, randomized placebo-controlied trial was
performed in intensive care units and regular acute wards
of 4 university hospitals and 1 general hospital. Eligible
patients were 65 to 89 years old, newly admitted due

to serious medical problems, and able to take medicine
orally. Patients wera excluded from the study if they

had an expected stay or life expactancy of fess than

48 hours.

INTERVENTIONS Sixty-seven patients were randomiy assigned
using the sealed envelope method to receive ramelteon {8 mg/fd;
33 patients) orplacebo (34 patients) every night for 7 days.

MAIN OUTCOMES AND MEASURES Incidence of delirium, as
defined by the Diagrostic and Statistical Manual of Mental
Disorders (Fourth Edition).

RESULTS Ramelteon was assoclated with a lower risk of delirium
(3% vs 32%; P = .003), with a relative risk of 0.08 (95% i,
0.01-0.69), Even after risk factors were controlled for, rameltecn
was still associatec with a lower incidence of delirium (P = O%
odds ratio, 0.07 [95% €1, 0.008-0.54]). The Kaplan-Meier
estimates of time to development of delirium were .94 (95%
€1, 6.82:7.06) days for ramelteon and 5.74 {5.05-6.42) days for
placebo. Compatisen by log-rank test showed that the
frequericy of delirium was significantly lower in patients taking
rameltaon than inthose taking placebo (¢ = 9.83; P = .002).

CONCLUSIONS AND RELEVANCE Rarnelteon administered nightly
to elderly patients admitted for acute care may provide
protection against delirium. This finding supports a possible
pathogenic rofe of melatonin neurotransmission in delirium.
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Sﬂmm::ioi Each Patient's Highest Total Score on the Delitium Rating Scale-Revised-08 (DRS-RO5) Each pallent was

f dolirs up to 7 days. The cutalf score was 14.5. However, 2 patlents with dementiain the

placebo grobp had scores of 17 and 18 but did not have a delir
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Time to Development of DelifumThe Kaplan-Meler estimates of the {rterval to the developmant of deliium were 5.94 (B5% CY, 6.82-
7.08) days for patients receiving ramefteon and 5,74 (5.05-8.42) days for those receiving placabo. Comparisen by log-mank test

shawed thet delirh leas intha

group {x2=9.83; P =.002).




