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ABSTRACT

Qbjective: No highly effective pharmacologic interventions to prevent delirium have
been identified. We examined whether suvorexant, a potent and selective orexin
receptor antagonist, is effective for the prevention of delirium.

Methods: We conducted a multicenter, rater-blinded, randormized, placebo-
controlled clinical trial in intensive care units and regular acute wards between April
2015 and March 2016, Eligible patients were 65 to 89 years old, newly admitted due
to emergency, and able to take medicine orally and had an expected stay or life
expectancy of 48 hours or more. Seventy-two patients were randomly assigned using
the sealed envelope method to receive suvorexant (15 mg/d; 36 patients) or placebo
(36 patients} every night for 3 days. The primary cutcome measure was incidence of
delirium as detarmined by the DSM-5. Trained psychiatrists assessed for delirium.
Results: We found that delirium developed significantly less often among patients
taking suvorexant than among those taking placebo (0% [n/N = 0/36] vs 17% [6/36],
respectively, P = .025). Comparison by log-rank test also showed that delirium
developed significantly less often among patients taking suvorexant than among
those taking placebo (x2 = 6.46, P = .011). Analysis of variance revealed a tendency
for main effect of treatment (F = 3.79, P = .053) on the sleep-wake cycle disturbance
score {item 1) of the Japanese version of the Delirium Rating Scale-Revised-98 (DRS-
R-98-J). There were no significant differences in adverse events.

Canclusions: Suvorexant administered nightly to elderly patients admitted for acute

care may provide protection against delirium. Larger studies are needed to show the

potential of suvorexant to improve the circadian core domain of delirium.
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Figure 1. Trial Profile

| Patients admitted (N = 1,419) |

Intubated/a life expectancy less than 48 h {n=574)
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" An expected stay less than 48 h (n = 615)

l Assessed for eligibility (n = 230) |

Excluded {n = 158}
Not meeting inclusion critetia {n = 135)
3 taking strong CYP3A inhibitors
32 with severe fiver dysfunction
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| Randomization (N =72) |

30 with severe respiratory dysfunction

54 taking antipsychotics

16 alcohol dependence and drug abuse
Declined to participate (n = 23)

Allocated to placebo (n = 36) Allocated to suvorexant {n = 36}
Received allocated intervention {n = 35) Received allocated intervention (n=36)
Did not receive allocated intervention (n = 1) Did not receive allocated intervention {n = 0)
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Lost to follow-up {n = 0)

Withdrew consent (n=2)

Transferred to another hospital (n =0)
Worsening of medical disease {n =1)
Developed delirium (n =6}

Lost ta follow-up {n = 0}

Withdrew consent (n =0Q}

Transferred to another hospital (n = 2}
Warsening of medical disease {n=0)
Developed delirium {(n=0)
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Analyzed {n =36}
Excluded from analysis (n =0)

Analyzed (n=36)
Excluded from analysis (n = 0)

Table 1. Baseline Characteristics?

Placebo Suvorexant
Characteristic (n=36) {n=36) P .
Age,y 783 (6.2) 78.5(6.5) 30 Figure 1
Male, n {9) 19 ({53) 23 (64) A7
Asian, n (%) 36 (100) 361000 10 1419 A DK A B E (ICU: 656 . 2R
Body mass index 229{4.3) 219(2% 27
Habitual drinking, n (%) 8(22) 7019) 10 FH:763 A) DN, 4BEER LAN D 424 (574
Total number of medications 3.2 (2.7) 48 (3.0) 54 . .
Number of psychatropic medications 0.22 1042) .19 (0.40) 78 AV BLLIT48ERALIPN D AR (615.M) A5ER
Habitual use of sleeping piHs,b n (%) 7(19) 8(22) 10 9* é n.ozo ﬂ’ﬂ, [5‘—{]’—' 5’* E ﬁ % {ﬁ L7 r_ fﬂ
Opioids, n (%) 0 3(8) 24 . 53 1w 7o L T AE
Potentially deliriogenic medication, n (%} 1131} 12(33) 10
Pravious delirium, n (%) 2(6) 38 10 (135 M) MER 23 ) & =72 A
Psychiatric diagnosis before admission,® n {%; 3(8} 1(3) A1
Admission to intensive care units, n (9%) 19 (53) 18 (50) 10 EVEL IRV ITFLR,
Admission diagnosis, n (%}
Infectiond 9 (25) 10(28) 10
Heart fatlure/myocardial infarction® 019 (22 10
Strokel 7(19) 7(19) 10 Table 1 BELHE
Lung cancer 38 2 (8} 14
Fracture® 3 (8 1(3} | RS - EBEE B2 = B
Rhabdomyolysis 2(6) 206 10 fERfLSh - BEE R 2HM TR
Aortic dissection 2(8) 1(3) 10 7 - ni i i
Traumatic pneumothorax > By 10 & k727, Clinical Dementia Rating score
Subdural hematoma 1(3} 1(3} 1.0 EY N &7 e e
Diverticular bleeding 1] 2(6) A9 ﬁ‘O.SHLTﬁ%ﬂEiTJi MCl %TT—".—}i
Anemia 0 1{3) 1.0 e 7 g
Number of medical or surgical comerbiditles 20(1.3) 19020 89 ﬁﬁﬁiﬁ& ﬁﬁ%ﬁ 20T ° ﬁ@%-ﬁa%@{ﬂ;
Charlson Comorbidity Index 23022 26(24) 59 1 Y=
APS component of APACHE Il 8020 3422 24 ﬁb‘é@)%ﬁ&f;éiﬁ RIS EZEE2H -
ECOG Performance Status 3307 3110 J0 e _ ~ - et
Clinical Dementia Rating, n (%) T2, EEERIO CRP, hs-CRP. IGF-1EICH
Score of 0 27 (75) 27(75) 1.0 -
Scare of 05 or more 9(25) s@Es 10 E A7,
Delirium Rating Scale-Revised-98 44 (43) 35(386) 47
Sadium, mmol/L 1385(3.5) 1388(4.1) 59
Chlorine, mmol/L. 10361{5.1) 105.1(4.3) 16
Potassiur, mmol/L 408 {051} 4.23 (0.60) 30
Calcium, mg/dLh 9.26 {0.56) 9.24 (0.33) B7
CRP, mg/dl’ 5.79 (6.16) 4.06 (4.78) 19
hs-CRP, ng/mL‘ 53,518 (58,186} 38,388 (46,995} 24
IGF-1, ng/mL* 78.3 (6.3) 80.2(5.9) 82
S100B, pg/mLi <16 <16




