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Filorexant (MK-6096) is an orally bioavailable potent and selective reversible antagonist of OX1 and OX2

Description
receptor(<3 nM in binding).
IC50 & Target Ki: < 3 nM(Orexin receptor)[1].
In radioligand binding and functional cell based assays Filorexant (MK-6096) demonstrated potent binding
In Vitro and antagonism of both human OX(1)R and OX(2)R (<3 nM in binding, 11 nM in FLIPR), with no significant
off-target activities against a panel of >170 receptors and enzymes. Filorexant (MK-6096) occupies 90% of
human OX(2)Rs expressed in transgenic rats at a plasma concentration of 142 nM.
In Vivo Filorexant (MK-6096) dose-dependently reduced locomotor activity and significantly increased sleep in rats
(3-30 mg/kg) and dogs (0.25 and 0.5 mg/kg).
In Vitro:
DMSO : 12.61 mg/mL (29.99 mM; Need ultrasonic)
1mg 5mg 10 mg
Concentration
Preparing 1mM 2.3782 mL 11.8912 mL 23.7823 mL
Stock Solutions 5mM 0.4756 mL 2.3782 mL 4.7565 mL
10 mM 0.2378 mL 1.1891 mL 2.3782 mL
TFARE = S E AN TR 7 e VA R BE IR B A IS VA IS RIS & — BRG0S0/, R
SRR B i R
fit %A A7 77 SRR -80°C, 6 months; -20°C, 1 month. -80°C fif7 I, i7E 6 AN H P, -20°C
figAEIE, A 1 ANH WA
In Vivo:
AR 5 1) S B B RN 4 24 7 SO PRI M T AR 7 o DA IR T RAERTE S % B In Vitro 75 xC 1V i 1) it
B RIS B 7 -
——ARIESEIRAS RO FTHENE, VI 106k 20T URAE A (72800, &4 0RAF: R SRR/ TAEM, I
Solvent&Solubility | gz, R LU v AT IR T 4 H R SR TR 2 MR ) A 5 L E RS R

PUTHE Hrif g, wT A n B R/ s i a7 hiE

VAP IEEFA ). 10% DMSO—~40% PEG300 —~5% Tween-80 — 45% saline

Solubility: =2.5 mg/mL (5.95 mM); Clear solution

M7 ZE AR 2 2.5 mg/mL (5.95 mM, HLFTEE AR A [HEEETR.
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205U IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: =2 2.5 mg/mL (5.95 mM); Clear solution
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3AHKF R INAEFE R 10% DMSO  —~90% corn oil

Solubility: = 2.5 mg/mL (5.95 mM); Clear solution

ET7EAERAF 2 2.5 mg/mL (5.95 mM, HEAFIEEARS) BOPEEEI, MTT SANE T SRR A HTE A H LR
SEH.

L1 mL TAER 6], B 100 uL 25.0 mg/mL 354 DMSO fi§ &% 900 L Fkieh, REe#4.
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Animal administration[1]

The male Sprague Dawley rats (n = 8/study; age: 3-6 months; weight: 450-600 g) were singly
housed with water and food ad libitum and a 12 h light: 12 h dark cycle with lights on at 04:00 and off
at 16:00. Sleep studies were conducted to evaluate Filorexant (3 and 10 mg/kg, p.o.), DORA-22 (10

mg/kg, p.o.) and almorexant (3 and 30 mg/kg, p.o.), employing a counterbalanced crossover design

Animal Administration | in which all animals were alternatively treated with drug and vehicle daily for either 3 or 7

consecutive days (for DORA-22 and Filorexant, respectively): 2 baseline days (no dosing), a 2 day
vehicle-only run-in, a 3 or 7-day arm of drug or vehicle followed by 3 or 7 days of conditional
crossover. Effects of compound treatments relative to vehicle (20% Vitamin E TPGS, p.o.) were

evaluated following administration in the active phase).
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