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BE. RACEIRLFH 2 ELTT A1 E20mMgE. S#E(IC
i$1 B 1E15mge iEERNICROKE T 5,
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SELBENDED S
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Zk, RIS ELBEN
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CYP3AZFHET 23 | R, W FOKRA | ARV FH v Fofk
#l ORIWEM 238383 5 | #EE%E TH HCYP3A

B SE RIS L
ARV FH 2 bl
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N6161) WZAHK (%A : 20mg. @i © 15mg) 25 SNz,
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ZEIE G IR (4.7%). B 3.9%). ¥ (2.4%) T
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[EEhRE]
1. MiEFRE
(D) EEES (AAAT—2%)
HA NN (1261) 12, AR#|40mg % Z2 IR H. I #E OH% 5- L 72 % 0
ARV FH 2 MEERL PPN S, B 541 5 (1.0~3. 0FRE )
TR IMAE PR E (Cmax) (23 L. PR (t2) 1310, 08 T
Hotz (1),

1 HARMNEFER N IARH40me % 22 I (2 HL R 4% 5% 0
ARV FH Y bOMBEHREYBRE T A -5
AUCp o Cmax ' Tmax*# ti28
(uM-hr) (uM) (hr) (hr)
12.15 1.007 1.5
(10.97, 13.46) (0.858, 1.182) (1.0, 3.0) 10.0=1.0
n=12

TATSEYy (95% EHHIX ) . F Ui GR/MiE, BKAE)
S PAPY (Vv v 7 F 4 7HICK D FHE L R )
(2 HESs HEAT—%)
HHEERER A (1661) 12, AHI10~40mg % 225 B M [l 1% 5 L 72
LA, ARVFH Y OBRERIGHEILLEEZ TH- 72 (F2).
F2 HME B AAI10~40mg 2 ZE I 2 B Rl LI 3% 5 0
ARV FH 2 boISEHSEYERE (T 2 — 5

AUCq o' Cmax ' Tmax* 128
(uM-hr) (uM) (hr) (hr)
0mg |y 555;,32 23) | (. 48;2?516) (1. (1) i. 0) 12.1=1.8
Xmg | g 12: ?i 1) | (. 5(7)'2,6?;3731> (1. é: Z. 0) 12.5%2.6
0meg 1 (g3 ég ?é 98) | (0. 825???082) (. g Z. 0) 12.6=2.5
n=16

TATYy (95% BHHIX ) . F Ui R/, FK )
S AT (P x v 7 A4 7K D EFE L 2R )
B REEE HEAT—%)
AREERER N (3061) 12, AHI10~100mg# 1 H 110114 H [ A #%
Hl7zb&, 3HHIETICEFRBICENEL, ARV FH ¥ FMOmgD
St (R12BF. 95% B MIX R @ 12.0~13. 1K) 25FHEN D
fii & —3 L7z0 AUCoom® RFEAREIL1.21~1.60T. WIFhOH®T
SEFPL Tz,
2.BREDHE
HARNT =% @ RF40mg % NI I IS HIn R 85 5 L7236, 2%
JEIE & I LT AR L F4 2 b OCmaxld23%8h L7225, AUCIZZALL
Beh o7z, Tmaxid 1 BEREERE L7,
WEINT =% 0 AH40mg % W IR R I IR e 5 L7z &, 22
BEE & L T AR L 4 2 b OCmaxid9% 8 L 7225, AUCIEZ L L
Bholze Tmaxil SRFIIEER U7z (THE: - HEICBds 2 L ojE
| OEBE)
3. BRI
ARFN20mg % P 5 L 72BN A 4+ 7 XA T8 7 41362% (5~95
N=trZ L) 55~69%) THbLEshi,
4. 5%
ARV FH ¥ b OTPHGAERITAIILTH - 72,
7\+1/#4+/ Foe MR AFIEE S (599%). ARIMERICHERT
DAT A EE ol AKRKLEYY ML, B MLFET VT I VR
a1-@‘I$1?§§El'%’f@u\fm:eb,:é‘ﬁ\l,f:o
5. X
ARV FHy MEEELTRBICEDHEL, %a)ﬂﬁ liI IZCYP3A
ARG L. CYP2C19b b3 A5G- L CTwiz, Mgz ARV FH
¥ RO ZEORBALGH D 2572 S 7z, :@ﬁsmuﬂww%zmm%
IREBVEEZBND,
6. HEittt
ARV FH Y bOELIRIERIIEEL N T250TH Y, FOKS L7
UCHERR AR L F4 » b O#66% 2SFM P IHEME S 2 DK L, JREA~D
PEMZ23% CTH o720 ARV FH 2 MdFEE LTREW E LTS,
FEPRORPOARL FH 2 MIEGEO1B A TH - 72,0
7. HBRER GIEAT—4%)
(1) F
FEREIR S, AA40mgZ 1 H 1 H14H M ERS Lz L & E#IR
BTOARLFH ¥ FDAUC2un Cmax e Pt P fEIZ, Fh 2
. 10.64 4 M-hr, 1.080 u ML U, 4R TdH > 720 HEHER RIS, A
#l40mg#Z 1 H 10 7 HR KRG Lz &, E@HWIRETOARL 4
¥ FDAUCo2mry Cmax M Oty F¥EIE, EN 2, 17.88 u M-hr,
1.336 u M 18 AR T d V. EHER A & X T, AUCozunr 2 O°
Cmax|IF % R Ly 2@ IERED A SN 720wl A I E 5 K 09k
AN HRAE B2, AH15mg M 020mg % 2t 1 H 1 Il K5
LBOERWIRETOARL F4 ¥ b ofh 9 Ko il 4 b i g
(Conr) 13, ZNZN0.362 u MM T¥0. 321 u MTRIBRETH - 720
(2) BHEREREE
EREERRERE RS (Cler @ 30mL min 1. 73m?LL ) IZA#|20mg
ZHAES L7250 ZARL F4 2 OCmax K FAUCIKE, REHERA &
e U C15% M U°22% B o 726

(3) FriaErE=
PR PR R B (Child-Pugh A2 2 77~9) 1ZAFI20mg % Bl H
BL7BOARLFH Y b OCmaxid, EERA LB L T6%HE L.,
AUCIE3% B> 720 HEEEFHAERE 5 B3 (Child-Pugh X = 710~15)
TOFEWHRIIMFT LTV, ([HEERS | OEBRE)
(4)BMI
AKH20mg % AN EF A S L7220 EHIRETO ARL £~ b
DConrld, KAEEHE (BMI : 18.5kg  m2kiil, 6 B1) TO.171uM,
HEBMI (18.5kg m2Bh k. 25kg  m2oAiii. 13961) @ H TO.323 u M.
RIAG B (BMI : 25kgm2PL L. 30kg m2Aii, 94%1) T0.384uM
KOHEm R (BMI @ 30kg m2Ph b, 4261) C0.353 uMTdH - 72
8. EMBEMER NEAT—%)
¥ () 7J)a—iL L
FEHE R A 308012 AFHN40mg e 08 7 v 2 — V0. 70g kg% B A M3 5 L
7BR RBHGEBIREBE DA 2K T A A SNz (THEMEN] 0ES
iy
(2) AR L X4 > NOEMENREICH T 2 HAEDOHE
D7 harv—u
KAl (AmgHill) ECYP3AZHL HHET 27 a3+ V=)L (400mg 1
H1EREORE) 200 LB, ARV 4 > FOCmaxk FAUC
1323% R T179% B L7z, (3] KROY [HIEAEH] 0ESK)
X2V NVFTEAL
AHA] (20mgHila) & Y IIVF 7L (240mgl H 1 HIKHE) 200 L
2B AR L ¥ 2 b OCmax L VAUCIEZ22% Jz U105 % 3600 L 720
T - By 2 ] EojEi | KOS [HEMEH] oEsi)
VT ET Y
AH) (A0mgHLE) L) 77 ¥ (600mgl H 1IEEE) % B8
L7zB ARV FH 2 b OCmax & OFAUCIZ64% . U°88% i L 720
(MHHAEH] DES)
G)VHAROEMBREICHT I IR L X4 FOFE
1) In vitrofCiiAb&
ARV FH v MICYPIA R UG OPHEE M % 53 2 W2 H
LI EMNRENTVS, o FCYPHT-H (CYP1A2, CYP2B6.
CYP2C8. CYP2C9. CYP2C19. CYP2D6) KU b 5 v A HF— ¥ —
(OATP1BI. BCRP, OCT2) 1ZxL Cid. ERMICEWRD B % FHF
EHRELDWHEEEIEKVEEZEZONL, ARLIH 2 M &2 EES T
5Lz o T, EIWCCYPHTHIC & » T S 2 BHT oA %
TS W HEE IR
2 VITXRT v (PHERAKH)
AH (40mg1 H1EKHE) &YV THy > (0.5mgHmE) 2P L7z
B, ¥ IF Y Y OCmax Kk FAUCIZ21% f 27 % WML 720 A KL
FH U MG Y TR T VIR O 6 R B LLNIZH L 7.
([HHHEAEH] OHEB)

(78) AAOKRENRIZLAIZIE 1 H20mg, EE#EICIE 1 H15mgTdh 5.

(ERFRAAE]
%1 S INEERR R ER 2
E B IE R 7 7 & AR R (HARALGH6]) 2B T, FSVEAIRAE B3
63861 [N (20~64j%) 37001, wifsE (65 Lh L) 268611 ([ZAH (K
A D 20mg. W#EH C15mg) XIE 7T bER%E3 HMZREG L2 &, B
HEE & H W2 FBIEHI L SR Y v A 2 75 7 4 & H W72 S BIEHIC X
0 AR K O AR AE RN 9L % BRAl L 7285 R ix 2 h 2hE 3 RO 4D &

BYTHo7
# 3  AMRZE (WAL 5)
| AE | | ~— | Toxx
g | we | B e saqc | EEE D Lo
w1 |72 CRRE| 376 [67.2240.7[10.1=33.9] 5.6
AF 248 | 63.6+37.3 |-14.5+28.4 | [-10.2,-1.1]
75 2R 365 | 65.7+39.4 |-12.8+41.2 5.4
STSOm| 12 AW ™ot | a4 | '62.736.7 | 16,4531 5| [10.9,0.0]
2y |7 2R 339 1 66.6239.9 [-18.9=393] 52
AF 228 | 60.5+34.7 |-20.4+27.5| [-10.2, -0. 3]
w5 1 g 22 200 [ 66,22 44.1 [ 21.6=45.2] 96
AFI 193 | 68.9+49.7 |-33.4+48.0| [-14.9, -4. 3]
| T TR RBE| 272 | 66.2+44.0 |-24.4%51. 4 -10.3
LPS | 1 R¥¥ AF 185 | 67.7+46.7 |-36.0%45.5 | [-16.0, -4.6]
3y |7 2R 251 65,72 43,9 [27.1252.0 8.1
AF 172 | 65.5+43.7 | -35.2+42.4 | [-13.8, -2. 3]
ST = B
sTSOm : iﬁﬂﬂ@ﬁﬂ&iﬁﬁ (g H o A 0> - 3)

LPS: %Eﬁ!ﬂﬁ%ﬁﬂﬂ&i

a)

BN

ORI [95%1:.*EI>< ]




F4 WEIRMEAIE CARL 1 %) (B DR T 2B R )

SRl | REA PR aT—ﬁ[h NR—2 . TSR —fk%  ARLFH U b (Suvorexant)
HH 15 254 : B 4> L7 12244 © [(7R)-4-(5-Chloro-1,3-benzoxazol-2-yl) -7-methyl-1,4-
41 77 L RBE| 376 315.2%65.2| 15.3+42.9 13.6 diazepan-1-yl] [5-methyl-2- (2H-1,2,3-triazol-2-y]) phenyl]
HABE | 248 |322.4+57.3] 272+40.8 | [6.9,20.3] methanone
(| 77 L AHE| 365 [317.7+65.3] 23.4+52.0 16.3 573 1 CosHasCINGO:2
STSTm| 12 W ™St | oaa |322.7557.7] 36.7250.5 | (7.9, 24.8] TR 450,92
35 8 77 LAHE| 339 1316.7+64.5] 42.1+56.4 10.7 P IR HBOMEKTH S,
AF 228 |325.4+56.7| 50.3+55.2 | [1.9,19.5] AF )= NIZRREITRT L, AT VIO TEITIZL
81 A% 7’7%*# 287 |115.1%£45.9|-19.1£47.5|  -32.5 <L KIZIBEA LTV,
A 192 |119.5%46.4] 54,3+ 44.7 | [39. 3, -25.7] st
i |77 RARHE| 272 [113.6+45.0/-17.9%55.3 | -26.4 CH
WASO| L2 W™ Sotind ™ | 185 [ 119, 15 46,0| 47, 0% 45.4 | [34.3, 18.4] o K\/W;
2y pus| 72 2B 251 [115.3%46.0[-25.3250.7) 16,6 )—N
T RAIEE | 172 118 2+46.7|42.7+50.5 | [-24.8, -8.3] ol N N0
T = B N ﬂ
STSTm : EBIAGHEIEIRER (G H W&o HF1) N. 7
WASO : %8I 58 BRI N
a) /I [95% 15 HHIX [ ]
2 BBHREIEHE NEAF—4) HC
o (1) BENEESRRE N ICKT T 2708 2 .
MR A 28611, AAI20mg X IZ40mg BEAERITHE S Ly B (5% 9 (BB EDEE
BER) 1B HEA TR A MG L 72 L &, 20mgd Ml S, 40mgn R OBRE T B 720, PTPY— b0 FMHAL, IRAHERTIC
RO 8 HE B 52 BT — M B TR RE ) 15 % AH) PTPY — F 2 BIRD 4o &

DEBHTD T, B, 2 FIAA0mgh G, 1 F1A20mght 5.1
12y 1 B02%0mg & 0F20mg# G- 12 BHE O S8 BL o 7230 B HUE TR SR .
Bk L7z, (0 - RGBS 2000 Foik) ko [EEaks (8 %]

N E@if?étibwlﬁzgﬂii] NV A5 ®5¢10mg : PTP 1005¢ (10%E x 10)
5% (2) FEIRASEEA DB/ 05 N)VY AT ®5¢15mg - PTP 1005¢ (108E x 10)

WEHE 7 5 55 1 0 P SV I 2 8 (COPD) M 25 0 3 1 B i 7 5008 (105 x 50)
5 o4 1 00 DA S PE B IR S0 % (OSA) 5268112, AA (A - L) o - b
fome. fWeH  30mg) & 4 HILAHLS UL L&, B 40P Py a7 ROmE | PTE 10RO
FITEMIE A SN o7z, ZB, WIEOCOPD K FOSA B T I st A0t
SRTUA, (HIEE] OWER)
(3) 5B, FEAOEIDEEER U F I T 5 8 s [ BHR)
MR A28 B AFHI20 13 40mg & SEEEHTH I $ 4 L7z & &, 40mgT . .
10> WS A R ) L ORI BRE O IS F A5, 20 040mg THI O 1) Sun. H. et al. : | Psychopharmacol, 29 : 1159, 2015

RO 550 X OBINAH S N7, 2) Herring, W.I., et al. : Biol Psychiatry, 79 : 136, 2016
FERERS W #1260\ AR AI30me % SAEHT MBS Ly $E5 15, 4 KO8 3) Vermeeren A. et al. : Sleep, 38 : 1803, 2015
RIS S €72 L &, LERFHZICBVLTHERDO LSO X ORIK 4) Sun, H. et al. : Respir Med., 109 : 416, 2015
ORI R RE DR T S A Sz, (THE: - HRICHE ST 28 H o 5) Sun, H. et al. : J Clin Sleep Med., 12 : 9, 2016

WE RO [HEELRERGER] OHBM) 6) Winrow, C. J. et al. © J. Neurogenetics, 25 : 52, 2011

4)EMEARICHT HHE
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