VY AT 8 15 mg, 20mg
(289 5B H

ARG BHIFLH S N7 HHRISHR 2 HER] K O D B LT MSD #R G
2AECH Y £, HEEERGL OB IER H ORI B BILSOE S H
ICARERZFHT 52 LT TEEE A,

MSD kst
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#15:1 SE TS OOBEEE oottt e e e et e e e et et et e et et e et e e e et eeaeeaeenen 12
#%15:2 AR TORGEIRFEAFRHGE DIEIR T — 7 732 72 oot 14
#15:3 e A R 1= L3 A 0 £ el = - U 15
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1.5 GERJE 33 R D ke B ONBH S8 D

&5 % OV EE O 7E 7%
g5 £ R
AUC Area under the concentration-time curve i 3 o — PR AT R T R
BCRP Breast cancer resistance protein FLER R R VE
BZD Benzodiazepines R UTRE
CYP Cytochrome P450 7F 7 v L P450
Crax Maximum plasma concentration e KA R
COPD Chronic obstructive pulmonary disease 1211 PHZEVE it FR
DSST Digit symbol substitution test —
EMA European medical agency R [ 38 S T
EU European union KR 8
FDA Food and drug administration K E A E R R
GABA y-Aminobutyric acid y 72 R
ICH International conference on harmonization [ S HL T A B PR 5
IVIVC In iitro and in vivo correlation in vitro in vivo fHEH
LPS Latency to persistent sleep Frioe MERR T RF
m Mean ey
OATP1B1 Organic anion transportering polypeptide 1B1 BT =4 U ifigikAR Y X7 F R1B1
OCT2 Organic cation transporter 2 EWeHFAH N T AR—E—2
OSA Obstructive sleep apnea PAZE M MEEAR IRy S IR
OXjR & TF | Orexin R1 and R2 receptors L% UK RO R2
OX,R
P-gp P-glycoprotein P-PEEE HE
PMDA Pharmaceuticals and medical devices agency 2= 3 o [ R e 5 A
PQ =7~— bk | PQ cohort PSG fidr & ERAZE O 5 4 FE i3
%M
PSG Polysomnography RV NI TT7 4
Q =A— b | Q cohort EZED I % FEhii 9 H4EH]
QTc QT interval corrected for heart rate LA CHIIE L 72 QT [HkR
s Subjective FEA RN B
Sa02 Arterial oxygen saturation A YR . 1 3 e Fn i
SDLP Standard deviation of lane position RRIZID > TR L7z & X o HfR
DAFFRED> & D L DO FEAE(R 2=
sTSOm Mean subjective time to sleep onset T REAR I IRF
sTSTm Mean subjective total sleep time T LAY MR Py ]
sWASOm Mean subjective wakefulness after persistent T TR R
sleep onset
TSO Time to sleep onset HEEAR 75 IRF
TST Total sleep time 6 AR S P
TQT Thorough QTc Thorough QTc
US United states P/
WASO Wake after sleep onset HP & R RE

1.5 FRJF XIT%E RO BGE K OBR%E Otk
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151 BEEXIIFEROZE
1511 HEREOE=R
ARRE D J% 2

AEIEL, BOK TIEFA B OKI10~30% (BAANA DR KR3ZD1) IZHIEL, £D 5 H¥ELL
EAESMET, LEEE K OER OR MR EOFELWAFOBEIR TE5 & EZ LT H[EE
5.4: 411 [EEES5.4: 45], AFRTH A D20%~30%HM] 5O AR ZFF 2 TR 0 [EFS.4: 1011] [EF
5.4:1012], WCK CORETOEIS & RERMAEITR, L LR, EROZK 2521 T\ 5
BE L VIEDNIE L OBIERBE N LY | £ ILEURIRRE S T FICHREL T V2 —u
IZE DL LTV D Z &R STV D [EFS.4: 45] [EH15.4: 1024], R, ARFRTITARARAE
DI=OITE D ANZEIE T 2 RIIARREFZ D ADOM30% L toE~ LEETHEY, Ll
D, ZO XD REIBEIC L AFRRITIETIX, Ao TRIR (SR MEARHERR A EE & OVFLa) R R
EEAASEDOMBR LD EDBESNTWVDH[ERS.4:1028], 7=, MERICHEZ X TWHIC
L0 b b RIRIEIRRIEDO BN, BIVER K OMKAEMEE DL RYEIT T 5 REn b ARIRER
P A IR L TR0 A S 20 [EEFS.4: 1013],

F 7o, Flr, AIRSE & S EAE  HERIAE O AETEERIR L OV DI & OBMRPER SN TED
AITORBIEDOAPHE, @IMEEFE T30~50%, IR B T20~40%K O H D BE T80~
90%I\Z A H AL H[EEES.4: 1025] [EEFS.4: 1026] [EFES.4: 1027] [EHES5.4: 1044],

EHIZHARAND RN ZE XS & LIZfiE Tk, RIROFF 2L, 205%~605% DFI19% TH H AL
TeDIZxE L, 605 LA b sl TIdKI30% T HAL TV H[EEES.4: 1035], mlind Tl BHHFMRA
(2 H B A5 GRIE 7o HERRAEE N & — U3 s & & BIZHIN TR Y . MEIRDHERF C& 97, FlRE LR
HTENEZL D b, BERANEZE LD EBEZHNTND,

AHRIE DIRIE D BLK

%< OETORIIEDOFEYIEH T, v-7 I /EEE (GABA) A SRBIEBE THL VT
BB (BZD) A ARIEEHRIE K OFE BZD ZARRIETRREN B L > TB Y | ZOMIZA T b
=VERERREBRRAVLR TS, A TOEARNLFERTH S, [EES.4: 1014] [EFE}5.4:
1015]

BZD %} O3E BZD ZAARHYEGFEORIER & L, BHOHEEHERORE LR, foiEkE
FLOLE (M) 7Y T NETHED) | BERIR (R R O BRI T B D) | IRSTERE,
RIS AT KT 72 ER BT B D [EEES.4: 804] [E£E5.4: 806], BZD SR RIRSETEHIE L Y
I BZD RAMRYEIRIRRIL/ > L A EIRO stage 22 ERET 5 Z & TIHBIRZ BT 08, XV
TROERR BB K OV AMEIR O A2 82 < 3%, 9F BZD RARIEIREIE (VLT A%) TH, 1
MREB DB D EE, FFICEMELABEO® 2 BFH TIE, SLHO Y A7 BREWZ L3RBTV D
[&BF5.4: 31] [EHES.4: 32] [BHRI5.4:37], £72. Y NAET Az @i &G LB, B H 0RM
B&HE [Digit Symbol Substitution Test (DSST) ] ~ERENH L LGE1HDH 2 EDME SN TWH[E
£+5.4: 1020], = 512, BZD ZRAIRIETRHEHE K OFE BZD R ARIETRHRIE Tld, AitiRER R & 25
728, 5 bOELCEEIORIWERN B % [EEH5.4: 1036], Fromlind Tl oRHRN(E L, Ak

1.5 FRJF XIT%E RO BGE K OBR%E Otk
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D EOEKLFERER L SERIED H D [EFFS.4: 1036], £72/8—F 2 L hi % O REVEEER XX
BIEIPE Y ¥~ F OH RN EIHEEZH T 2 FIRAERE TlL, —BRISEBEENKT L TWD 20,
D O BE TR EA MR O IRA OBIR B MIE L 72 5, BADREMZ 7 Tid, RIEDIS
PETEE LD L 72> TV DR[EEF5.4: 1039], BZD ARRE IR} OFE BZD R RIRIE AR
X, BAE, SR OEEEORIER O DIEERS.4: 1036], A LIZ WIRELIZH 5,
BENEOME TIE, BZD KM OFE BZD A ARRIEEHRIED 5 65, A TEIEA SN TNDHE
FHEERA (VT A, YEIrY TAYES v %) ([COEINDIEENT, AR s
Wz b AIRIEITHFOND b OO ERMERF VIR DA+ Th D L bt T2 [ERS 4
1036],

Fo. THF, KEEOERMTEBINTZTANVNTAY (AT =02/ ERT T =X ) 1ZAIR
D H DM TH Y, FEIRKER X NAIRO M 5 ORERE AT 5 K PEOBEIZE > THBRIEHR
EEIRL N EEZ NS,

PRIEEE~DOHFH LT 70 —F L LTCOA VIV ZRET V2 T=A |

1998FITEH BT KD A L& U DFRE SAL[EHES.4: 3], FEE K OMER OFRENC B3 2 B
LW AR S [ER5.4: 271 [EH5.4: 278], AL =a—nm 0d, SR T ERIMUIEF K
OMRIR TR EBIZJRTE L. NICIA< B L, BEEL LV OMERFICHEERBHIEZ 2 L T LB %
5V D FEE K OREHI LIRS 72 & OMRREE ZTEHEL ST 5, IO OMBRE CIEA LR v VR
B (OX;R KO'OX,R) 2B TR Y | TEEAHIHE L TV H[EES.4: 48],

Flr¥yrma—aliF, FL7aXTFRTHLA LIV UMRRTF REEEL, 20X
TF RINH T F RRMRMGEME THLIA LI A ROB BNAERESND[EES5.4:3], A L&
A, MEIRTEEESIEIC B 5 KB, HUR, BURTEZR & OB ICAEIET 22O G B A
HAZRIRTH D OX R LT OX,R (25t L v U & OSE SBLFntE CIER 9%,

TR URRRT oI MNE, R RET A MREEDE CH LA L XV A KU'B
L OXR TN OXoR & DfEA IR E Tz 1WA E T 5 2 & T, A REERRIED © HEARE
RE~ L BT D/ AFEREEDOZL AR SE D Z LWL SN TWD, FEE, RIEES &%t
G L LICBRC, BRD4FHOF VXV KT % I =X kD Proof-of-concept 7375 S 41T
WAEEES.4: 716] [EHES.4: 725 [EF5.4: 727] [EHE5.4: 7911,

ARLFH 2 ML, 2O VXV UZFE (OXR KT OX,R) OFBINKT X A=A h& L
TER L, A LF v =a—nm » OMIRSELE 21 T2 M o OB O RERIZBE 57 2 i
ZIHITS 2 LIC K VIERZS & 23, AR LU X2 ME, BZD &, JE BZD RKLOVILEY
— VIR R ANIRIETEHREE . X2 O OERIEH O & 2 A & 13 b F4E FMBERTH Y . GABA
SO EAFITAE D EAS R E X OFURLEM 2 7272V, AANE, R 2 flE 4 5 ik
¥ OIESE & EICHHET 5 2 & THEIR 228 L T\ 5, BZD R K& O BZD R ANIRIE BRI T,
ERRAIER LA b K0 A< A9 5 3 GABA 1EEE = = — o v oiEMAkIic X W 1EAT 5
7o, FRIKIEE, BES I MRIE RSN BELT 22, AR 2o OFAI X0 A A7 w6
HEDOBHL, FHLWZ A TORIIEIRE & 72D Z EDBIIFRF S D [EES.4: 718],

1.5 FRJF XIT%E RO BGE K OBR%E Otk
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1.5.2 FEOFEE

Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Whitehouse Station, N.J., U.S.A.CiZ,
High Throughput Screening (HTS) (2L Y. OX;R XU OX,R IZHHUER 22> U 7 B /XU 3K
PP E T L, ZoBmERE Y — MeaE LT, BIRERICER, AL UmA
PRI U WO IBIR M J O A B 2 FF O R R L3 b2 ARk L72[2.4.2.1.1 TH] [&EFkF5.4: 628],
ARFN D E AR, FERRIRERER, BRRRRER ORERE A2 LU TIORT,

1521 MEHR

AR FHY 2 F&E15mg, 20mg, 30 mg K40 mg GeBAINFER SN TEY ., Wb Ak
DT g vba—T 4 7L LTSN, FERVCEANLIZ AV T 1« A - THL D
SIS ERR I, HAOBFERE Y 07 7 A Va2 ER L, IR OMH o =2 5 E R %
FrE L7cth, SRR OMUAIO TR/ RT A —& L B R Z B ST 27200 ) 2 7 Gl %17
o7z, ZRMRMABEDEIC L DFERICE D | BEMICREICREDH 5 TR T XA — 2 ZFFE
L., S8 o W 2 RAET 5 7o OB TR, JFA B BRAE K& OV A 0 Hiks % %h
HT IS 2 8 PRERIE 2 A58 U7, SRR K OVUA o Bl TR IC B £ 8 PRI 13 [2.3.8.2 HH] X
W[2.3.P2 HIZ, TNFNGHT D,

B SO REONRNY T = a X ICH A R T4 TS &To72,

5T 5 MG IR AR A R AT S, BEIES TS H A ER L BRI S X
HEINTWD, INHOFHEIKAZEAT S Z Llck ), EEMNERMEZE- T2y M2EED
\CAEETED I EMRIETE D,

AFNOFIE K OFRBRAET, BIIEE CORIERER, v MR OLEERT — X IZEDEHE
ST, IMEHREIMIE. SR, MR, MR, MERR EmE). aEh—M%, BHET
b b,

AFNIT NI =T ATV RAZ—IZ8EIND, 240 AETOT 2R HBoNTEY, Zhbo
il R A ST LAME Lo/ AR OGO 4360 A L3E LT,

1.5 REJFUETE B OB M OBR%E OfR
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1.5.2.2 JEERPREER
PR AR

ZARLFH o ME B b TR Ty b UHFE A XROT IS LD OXR KT OXR
IZHEET 50, FOREAEMMEITE (B F OX|R XN OX,R ICKT 5 K EIZZFNEFRDZ KK
TO0.550M X TM0.350M), 7o Z A=A ME LTER L7, E£7o, A LF U2 /IRLSAD165D
SRR OERTEVEIC T 2 AR L XY FOFEEEE LRI 2 A, AR LXH v hod L
X2 UB AR D IR & < L O AR K OBERTENE X L T6,000~10,0001% LA _Lo>i3E
REZR LT,

F v MCARLFH 2 bD10, 30500100 mgkg #5425 &, AREKFICEENMET L,
FRIRFIZT L & BEIR & U AREIR SN U7, FIERZe REREOIR T & ARIEHEIR 1, 7 VX BEIR K VL A
FEIRDOHEEINIA XIZAR LY 21 L O3 mgkg 5 L7 2RO LN, LB T,
AR LFY b (10K TU30mgke) ZRRO#FEGT5E, REMET L, 7/VXMER T & L ARER
MM LT,

ZR LR s OLREWIEBER 2T 5720, DIE R, R K O TEN 2 T
L7, A XIZBWTCLLE R ~OER T & #0400 mgkg THREH LT, T v MIBWT
FE 2 ~DVER I3 A D866 mg/kg THIRAD LV oTz, AR L XY FafE L7k
Z v MZHBWT, KRBl G RHmaER SR TEN PAUREBR & e L7 & 2 A, 160 mg/kg Lk
DG ETOE OB — MO RATEN PR 2221 b & RIS 25580 H a7z, Irwin O L% H
WEREBR T AR L b (100 mg/kg) 25 Lz~ v 212, HREBNE OB FERD 233 ST,

SRR

FEFRFEMENERR B W T, AR LVXH 2 FOMHXANAS AT XA FZ VT 41XT7 v R T
48%, 4 X T34% CTho72, ARLFH U bOYT R Tv b, UHF A XKPe MEEA
fmaRiTm <., IFEHEMSEHIT03~44%Th 72, 7 v § (Sprague-Dawley % Uf Long-Evans) @
FREAATRBRICE W T, [MCIAR L FH > b H RO Z & Te T X TOMBRITIL < 454 L
T, T D%, HTEIXT R TOMBNSESCOICHE L, ~UA, Ty b, X, A XK
Ot MZBIT D AR FT 2 FOFERIERREITEAIRE TH Y | FEARRHREII Y
NIERFBOKBIGIZE Y MIDERKRT DR CTH -7z, b ME, REOEFIZRD b-T~
TORBYNR~T A, T b, UHFXFIA X THR Sz, ARLFH 2 FEFRZRD, M9
FF oL FOPFEERAE (P-gp) OEETHY |, A X% H 7z HEIRGUER CIEME 4 7~ S 72
Motz [MCIAR LIS NHEEOHFHED T v bR OA X TOEEARPEIRE IO S AE
BN LTI#EPThHo T,

Invitro X Ninvivo iR LV, B FTOARL XV hOEEREBEKEIL CYP3A 207 L7=1%
WThHD, Lieho>T, 7% CYP3A HEALOFHEAIARN L0 s o3EyE a4 21 =
WOAREMERDH D, AR LIV M EROMIT, FERE F CYPs KO TV AR—=F—IZxf LT
BRR AR D & 5 i) 72 LBV 2 78 S 72 03> 7208 /MB D P-gp (2t L TIEE W BREEA &2
AU BTFREMDN & D, Invitro IZ T, AR L XH 2 T CYP 2358 L (mRNA FEHEIC & 5 5E) |

1.5 LRI LoD R F OB O e
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CYP3A |Z%f L CHREMMKFEDEEM Z R Lz, L LR b, BARHAE 20mg) TOARL
XYy b RO MIDIRNMAE PR GEEFRRE  F2~50M) 2BET 5L, AR LI FR
FF2 CYPs KON E T v AR—2—DFS L IFFFE 2 L CERIIZERD & 5 W A AF
%4 U5 aetEIdRV & B 2 5, Invitro 3BR L 0 Tl S U2 BEIRAOIZE SR O & 2 S H AR
AT DRI & D RARIE, BRI AR BRI TRANT Bz,

LR

—ixFEEME (RIS E wE) . BsmrE, AN, S A B K OMEAEE 2 Rl 32— o
invivo KW invitro R Z Efa L, AR L XV S ROZORHY MIOHENET 07 7 A V&2 6
T LTz, Ty b TR, BEARERRKAEE CARMIIBBLRBI TH -7, RKE®RS#HME
AR CIL, G RIREe i KA & T OB IE T D3GR HALTZ D3, 24E D 23 A SRR T A4
FRITEPo Tz, A X T, 52 RKAETHERRENE GECKO—MBEETT) 2R
Dotz RAELVIROVHETALNTZZRIZI 7 v Y — ARERFE TSR IBEAICEE S 5
LOTHY, BHEFHERICZLWEEBZ LN, 7y hOBAJRMERERC, [ IaRRIE & OH
R AR Fe AR AR D RS BRAEFE AN L7223, SO OMEEE I 7 v Y — ARERFYE &3 o
FICB W CHRFRORBEMER S 5 2 N <AL TEY . Z ORBREFHLEN L TIEATRER 2L
Thole, £72. 7 FOBAJFEMRERTIX, EEEMAZN LIOLRFEEOEMMN S, AR L *
P b ERGELET VY Ty FOMEBEZEMEORBBEE NI Lz, sl&fEFEm LT 1rEe )
Zy NEOEET v FOEBMRBR TR LIZEBY . IREFEITZ OMEEICRENITEV T, X
AL FH 2 MirasH2 Tg ¥ 7 AZEB W TR AR Z R T 5 21T A b T, BIEEER OV
HELRD DN oT, T hOZIERERER TIX, HRE, BRI OVEFE B ORI 2250
DAL, £, ARV XY MO LA FEL, BEWEENECLIHETALNT
fe R M AV DR OB Th o7z, KRR D, AR X hORFEHSUIELH O
ATREPEII R ENe o7, TRTOEEARRBRICBWNT, AR LI P MR MID RN
IZBI1F 5 AUC IE. & MIREBKHERAEZHE L& &0 AUC # k> Ty | Z4ab i
RINLTND,

fame LT, ARLIV U hoEt 7o 7 7 A VTN S TR v . &bz miRiER
F—=H b, RIERE T2 EMBFRICBNT, AR LIV MILEICRSEEEZD
iz,

1.5.2.3 EREREER

AR VX MEOKIOBERBFE X, AR VX2 N OARIRIEBE OREIRMERF X AR R %
AL, AR ORHBEICAEZ T, AEMNBRITHLZ L4 MHRT2HMTEmR L, AHO
BRIRBRFE 1L, AARSE 2 GE & Lo R FRERES CREROAA, N2 Ofhotigk) % B
L7z, BRI TORBDEERBFEIZOWNWT, I E TIZSEIOR S & 55 L, EIES ERERR
AHERE (PMDA) 725[1.5.23.1 NI RTE 21572,

AR X Y2 S ORI OMEZ LU TS AR OBKRT — & 3y r— U %[1.5232 HIRT,

1.5 IR TR R oRHE K OBRFE O
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o 1 AR O

% 1ARakErct [ & 0 AR O RERERER A K ORI 22 S (R B B D Z AR
S TR R bR R M OV B R R R ) 2RI BRI L. AR L F T F DL
Gt AR, SR ENRE K OS2 E A 2 5l U 7, BRI > & W4 B O 18 14 PAZEME AT % & (COPD)
B B D PR O PAEPEREIR IR IERE,  (OSA) R K OMEERERE IR E 2 X422 il %
Fh L, ARV FY 2 b ORGSR~ ORE R Lz, HEEEGRR TIE, HER S KUK
Bieh (EHEIREE) LBRoIEEIE K OmnE COEIRE I T 28NS, Rl LR %
M L7z, e, BB T ARRRBRICIERIRE B 1T A AN R DN o T,

ARV XY b 2B GRHR G LT RO M PR (The) O IRAEIT2.00 /], R
RS (R912F¢fH) To 0 [2.7.2.3 3], RIRIEIREIEICHE L7 E BT 0 7 7 A L2 F LT 5D,
T, INFETIELNET =001, ARLIV U MIAFICER R EETE D2 LAUR
SNTWVWA[2.7.1.33 5], ARV FH 2 FOgEEREIL, HE10~80 mg O#iPH THELGIMEZ DT
I TR DA 7R L72[2.7.2.3.1 HH], AR L FH 2 hoEyEREICKR L, NIRPEERIC X 5 22
MHOTNCHBNTZb DO, YR, BML, AFE, BHEREREE ITEEEE ) & th 4 B O TR RE R 12
X DR E KRR EEII A LN 0> 72[2.7232H], £/, AR LFH 2 MICYP3AIZLDY
RFtansdzzend, 7 hafFy—v (57 CYP3A FLER) . DFT7E L (FEED CYP3A
PREAD KOV 77 ey (387172 CYP3A 584D OO HEGICE 0 EMHAEERA»RD L
iz, 98172 CYP3A FHERNL, FEEE O CYP3A FHEAIL D H AR L4 hOREEREZ BN
Wiz, £z, 88178 CYP3A #HEAIL OJFAEGIZLY . AR LIV FOBRFERIIRKE < FD
L7, 2B, invitro K XNinvivo BRBROMER LY, AAR LY ROEYWAHEERAOER 25
AJREME IRV N[2.7.2.3.3 TH],

Z O, FJ3F K% O Thorough QTe iEE (TQT) #klk %2 & TohFhll 22 22 MR IX[2.7.2 THIZ R L
77

% 5 11 FHERER K OV TILAH R SR O 22

MRk E BRI R E AL~ EE R 7 C R BER A 43RG L. FEmin e (18~65mAi)
KOs (65 ) DFRMERIRIERE 2 X502, AR VXY N OFENER LM%
i L7z, Z o4ikBriL, % 1A ESOCHERA 13BR (0065805R) | 25 IIAH A Zh M akER 232
AR (028735 K 1R02973R) . B IAH R R A3 1308k (00935R) Th D, 24K T2,02741
DORIERE (9 BIEEEE 119801, ElE829%]) ICAR LIV FEREG L, 205 b,
AARNIZ, 0065RBR1Z34%1, 0285 BRIZ247HI 23 A AL B LTz,

0067 BRIX, HIH A2 7 0 24— —PSG HEKLABR (MEIREMEL2 STy THho, A
R OCKIE T, JFIEMEARIRE BE 256t R, 480 Z L o2 (FHoMICIBEMOBEER 77 R
Ty aT v MIERITZ) ICARLET S hO4HE (10, 20, 40X(F80mg) D H H1HE
IET TR eHE Li-,

FIFAFER (028, 029 K% TR0097KER) TOIEEE 164 2 FER M &IL, 0065 BROFE RS |
40mg (ARLVFV o hEARE) LRELE, £, B 1IHERBR T, SfE COBRERN, JF

1.5 FRJF XIT%E R oBGE K OBR%E Oft i
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il & H AR m ) o T [E $15.3.3.3: P004] [ 815.3.3.3: P027], o I2361T 530 mg DIRERE =
X, FEEEE ~040 mgl H 1 EIBHERTH 5% & [ARE Ch o727, FHIHFHRER T o &Eling oM
B, IEEEHE ~DI0 mg 5 L FREOBRFEENFONL530mg (ARLXVr hEfE) L
E LTz, BUFHRBROMREND, ARV XY bEAERGRORZERIL. FFEEHE & g T
2 LW L, FESEE & mEnE 2 0FA L TAIMER WL EMEZ BT 5 Z L N ATRETH 5

EE 2T, BEIFAAPERGERER (0285 B ) (R0207kBR) <, AR L4 MEHE GEamE
20mg, EERE1S mg) LA L7223, AR LF V2 MEARRE L NERBEN DA ho T, T2
T, AR LFHy MEABEOMEL LV @WIEE CHET 720, 2200887 — % & &R L
77

028785k K N0297:8BR 1%, JEILL L 7-3RBR T ' 1 D PSG W e ORIV 28 % 3266 L 7= TH
0 FEmEE K OVE I QIR MEARIRIEEE 2RI, AR LX Yo bEll&E GEE : 40 mg,
mEkE 30 mg) . KA E GEREE : 20 mg, @l : 15mg) XIX7' 78 REZ3 5 AMES LT,
BT, ZDHITHE < LA OBIEW T, IBFRED L OB RIR 2 7840 L7z, 02835 IX, VA
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ARLFH R

TAYE T a v
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4.5I1EA

RE B 265 & U7 S AR E R R R ER T, 254
Bl (AAN61H) (ZAA] (B : 20mg, s : 15mg)
NG ENT-, ZOREBRO6H AMOBITEM L5314
(20.9%) T H BTz, ERBVERIX. BIR (4.7%) .
SHE (3.9%). 9 (24%) Thoiz,

4.BI1EH

FRGRIRFE CICENEI TR =AYy B a v
L LTlmg, 2mg XIE3 mg & #5 S 7z RHE B 325
BrR . BIERSEE SH-015661 (48.0%) THY .
TEARIWERIL. BRREE (363%) . IR (3.7%) TbH
oz, T2, AAEWATHBLEABR T A E s n L
LTl mg, 2mg Xi¥3 mg & &5 S 7 A MR IRE
163761, BIERA NS Iz D 1X819%1 (50.0%) T
HY | ERREIERIL. RERE (21.0%) . 8 (10.7%) |
fEIR (7.8%) . {FEIWEDE W (5.1%) Thotz, B,
LT ORIERIZBWT THEERB ) XAMERRBR L A%
HETHEOOLNTZHDTH D,

(1) BERAEIEM

1) Yavs, TF7 4 7% —ER GHER)
vav I TT 747X —RERNH LD
ZERHBHOT, BEE STV, FHEB, (M
ERIESE O S SR B A IR G 2 |
L, WYRAEZITY Z L,

2) RAFME (BHEEARE) @A L EWEFEEEL
2ZERHDHOT, BEE TSIV, EHEICHE
5352k, £, BGoFIRICEY, AL R
WeEE, . AR, ORI AIRZE O R
NHLONDZENRNHDOT, FhE2H LT 58
B, RAICEET S EEEICITY 2 &,

3) FRURHNE] (BEEEAREE)  MERAHEIS S S d 2

EMRBH D, ETMRERENES I T LTS E
TG LG E R AT LV a—v A%
THEENRHLIDOT, 20 LI BRPSICITRES
ek L, R EX 570 EMUREEZITY 2 &,
fiFkheRE=:  AST (GOT) . ALT (GPT) . Al-P,
y-GTP & EFS5E %05 RS (1%KRH) |

HE BEERH) XbobhdZ EnbHbDT,
BEETDITITV, BREDRD BRZHA I,
B G a2 IbET 57 E@EERNEEZITO Z &,

4

=

5) FEMMERR, EEREE OB (REAE) | Bl
~LVOETE (%A  BE () | #5EL BF

4.BI1EM

HRIFE TODLMRETORKRBR TIXIAIET A VT Ak
L T4mg, 8mg, 16 mg XIiE32 mg M5 I 7-1,86445F D
19441 (10.4%) |ZERIRIRAE O RH 2 & aIER AR b
7o GKRBAEII8mg THD) . ERAEMIEIR (3.4%) |
SEE (1.0%) . UK (0.5%) . FEMEDEW (05%) THh
Of:o

PLF OARFITORIER T LR OBKRRR S 5\ I3 E T
Wit T — 2 EIZESL LD TH D,

(1) ERZRIEM
TFT7 4 Tx—RRER RS, MERIESE) (B
REAED) NHBbNDZ ENRHBHDT, BEE 45T
W, BRENROBNEAICIEER S 2L, AR
BETO T &,
F2) AETOTREOHREICLD
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ARLFH R
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F AT I

ELIREE) | XIR. EREEREIR, BURME, AR, R
WATEY (HEARW) & ORSER M OE R EE
HEDONAZENHDDT, BEDIREEER T451T
BRL, BRENIRO LNHAICER S 2 PIET
5T &,

6) —iPERTAMERTS, 9 A SR (BHE )
—iEtET s (FREERFO L REEZ BIX X
TWRNWE) | HIARERH DD Z LN
H DT, AR EFGT DHE TV B SR
ThHRE, HEIKEETAZE, 2B, Y/ n
VHRIFNZRBWT, HICREE L VWEE, HOE
fin, BREELXITV, TOHERFEZTEL TV
L ORENRD D, BENBED LNTIGEITITES

ks b,
OHZFDHDEEFR ) =otoFIER () ZofmoEIER
WD XD RIER T RENR S SN Ga it 5% 3%LLE | 1~3%A0 | 1% | SHE R 0.1~ 5% BE LR
FIET AR WY RLEERITI Z L, Ferh o [EAR (SR, RED| R, TEE|[Hhaa . 1) B [DEV, TR, IBRS
R B | 1~5%A0 | 1% BER | [R5 PEHE | mEE, R (GRS, 2) B2 R
- B WAE, O R, B [3) Wikl @R S0
ERUBS: ¥ BRI 4 o g5k
ARLN [ERZEE. 7
RS (BN, SRR, | PR R ERELIRTE 5) Z o TREE
FBIIED F B L BIE | 13) —IosMERRARS (B RIERE . 77 2R 6
A » i » A RN GRR) Tk, AFRETT TR REEE LT
TP EZ SR 7pEE N |MEAR RERECE ke |RRER N A ERNAPR TEIEARN B BHER T a5 7 F MO FARED S, BWERE LT
AR 2] RE™ | EEWEE 1 %, APz g omFreZ 75y ERVARABETS N7, —F. B
EIRREL) LC NI TR PBRPRARER CId, NI AE RS & SEHE L 7= —50 oD fiE
B HRE, Bl (BMERIMESRYE. 64 AMEMRSRR) TFrs”s
B MSMNERABR T A SN EIER, SRR A | [P AST FUEO LA RED BN HOO, BIER L LColfh
40mg, EIHE : 30mg) FEREE ST, (GOT) . Ty Fr ERITRS LT, ENTORBUEE IR
ALT HThs,
(GPT) .
Al-P,
y-GTP, t
Jre o
5
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R, P,

FoRERs | HEE.
PEL PRAL |FRE .
s JE. R

TR

H) Zo&SWERD D LD LA, BE5 2Pk
T2 L,

5. EEEA~OEKE
B CORMBIERRICIB VTSRS & i LT
M SRR EE A3 < 2R BDIEA RO 5N TWD, —fRICHE
E CITAEFBEMET L TWA Z b EE L. AFED
REZBE LN bEEICEREGT 52 &, [TEYHRE)
D7()DIES ]

S.EnE ~DO B

i COIRYBYRERER T, 1P EE 23 B OB SR
LM TEY ., EERFHEORIEANEZ VTV TI
Ellmgw#HE5352 L, HETIHHEAICIT2mg %
B2z &,

(TR - R RO TEEpEhie) oHEEM]

5. E ~DO B

EIFICB W TR REN ERT28ZNRH 5720, K
FHOREZBE LN LEREICES T2 28, ( [3RpEhE]
DIEBIR)

R R

6.4, PR, IS~ DBS

(1) HEHRXATAENRE LT 5 AIREE O & 5t A IZIE, TR3R
LoFRENERIEE ERD EHE SN DA
DHPHSH 2 L, UHRT ORI 5 %2emt
IS LTV 220, B 3ERR (T > b) Tl &kl
AT 2230 P H M QAR T i PR R R B D 7015 &
B5 LA, BIREL AREOELFIR B DM
DR, IR R R R OS2 & 5 L= A
JRIRRE O 2O 5Tz, £7o, TR B
N ERRIRE &0 5 %5 L2156 HAERIC—
BEOERERMEIFED b, ]

2) BIHP OISR E BT AR E B G T 28551
BHlERIESEL L, [IWFER (T ) TR
AUy bR ~BITT 5 2 EndmiE S
TW3,]

6.t PR, FEILIRSE~OBE

(OM:ETES

W SRR LTV D ATHEME D & 20 NI, TR
EOFIEDEHIEE RS & HE S D EA D
HHETH L,

AT J O O #8512 BE - 2 2o A E Ve T
EhTuwiwy, EREHICARIZ#E Sh- s X
O HVE U7 RIS Rk, A HRA . B
AL RS OBERER S H S b s BTN n H 5,
B, IBOERIT, FAERMIEE LTHE S
256 bH 5]

il
BHFDOIHA~OEE BT 5 2 EREE LV,
R EHTELGTLHEAL, BLEBTSE5 S
L,

(b MREALHIZRITL., FERICEIRZE - 5%
b5,

@

65T, Pk, R E~ORE

(1) #Em TR LW 2 FIREMED & D A I2iE, TR Lo
HIMENERIEE EE b D LU S HAICOREE
T52 &, [Ty MO DATRER (150 mg/ke/H L)
IZBWT, IO~V =T | BAREOHE
MRHL LN TND, ]

) BT OIACELT D Z L AT, e G TR
LA e IEsEs 2, [Ty FTIEILHT
~OBITRME ST D, ]

TINREA~ DR
IRHAMREE, HAaR., SR, SR/ NES IS5
ZEAVEIIHEST Ly, [EHRRRER S 220, ]

7N~ D
HARER, Frald, sLA. SR/ hNRCx§ 5%
APEIEHESL LTV, (AR ToOM AR 20N,)

TN~ DL
RHAEER, FrAaR, LR, SR NRICRH 524tk
VIRESE Ly (fERRER Y 22V

8.t F B -
(1) e JER  AH Ol G I BT D T R,

8.1t B -

(1) e, Jitk

8.3t B -

(1) 8 - etk
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=1.7: 1 GEEAEEy

—& (RARLFHU b TRVEZBY, SALTHY)

(#E)

— A TR

ARLFH R

TAYE T a v

F AT I

(4 AR R A A 120~240mg % &1#¢ 5 L 7=
R SR T B R AE R IR O FEER 2R [ Ot iy
M2 B0 U ARAA S — @ PR A T D 23 2 B
oo HMEARERE R A AHF240mg & W15 L7z
R AR ABR Tl Wi B ORI BNk A3 s S vz, ]
AU R, WRIAER. fE R OV oo gl 7z 8
ABNY AL DE=H Y T EHITH, BBEITET

@

AF OB ER G X0 IR, $EEL, IREZAL, &
IR, MEIRIK R, BT, A h~ES e
VIMAE, FFRESREIR T, BIRSICEL2 BTN H D,
fth oD FAR AR IR 7 L = — v & BF R O B
BHIZEFEN L D L NH D, £1-. OIHERSE
BRIRRE 7 ¥ OfERRIN 238 B 3HA1E, IERITEE
THRBENARHY . T ETNCESEN R E - L

IEWRAFOBEIED B DR &5t 5 & LT, RFl%

160 mg & CTHEIFE G L 72 EERRBRIZ T, IRE,
BERIE, OFEWV, B, SRZEOERPRO N TN D,
Sl

PR, R, EZ %R 2 L L bz, 2R
b EONIZGAITIE, — B LESCHERIE 21T 5 2
Lo Fo, MBS U, HBEG. WRA: CEU) A LE A

@

LTRAT S L 9488452 &, [PTP > — b DFRAKIC
F 0BG BIERE AT L, B
Z L CHERIAR SO EE A IHEEZ T2 2 &L 03#
HENTWD,]

PTP ALEEDIEANTPTP & — M6l H L TRAT 5 &
SfRE+T B L, (PTP > — FORBEEKIC LD . VELA
ERONRIEREBEA~HIA U, BT AL 2 U CHERRIF R
LOEERAIEELIIRT D Z ENREShTN5,)

T, 722 HICH G, WREITV, — R 72 eHiE LN D, 1792 &, B, MEEITIIAR OREICA AT
EEATH, 2. MEENTIXARFOREIZH A E|(2) Wi tEZoNS, (k] o HEBR)
IMIBIAHTHS, [ARLIFHy NIBEAEES FER, Bk, MEOEMREZITH & & bic, ik, B
BEAE W MEEH TEBRESN RN EE XS Ve, WAEA] - THRIOES ik, Kl ORRE D
NnN5,1 ZARAOAREN: 2 Z BT 5, WEIREZITO Z &, Fio, AFOEEE G H
HX(FEEbN = HEOREE LTI A~E=L (X
VY UT R URERENA) 25T 2551
3. FHENC 7 AV~ P = LR EOES (2R,
EERLS, MAEERS) 20PFEies b, ok, M
BT IC & BRBTTAD TIER D,
93 M Lo E 9. LR 9. LR
IRANASATHE - PTP EEEDIEANT PTP S — b 2> HHLY M [SRH A2 KA - PTP A3 O IRAL PTP > — R HH 0 H L TR

MT2E58EET 252 L, [PTP > — FORAEKIC
K0 BEONGUAEEIER A L I3
fLads T U CHERRIN 2% O IR 70 & OFIE 2 7 58
THIENMESNL TN D, ]

10.Z2 DfOEE

1) T v NOULEMDBAFIERR T, BHRRFERD36
O EIT X0 FFHAEARNE & ORI B O 1145
DOFLEAT X0 FPR AR e 0 A ARG 0D %6 B A 5 703 1
IMUT225, 26 DA RIET - tiE I R B 7 T
FEFE N ORI AR LT L PEA RN O — R E 728
fvEEZONEZ, —FH, rasH2 T AP 2=y 7
< U AT BRRIRERED105(E £ TOHEE65 H
IR OB L Ch S AR 2 /e 2 2iZif e
ST,

Ty N OUEMBAFPERRICB DT, MEARIRE R
DG () KO8fE () LI Eoo & CHEiEZEHE

@

10.Z2 D OTERE

(1) BELEFEHIDFESNRVEFIC AP =L

(R UTEEURREEETA) 25 IR
FHT, Bl A =B 5T 255, ARIO#EEE, Hit
FAEERAE L, BIET2BEN03H 5,

AFNE, TEIEKTHLYE I rD—HDxF
FA=— ((S) -=F v FA~—) ThHbd, Yt/
> CIRERIR B D#800f% (100mg, kg H) &~
A, Ty MIAEMEE LERBRICBNT, v U A
HEDOR T, DM, 7> MEOHIRR, MEOILIRT
DIEGF A E DR REEIC L NE W E ORERH

D,

@

DOFEBUFE RN L 7=, Fh e k& BAE

10.2 D DEE

~ U ACAER SRR 0 LR, e v A0

100 mg/kg/ A LA E & OV~ 7 2 D300 mg/kg/ A LA EOFEZR W
THEBORBUEMMNR A LNz, £, T v M2AERSRER
A LB i, T v MW T250 mg/kg/ A LLEORE
CHFAELE K OB O RS BRI D S BUE M 2 S d, M Z
> b TIE60 mg/kg/ B LA _E ORI THFIEIS O S BRI A 72
BTz,
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DA VXV URREEREE T v M5 T5 L
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VRNEERELEART v N OMREEERORBILT
e Ty hED BB FORBEEROEIEL S
B2 ERHESR TV, BT, A XU
RIRTEEO8MEZ9» ARG L T HgZEid s
BTV, ZNHDZ Enb Ty b AJRMER
BRCAHLNIMEENL. 7 e ) Ty N THRRE
ERICAE U D 2 &3 BT BN K OSE 5 3
PEDHEREZERE DR BB A, AR L ¥4 2 b O FEHL
TER %I LTI~ o sz X v gL
2B LI, Ty MPEOELEBZLN
7=

W CED
YERAEA R
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£1.7:2 RERMS—E (JILEFL, VESOY)
— BN TR YV BT WNEA R VA= A= b
ko4 ~A AU —"FESmg, ~A AU —"FE10mg T ENUCEETS, TEANUUEELD
Eaa T AT 7 AR AS B+ 7 1 RSt
AREAH 20004F9 H 22 A 19894F3H31H
FEHEAEH B - -
FEEAAEA H - 19984E3H 12
FRHI 5y SRR, EEPEE A, TR AESR S EHEPEEIKS . T AR
{bF G =0
N 4
o XN A _CoH =
o - HO:C [N;/J\N N
H OH K 0
A N A
H:C” N CHs ) OC-N N—CHs
FAL - G ([T ha—T 0 75 rmERA) TN a—T ¢ U TEE (FIHBA)
P RRY VET MEGREDOE & Aoy (1 5EH)
~A AV —§ESmg 5mg T ENEBETS 5mg
~A AU —§E10mg 10mg 7 E/N U BE10mg 10mg
Zhig - R [ ARIRIE GRS RIRE R OB 5 ST LE 5 RIIEIXER ) ANHRSE, BRI AP 3K
SIRE -« PRI (ARAIOEL L, FIVEQFIRBZME L CTHrDHITI Z L, o, HAKRFED D\ L
BT 2 |5 OICHE O RIRGEISIEAB OB/ TR T X e, -
i EoEE
Ak A& @, RAKIEY LV ET AEAEEE & L CIEIS~10mg Z b EEANCR D595, 721 RIRE

B EEEICIEEISmg 2 HEGA BT D, B, SRR, BRI X 0 T 5%,
1H10mg Z@Z W2 & LT 5,

WEL.RALEL, YEZmr b LT, 7.5~10mg Z eI OS54 5, Aok, Eil -
JEPRIC & 0 B EHET 528, 10mg 2B RN &,

2 JPRERAITHE S

WEL A LE, YErur b LT, 7.5~10mg ZatERTE 2 I FMancRk o5+ 5,
ek, i - ER - RBIC KV EEHET 528, 10mg ARV L,
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®17:2 RIfERZIA—E&

(VILETL, VEYZROY) (fF)

— A TR

Y IVET N R GE

A= 5

ik - HEZ
BET %
A EoER

(1) AFNHTDRIRTITEAZERH Y . £72, b9 A S IREE, MEIRFECEER (EHiEE
R ITHBERENICH L ONLDOT, RAlZEET 54130 &E (1E5mg)

NHEEEBIAT D2 L, RUOESTHEET 254 B E +0IATV AR B EE
IZEETH2 L, 21EL, 10mg 227202 & & L, EROUEITH > TREIZ
BHHI L,

AR BEGT 256, REOEANCRASESZ &, £/, IRA L THE L=,
BEVDER U TIHEN &2 BT 2 £ TS Ho R IEIRIF R 23 & 2o 7oA, XA ME
IREHFICRBWT—REICER L THEFESEE T o AR EICB 0N TRERH H b

iz & OHRENH DO T, FENNWEKRT HANIEB 2 BT 5 ATREEN H 5 & X 1T
WA SHRNZ L,

()

(1) AFNEFET D56, KSITBAZENH L2008 (FEE TIL1E3.75mg) 25
BHEBGT DL, £o, HEFOH 2 BE TIE3.75mg OB G55 T 52 &
NEE LV, ROEETHET 25513882 +oITW AR b EEICE T 2
L, FEL, 10mg #2702 Ll L, JEROSEICH > TRERIZEDHD Z &,

() REYECIE, MEOHICRA ST 2L, £72, IRA L TRE L72%, IERRH
IZRWC—RFICER L TR S 2T 5 AR & 5 & FRA SR &y

o
o

AEIORABZIC, b5 A5 REE, ERFEMIER (BUHERS) NHobhd Ztn3dH b,
Fo, AIRETO, H5WVITHBRREEERFOHKEZTLEL TWRWVWI ERH DO THER
THI L,

AFORMEIZ, b5 A5 S RME, MEREAER (SEHERS) BH06DN25 2 Lid
5, £lo. ARETO, H2WVITTHREEFOHEFLZLEBL VRN LBHDO
THEETDI L,

el

ROEETIFHEG Linwz L)

(1) AAIOEA T xE UIBEoE D BEERE D & 5 B

Q) EERHEEDOD D BEFE REREOK FIC X v imPRES EE L, EANMEL &
bbb dBEARH D, ( THEpBEIE] OESR) ]

(3) EIEMEAEDRE [HEERIC L VIEREZELSEIBENRH 5, ]

@) BrvEpsfasnEoBE (IRES ER L, ERE2E ST 82hnb 5, ]

KROEETIFEG Lz L)

LARIOES 1213 A Y © 7 v st UIREUE OBEEED & 5 B

2 FEEMEEOBRE (BB ERIC L VWEREZTELSEIBEARDH S, ]
3aVERARNIEO BE [IREA LF L, EREZEL ST B8EWAH D, ]

(KOBEITITERS L2 E2FEAET 2508, BICnE LT 2548 IXEREICRS Y
HZ L)

St O, P AURE . SO S L R OV If A5 5 oD e 3 7 & IR RE S R EE IR F L C
WAA [FERINENZ XV R ZAF L a— 2R LT, ]

(KOBEIFES L2 L2 E 3508, FouBE L3258 03B EICERS
T5ZE)

PR, SRR, AU S R OV 1fn A (52 55 D ME A5 OIS RE DS s EE LR T L C
WA REEH AT L a— v 2% LT, ]

A EoER

LIEEHE ROEBEFITEECRS T2 L)

(1) EPHHEE FEWOERANERLS HHbh, BHERANEH LTV, ]

Q) =g ( [FEEE~ORE ) KO [Ep@hiE) omESR)

3) LEEOHHEE (MEKTRHSDLNDIBZINRH Y, LEEDH 5 HEE TIE
ROBALZ ORI RZENLRH D, ]

MeEEOH 2 EBE ( [ KO [HEyEiE] OESR)

HEFEOD HEFE HRENBIE L, FANEH DI IBENRSH 5.
@ik DESBM) ]

(6) WICEENEZEOH L EE HEAXEI OO IBZNRH D, ]

)

®) ( T

LEERL (ROBFIITEEICRETLHZL)

() ®HE FEYOER»ERS Hobh, BIEMREE LTV, ]

) mimE [ 5@t ~oksb) OHEER]

) LEEOHLEH (MEERTRHLLNLIZBZNNDH Y, LEEDH D HBE TILE
ROBALZORB 2 BENR DD, ]

4) HThEE, BEEOH2EF ENRBbbbh2BENRH D, ]

(&) MHEMEEDH 2 EF (ENRBRbbbhBENRH D, ]

2R SR

(1) AHOEG TR G- 2k, BRI E LD 2, RUaGTikek 52175
ek, EWRICEE OIRRE, SEIRZ: & ORFE OF ML R D O A BEITAT
22 &,

2 EE R AREE
(1) REREIZHTT D513k 5 2508, BIcE P b L, Ste a5k
HE21T 5B, EHMICEE ORI, ERGEORFEORELZ +5MHRO > 2

=
-

HHICITS 2 &,

1.7 [AIFE[R i — B

- 15

C Confidential




ARVFH b BEA

1.7 [RIFERIRh i — R
F17:2 FAERMSE—E (JILETL, VEYZRAY) (&E)
— A& R VT NG R GE Vs m |
(2) AAIOFENBHLIBLICKO, IRE, EET) - £ - NEBIRE S 72 & OIK T3 (2) AFIOFESBRILIE I L, IR, HEEH - £ - KIS SR T sk

HCHEETDHZ &,

’HZDZ <‘:75>;§><50>T\Eéﬁﬁmﬁ—%&k’ﬁiﬁﬁ%ﬂ{5%%®T§%1’Eﬁi%$éﬁfm\;

TAHZENHHDOT, BEIFEO

HETHI L,

REEfEIR A D R OBMEICIEE S TRV LS

() A~V A
kT oy — %)

3HEIEM 3FAEANEM
FAENX, & U THEMHEESE CYP3A4K O CYP2C9, CYPIA2TTRE SIS, | AANTZICIEMHEESE CYP3A4, —iB CYP2C8 TR s b,
OERTEE HRICEETHZ L) BEREE GFRICEETH L)
HHN4 AR - HiE ik - fERRIA A R4 E AR - HiE ik - fERRIN A
SRR MR 23 & B AL D 2 [FRINE I R 234 & 4 % Al e Lk e NS OEMMEM S AR BT IER, AR
ERBHLHOT, EEICE (XD D, (AFXY A M= LM (MWD EB8HDOT, PF[FRINHIER A HHE S h 2 AThE
45k, {EkFy, YR 7 Z VMLV ENEEL (N D,
FRR AR A T 1 A FH B AR BN R | ARAL L OV 20 B O FEAX PR CHALPERRE KR, |0, R R ST G
71/%7?/%@%ﬁ%%?6:&ﬁ%5® RIHER AT 5, Ny yna=y LBl | DA IIREEICERS
sV — VIEFRER | T, HEICRETHZ L, PR IHA (7= [T52 a
% FTIOUHER, S
7w a— (BKE) FEORERE - Z0R - EEEE | 7L 3 — LT GABAA ZAIKIC Y — VBRI ARSE)
R DIK TN T 5 2 (1B 2 2 & 2512 & 0 haie T a—)v MHAEIERZHE®T 5 |BGEIC X0 Fxeeaml e A
EBRBHHOT, TELE | MEIERZ RS20, PHHICLY (i) ZERDD, DERENDZ LD D,
TEEZEZ SED 2 A PRI 1E A 2 8958 JRIPRIRE MR 23 Do d [ ARFNC K0 RS2 & 5 o
&, THZERH D, ZENHHOT, EEIZNDIENDHY ., FEHMZLY
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DT, BEEZ ATV, BRERRO bNEEAICEIHRG2PIE L, O E
1o &,

(2) ZOMOREIE

ARV OEEICKRET L &,
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RAACHE D EEEREIITY 2 L,

BEEITH 2 &,

W3 BELZGAIE, BEE2RIETHZ &,

UUTD &5 RBEWERN S b HAIciE, RIS U ClARLEETTY Z L, 0.1~5%Ai5 0.1%A5 R
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A=Y B, wiE, &, MRS |
JFFHik AST(GOT). ALT(GPT). 2N v
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HHE 7253, BRI PR B IRy I 70 5 D 5 BE BRI TR
% DA FEE, Eif PRIGEE, TR ZOfth BRFZSAL, BT, JRREE R, CK (CPK) k&
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1) R Y DT B RERI O A2 T T BE ORI E AT D S
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(I OEGICE L, RO XD 2EENH 0, EHE RO EE 28509 5 a6

MR 5, ]
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DR DT R RIEA & FERICARA O EZ BB W TR T RHE ST
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MR, WRdE. MEOERAEIT S & &b, Hikd, Wik, KB OMERS O] 720
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o (R UTREUZFEEREEGAD 2857556 ERRNCT L <8
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OB LY | FWGLA RN RIEREA~HIA L, I3 2l as 2 U THBRIAK SO E
ERAIELRT D ERRESNTNS,)
10.Z2 D OTERE 9. Z DD EE
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15mg 20mg
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AURC R —FRERRE—
RV L5 ®815mg
° = ®
i IR R R)LY LF EE20mg

M EoEE) &1
B - 34
FEFAHIR - SR IC R R

Belsomra® Tablets 15mg, 20mg
ARLFH U ME

(2 BROEBZFCEFEBESLANIE)]

(1) ARAIOFAZ 5 UBEUE OBEEIE D & 5 B3

(2) CYP3AZIEPHET LM (A FTF=aF Y —, 77 ) RAu~
AT, URFEA, XTI, RV T 4 FEN, L TF)
v, TT7LEN, R afy—u) FERoOBRE (T4
HAEM] DEBHR)

(#ERK - 1K)

BRE4 LY BTEISmg | AUV Y AT i20mg
" - T AN aA—T T EE
% - o3
- AT M- A
2Nk G DA ARV EH b
5 & 15mg | 20mg
aRY B Ry, e —2 WK, 7
N ) DAINAR—AFT NI UL ATT Y R~
W 2o wn brarn—a, BFyo. FUT
F
i & 93
£ 103mm, A : 5.6mm B 7.9mm
©
Wi —
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(A& - AE)
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; H5, ([Ep@hne oBEBR) )
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2) EmE [ Fmﬁ”%%@%%%ﬂ . [EEpEie ©7.()DEESR)
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( TERIRAGHRE) DHEBR)

(2) JERDEE LI E1E, RA OGO FEAIZ DUV TRERET L,
AFEEREBEELRNWE Y EET D&,

(3) CYPIAZMET A (VLFTEL, _"TIRIN, 7)at
V) LOBERICLY . AR L XY b Mg
SU IR, R, AHRBERREE, REARFFRACEAE, ZRUEiES o FH|
TERIB B SN BB ThRH 5720, FERITIEERE EOA RN
itz LE % &#IJLﬁéﬂé%é.\@l»m”ézto Rt AT
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(ftRER] BALBWLI &)
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FEE B RE O | AR B K T L a—
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WEhiE ] DIEBM)
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AR (7 | PR RER ST M | AKAI R s @
=/ FT Y E | GIEN 2 S DI | HANT X AR R
. Ny — @ | 2N b 57D, EE | KT Dl E

ARG ZEETBHZ L, EHETHEO, A
WCVEH & ek S
DEBENED D,

CYP3AZ HET 2 [HIR, EHFEORAD [ AR L XV FoD

FEA BITER AT 282 [R#tBEE T 5

(PLFTEL, XRNBHDHH, ZhE |CYP3AZ 42
FRIN, Tt | oK EOJFHITRE |EL, AR LX)
VL) L OFBENBRRIEE | > b o i b E
LED EHBrENDY |2 LR SES, (T3
GOHBETH L, YERE] OB

CYP3AZ R FYE T | AFOEREZRTFH S (AR LY b
2 3EA LHBENED D, R#ESRETH D
(Vorres, CYP3A % 3 < # &
HNR<EE L, 7 L. ARLVFH b
== kA5 D 1M R A R
FEE5, [#EYp
e OHBR)

TIX U OMEBERR | AR L X NP
Ehrx EASEL2BZEN|EEAHEEEMR %2
Bbd, [ Ko | 5755,
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VO MAE R AT =
2V TTHI L,

vaxvyw

4. 5l1EH

RIRJERFE 23t g & U A E BRI RS Tk, 25401 (A&
AN6181) (ZARA (BRA : 20mg, &#HE : 15mg) ML I,
ZORBEO6n AMOBEERIZS3F (20.9%) XS B, Eik
BIERIZ, IR (4.7%) . 569 (3.9%) . #9 (2.4%) TH -7z,
(1)Z O fth @ &I £ A

WD XS RIERUTRER S SbnizHia i, 5 2H1kd 5
YRGB EITH b,

TEEEBEHIE | 1~5%ATH 1% il B AR

— % - R |

EHR O 5

IAREIN

MR RIESE | GEAR, BEYE. | BENR R R

R PE D F

1 e BB ON | MEAR R AL ET | B

AR RF 2] 5 W SE ) | AR By 4 )

1.INEREADES
R AEARER,
TXRENL LTV 2R,

8. BE®RE

(H#EIE, ER  AFOBEESICET L ERITL RV, FMEA
PR R A AR A120~240mg % §A#% 5 L - B AR R BR ¢, &K
TE AT AEUIR 00 %8 B3R [ OVRffoe 7 W 23 8500 U L JIRHA Zops — i@t
KT T 2 A2 5 iz, S E AR R AN A K1 240mg % 51 %
5 U7 BERARBRCIX. e & ORI Il A iy Sz, )

QAE : MR, AR MR OV OO EY) iS4 X YA
YOER=FY T EITH, BB U T, EELICH RS, @
REATV, — A2 HERIE & 1T 5, e B, MG IEARK O
MBEICHRNE D DEIFHATH S, (AR LY MIEAHE
WEAENEWED  MEET TIEBRESNRNEEZOND,)
ZAIBAO TR Z B BT 5,

. FBRLEDEE
R ATEF - PTPEEE O HKANIPTPY — b/ B H 0 L TR
THLofETA L, (PTPY— FOMBIZLY ., HVELA
WA RIER AR L, FIIXEILZE S U CHERIA R % o &
ERAMEZHRETIZEBRMESLTWVS, )

10. ZD D E

(D7 v N O2FEM B AFERER T, BARRERO36MEOF 51
X0 A R K OV R M R B D 115 0 2 512 X 0 HOR IR TE
e S e Mo D FEERE S 2SN L 7228, 2 & DAL - i E
V2R B 722 I SR 5 R OVHUIR IR AR L REE AN O Rk
REEEZ N, —FH. rasH2 h TV AV 2= I <A
T, BRBRZEEOI0GEECTCOREZ6y AMKRAOZELG L TH,
DM ZRRT 2B TR O 2o Tz,

Q)7 v FO2UER D AJFMERBRICB W T, BRBE RO (i)
K ON8Hs (M) LA b Fl & CRBEZENE ORI 2N B L7,
HNBEERELSBRATEHBOF VXV UZRBREREL2 T v
MG T 2 EHAMICBT 2 RERBASEMNL-ZZE, AR
X NEESLEAEAT y hORBEERKORILITZT v E
Ty IV HELS, ZORALROEEE KN -T2 L3
HFEINTWD, 51T, A XITHIKBZEROMEE9» A M
HELTHMBEZ{LIZA LN TR, 26D ENnE T v b
DAJFHERER TH LN RIEZERIL, 7rEe /) 7y N THRE
ERICELTD Z ERMBN TV D IR OEFEREORIEZE
MaOFBEBEE N, AR L XY FORHERAZ N LEME~D
HHEEFOBIMZE VML 2K LT, 7y NEADOE
fbEE2BNT,

[(EMEEE]

1. mEEFRE

(HEEEE (BRAAT—42)

HAR NEREA A (1261]) 12, AAI40mg % 22 JE K HL R N & 5 L
7% DOAR LI MIESCOICERI S, & 5% 1.58:/ (1.0
~3.0MEM) Tl MR IRE (Copw) L, B (t,)
X100 TH - 72 (FE1)

#1 HARANEFE LA ARAI40mg Z 22 JEHFICH AR O & 5% 0 X

BrER FLR SRS/ NRE TGS D et
U R BRS 72, ]

1E) VESMEG R B T2 T BIE M, & H & Ok A © 40mg, &% : 30mg)
BhHEEE G e,

5. SRE~NDERS
EEE CORYBEIREREBRICB W T, EmEnE & i U T g
MENE L RBBIANRRD BN TWD, —ICE g ClkAH
BENETLTWAZELBEL, BEOREZBE LN
HEEICREGTLH2 L, [ [EpBE] 07.()0HESR)

6.31%. EF. RIABE~OKRSE

(DEEHR TIEIRE L TV 2 a[REMED & 5 I A 1T, 1R Lo 25k
BNEEE | D S S a2 G icoskET 5 L, U
BRP O GIZBE T D L AMEIEMENL L TRy, BiER (7
b)) Tix. ARHECRT. A EC IR R OV 3R 4] B2 R PR IR iR R D 70
BaEEE LEEa, B, SREKOAEFERIEEOBA R,
IR B0 G PR IR 8 B D 8615 & e - L7245 L IR VAR EE 0 el 3
O BT, Fio, IR OIRILMNICERIRRE & 0495 %2 5
L7zHa, HERC - BEOREREIGREO bz, )

QFBFALFOBANCRLE/RT AR ZRET G FIRALE T I
SEBHZ L, ([@BYMFER (T ) TARLIF U RBLHF
~BATT D ERHEENR TS, )

AL P FomEREYERE ST A -4
=

AUCo..' Cnax Toadt o
(1M-+hr) uM) (hr) (hr)
12.15 1.007 15

(10.97, 13.46) (0.858, 1.182) (1.0, 3.0) 10.0+1.0

n=12

T TES) (95%(RAEKI) . ¥ el (oM, FRe KA

ST (Vv v 7 A ZIHEICK Y FE L E R )
QEEKRE NEAT—4)

SRE RSN (16651) 12, AAI10~40mg % 2% 5 K5 L1 O #2
LA AR XV hORERIIHAEHAMEL TE-
e (R2) .




A eE (R)

#2 HME AR S AH] 10~ 40mg 2 22 5 Ik (Z HE1E O 4 5%

DARLFH > b O M EDBE ST A — 5

AUC,..." [ Tonar' t°

(pMehr) (1M) (hr) (hr)
10mg (4.555-’32.23) (0.483"1%%16) (1_3’-1_0) 12.141.8
20mg (8.12?.1511.14) (0.5%?4(‘)?731) (1.3,'?1,0) 12.542.6
40me (13.8156,.2113.98) (0.825?51%82) (1.5,'?;,0) 12.642.5
n=16

TP (95%IFREX ) . ¥ i R/ Mif, Bk .
STRFITEY) (Vv v 7 A ZIEIC LD ER LI RE)
B RE#RE MMEBAT—4)
S E fRERERR N (30651) 1T, ztzﬁJ10~100mg Z1H1E14HH
KE®RE L, SAEECICEFREBICBEL, AR L
F Y b 40mg D)ty (RI12FH 95%1E;¥ERF'EFJ D 12.0~
13.1F[#) 2o P ahbfEe —FH L7z, AUCqam ® RIESR
HiF1.21~1.60T, WTFNOAETHEHEL L W\,
2BEDOEE
ARANT —4 : KFl40mg % (KIE N A B EZ I HERE &5 L
oA, ZEERF LB L TARLFH 2 b DCrald23% 800 L
7228, AUCIEE L L2y o 72, Toad ZIRFEAERE L7z,
SAEANT — % AFl40mgE E RN BB IS HERE N &5 L
T-3a . ZEERF L L TAR L FH 2 b DCorandZ9% N L
7228, AUCIEE L Ly o 72, ThadTLSHFRER L7z,
( THE - ARCEETEA LoEE)] oEBR)
3. IR
AH20mga &5 LIZBEOEEHRI NS A AT XA 780 T 1 1%
62% (5~95/8—F% L Z A )L : 55~69%) TH 5 L HEE Sh T,
4. 5%
ARV XY OIS RFEIEA9LTH - 72,
ARVLFHF b MEEAKARILE (599%) | AR
RICR R AT D 2 L idZemolz, AR LFH U M B
MIET VT I EQal-BEHFEEREOWTICBEES L,
5 K E
ARLFH U MTEE LTRBICEVERL, ZoREHICEE
IZCYP3AZNBH L, CYP2CI9L LM G LTz, MmiE
FICIEEIC AR L F Y bR OZOKBILIHYAED 5h
7o ZOMRBIIMAN CEBERAZ RS RN EZIOND,
6. HE st
ARLFY U FNOERBEMRKIEFLZNTILOTHY R
A5 L7Z"CRER AR L2 b DKI66%A 3 iz P &
N0 L, P ~0PEF23% ThH o7, ARLFH b
FEE L TR E LTt S, EFLORFO AR L F
B MBS BEO1%RM TH - 72,
1.%%&EH WEAT—4%)
(DFE &b
fREEERR A, AAl40mgZ 1HIBI4B BIKE#RS L&, &
ﬁ‘—?%ﬁ&f‘@xf L XY R DAUCo2ans ConaX Oty n D B I
ZhZI, 10.64uMshr, 1.080uMK N9 4[] T - 7=, HEHEH
AT, ARF40mgZ 1HIEI7THBEKERE L- L&, EFIRE
TOARARLFH L FDAUC 20 Coax X OO HIEIL, EHU
ZAv, 17.88uMehr, 1.336uMM& (N184FF[E TH D | EFEALA &
T, AUC) 24 0 O Conan TR & 7R L, 61 DIER A b LTz,
D AR IRE BB K OVIE m i AN IRE BB 12 . AR A1 5mg M UN20mg
ZENENIHIERERS LZBEOEFIRETO 2R L 4
U b ORE IR O MIEPIRE (Cop) £, £41E410.362pM
K 0321pMTRIRE TH - 7=,
Q)BHEES
i B RS RERE 5 B (CLer @ 30mL/min/1.73m* B ) I AA120mg
FHEES LEBEO AR L X T2 b OCh & NAUCH, HERERK
NE L TI5% K U22% mh - 72,
G)FFaEES
AL R PR RERE EE R (Child-Pugh & =2 7 7~9) (2 AKAI20mg %
HAEEE LEZBEOAR L M)cmxai\ HERERR A & bz L
T6% &<, AUCIE3 %@ » 1=, FE B AR PR E R
(Child-Pugh % = 7 10~15) T@ﬁ\%% =Y N ONGUAY/A AN
[ MEFRERE) OESHR)
(4)BMI
AAHN20mgxE RIRIJERF ICKER G LEBEOEFRETO AR
L4 b DOCould, IKEEBE (BMI : 18.5kg/m*Kiii, 6f)
T0.171uM, HEHEBMI (18.5kg/m*LA b, 25kg/m* A, 13941)

O BFET0.323uM, BTIEH B (BMI : 25kg/m’LL k. 30kg/m’
HKeii. 94%1) TO.384pME UL EHE (BMI : 30 kg/m’LL k| 42
) T0.353uMTdH > 7=,
8. EMMEEMER NEAT—4)
(H7ZIa—u
R BE B A 306112 AR FI40mg M VT /L =2 —10.70g, kg % (f F B [1]
b U8, R EEERE ORI T AR LN, [ T4
HAERM ) OHEBR)
QRRLFH 2 FOEYEIRE
Hr hary—n
AFH| (4mgHila]) L CYP3AZBMLETDZ 7 hat v —i
(400mgl H1EHE O E) Z0FH LB AR L3> b DCpay
FOPAUCHE23% K TMT79% 8 L7, [ T2 RO THAME
Al oEBR)
DENFTE A
AFK| (20mgHE]) & PAFT ¥ L (240mgl H 1K) % HEH
LB, AR L FH 2 N DChuank AUCIE22% K TN105% 0
L7z, [ TEEAREARMER] KO THAEER) 0HESMR)
N T
AKFH (40mgHi[E) &V 77 B (600mgl B 1EKIE) % ff
LB, AR L X2 b OCpa& WAUCIE64% I 188 % iV
L7z, [ THEER] 0EZR)
QHRECEMBEICHTIRARLIFH Y FOEE
DIn vitrof ik Bk
AR L FH 2 MICYPIAK QIGE OPHEE A % L% 3 2 Al e
MRS ENRRIN TS, tho b NCYPSH T (CYPLA2,
CYP2B6, CYP2C8, CYP2C9., CYP2C19, CYP2D6) K} k5
v AR —4%— (OATPIB1, BCRP, OCT2) (ZxFL Tix, W&
MICEWRO S HELZAEL D AEEFENEZZIOND, 7\1“
LYV b ERERGTSZEICL - T, EICCYPHFHEIC
o> TR SN 2 EAN O & FE T 2 etk v,
Y Ix v (PHEEAEE)
AF| (40mgl H1EIKHE) &YV =x > (0.5mgHilE) ZOFH L
ToBE, a3y DCna AUCIH21% K O27% I L7z, A
RUFH o MEGREO Y X2 R TR 0] O 6 LI IZ 3

EIc g S HAEOEZE

mif, ( THHEER] OESR)

(1) AR OKBHABIZHRAICIZIH20me, &iEHE 21X H 15mg
Thb,

[BRR AL #E]

1. 55 TN #E B bR 5 BR
EEEHE 7 7 2R R (AARANISSH) 2BV T, It
Mt%ﬁ%%ms{ﬂ LA (20~645%) 37061, Mt (65m% LA 1)
268%1) 1 1 (A : 20mg, @E#nd @ 15mg) XIF7 7R
75?37JHF53&5‘1/7’L&% BEBHEEZH W B L OR
UYL T7T7 4% RAOTRERGFENIC X0 AR R & OVE
MRAEFE R B 2 370 L2 RN FREIRPFELI4O L BY T
Hol,
#3 OARE (HAL : %)

Rl Bl . FHl | =27 o TR E
R W BORE ] e | o e P 9
. 75 v R 376 | 67.2+40.7 -10.1+33.9 5.6
Ea b "
AFIRE 248 63.6+37.3 -14.5+28.4 [-10.2,-1.1]
75 R 365 65.7+39.4 -12.8+41.2 5.4
sTSOm 15 HHF -
AHIRE 244 | 62.7+36.7 -16.4+31.5 [-10.9, 0.0]
75 R 339 | 66.6+39.9 -18.9+39.3 5.2
3 HIE
AFHIRE 228 60.5+34.7 -20.4+27.5 [-10.2,-0.3]
| TR 290 | 66.2+44.1 21.6+45.2 9.6
HIHK "
AHITE 193 68.9+49.7 -33.4+48.0 [-14.9, -4.3]
75 R 272 | 66.2+44.0 -24.4+51.4 -103
LPS 15 AR
AHITE 185 67.7+46.7 -36.0+45.5 [-16.0, -4.6]
75 v R 251 65.7+43.9 -27.1£52.0 8.1
3 HEE .
AFITE 172 | 65.5+43.7 -35.2+42.4 [-13.8,-2.3]
SEE A AT Y

sTSOm : EBAYIEIRIENRE (f2 H & i o 16 1))
LPS : 28100 = for M R 7 ke
a) B/ TIFSEHME [95%(E X H ]




A eE (R)

F4 MEIRMERFR (B : 59)

W | el L | [ ~—am [ [ TrERED
sA | W BOW | e | q Ak s
SSeERE | 376 | 315.2£652 | 15.3%42.9 3.6
13 :
o AR 248 | 322.4457.3 | 27.2+40.8 [6.9,20.3]
SRR | 365 | 31772653 | 23.4£52.0 163
TST Pyl :
s S AR 244 | 322.7457.7 | 38.7450.5 [7.9,24.8]
FowRRE | 339 | 316.7£64.5 | 42.1+56.4 10.7
3 A [1.9,19.5]
AHITE 228 | 325.4%56.7 | 50.3+552 9, 19.
FowARRE | 287 | 11512459 | -19.1247.5 305
IR [-39.3,-25.7]
AR 192 | 11958464 | -54.3+44.7 3,-25.
SRR | 272 | 113.6245.0 | -17.9455.3 264
WASO | 1 HH
» AHIRE 185 | 119.1446.0 | -47.0+45.4 | [-34.3,-18.4]
SSeERE | 251 | 11532460 | -25.3%50.7 6.6
35 B :
AT SRHRE 172 | 118.2246.7 | -42.7¢50.5 | [-24.8.-8.3]
S H) iE] = A HE AR

STSTm : FEARIMERKER (48 A o3& 15 O 8 F#))
WASO : F 8L & 7 BRI
a) fe/h ZRFEE [95%1F R ]

2.EBRERHR WEAT—4)
(HWBEBEEGENIINT IEE
fa e R AN 280111 . A#I20mg X 1340mg & sk B A% 5 L, el (&%
L5 ICHBIEETHRELZFEME L & &, 20mgd KA H#
5. 40mg®D H[E| K 8 H MKEHE G128\ T, —HOHHRE I
HEIRAE N ICKI T D ARFNORENRO biz, 7ok, 2615340mg
B BRI, 151 2320mg# 5-RF 12, 161 2340mg & O20mg#% 5-Ff 2 |
BIROFEB OO ABFEITREL FIE Lz, [ THE - B
WCHEET A EoEE ) RO THERERERKNIEE ] OESR)
Q)IF R EE~ DEE
0 RE s B S B o 18 PEBASEME IR B (COPD) FRE 2501 S id i
JE D> B HAE I 0 PR BERR RE AR, (OSA) Ba2661lc, AAl
(R : 40mg, @#HE : 30mg) Z4HMKERE L X, B
SRR IGEIER T A Do 7=, 728, EEDCOPDK
VOSARF TIEMmFIEh T2y, ( MEEEE ] OESMR)
Q)EEfE. BHESHERUVTEMEECHT 2HE
TR R A\ 28611 A K20 13 40mg & s ERTH A& 5 L- & &
40mg T B 5 D HEE F A HE ) K OUF s B A RE DX R A3, 20 %
VA0mg TEEOHFED S L& OHMN A LTz,
B v i B 126 IS AR A 30mg s R B Ml 5 L, 5 1.5, 4
KOS M BICHBE S Ee & &, 15EMBRICBVLWTHRKDSD
DX DI L KM EBSE DK TR A bz,
CTHE - HECBEET A4 EoEE) RO THEAREAR
TE] OESMR)
GHEMILAICK T EHE
A H M) D % H R ER O B DR 3641 12 A F 40~
150mg & B[ 5 Lz & & ARHAOFEYELFHITT 7R LD
EL, Y ET A5 OB0me L FRETH -1z,

(1) AHOKBAEITKEAICIZIH20mg, &#vA 21X H15mg
Thd,

[FEEFERE]

1. IERA%E

ARV FH U MIA LT U FRICRRE N & < W 7R
EHE T, e bALXFv U1 (0X) ZRERTALF T2
(0X,) ZREEICHTLH M (KE) T2 ZEN055K W
035nMThH 7=, "

ARLFY Y NI, REEZRETLIHRETF RTHLA L X
AR UOBOOX, K OXyZ H AR~ D FEA % Al Wi 1 B 5
HZEIWICED . MERERED DIERIRE~BITSE, ER%
HRTDLHEEZLND,

ARVLFY 2 MIy-7 I E#E (GABA) . Er b=, FX
U, JIATRLVF DU AT h=v, BRZIV TREFL
AV ROFEA A RZREICH L TR EZ RS o Tz
(K;>10 uM)

2. EBIRICXT 2R

ZARVERH N EBEBEOEDHICH LT v b (10, 30T
100mg/kg) . 4 X (1% U3mg/kg) . ¥/ (10mgkg) (2% 0O
535 &, WERMAED L, /> b ARER L O L 2 JEIR ERER
AEML7z, Y

(B ICET 2EBIEEHIR]

—%4 AR L FH b (Suvorexant)

{224 : [(7R)-4-(5-Chloro-1,3-benzoxazol-2-yl)-7-methyl-1,4-
diazepan-1-yl][5-methyl-2-(2H-1,2,3-triazol-2-yl)phenyl]
methanone

ﬁ%iﬁ : C23H23C1N502

478 1 450.92

PR AoOBRMERTH D,

AL ) = IVZRRBE TR AT H AT TR
<LK, KRIZIFEALEBE TR,

i
JesS B
o N \__N._oO N=
N\N/
HsC
[k EDEFE]

KRR AT B0, PTPY— FOE FHREL. IRAERTIC
PTPY — h B 32 &

(@ %]
ALY 5T BE15mg : PTP 10088 (108£x10)
LY 5T BE20mg : PTP 10088 (108Ex10)

(EX:3°99)|
1) Winrow, C. J., et al. : J. Neurogenetics, 25 : 52, 2011

[XRkEERE - ERBEHRSBUVEDHEE]
MSD#EX &t MSDHAX~—HKR— bk ¥ —
WA KL 1-13-12
EWREBREDT «+ 7 U —F A ¥ /10120-024-961

BEMRTE T

MSD# X &=+t

REHBFABEXRAKIL1-13-12



ARLXH b FEA
1.8 W& (R)

H

B B ettt 2
5 e U RE O TEZE oo 3
1.82 ZHHE « DR () KOZDFEERRML ..oooooeeee e 4
1.8.2.1  ZHHE * ZHI (B2) oo 4
1.8.2.2  ZhHE « ZhIR (B2) DFRTEMIL oo e 4

1.83 Ak« FHE () KT DFEEARIL coo.ovoeeeeeeeeeeeeeeeeeeeeeeee e 7
1831 JHYE * FHEE (Z2) oo 7
1.832 HE s FE () DORETEMML oo 7

1.84 A EOEE () KOZDFETEARML. ..o 10

1.8 WwFE ()
-1 -
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ARLXH b FEA
1.8 W& (R)

*x—H

H

#18:1 MERRAERF D R OB BER O T T RBEE O (43 (GREW., SR, KB
WIET — X fEMT, FAS-e-diary, 2EEF. 028 FRER) oo 5

#18:2 MNESROFRIFHFERL N T T v REEE O (4y)  GREW, SR, BT
T —Z M7, FAS-e-diary, EFT. 028 FRBR) oo 5

#18:3 MERRAERFD RO BRI B R O T TR 02 (47) (GRFEH. AR, KEF
WE T — X fiRMT. FAS-e-diary, M. 028 FER) oo, 6

#18:4 MNESROBRIFHFERL O T T vREEE O (4y) QR AR, BT
T —ZfEMT. FAS-e-diary, EFT. 028 FRBR) oo 6
#18:5 B EDOER () ROZDFETERRIL ...o.cooeoeeeeeeee e, 10

1.8 WwFE ()
-2 -
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ARLFH R

BEFA

L8 IRCE ()

&= M OHGE O E 2%

s 5 E %
AHI Apnea-hypopnea index HERER - ARPEL R
AUC Area under the concentration-time curve e FEE - ] e T T
COPD Chronic obstructive pulmonary disease 18 PR ZE I it % AR
Crnax Maximum plasma concentration e v I AFE P iR
FAS Full analysis set e K DT R 4L
FMI Final market image o g ]|
LPS Latency to persistent sleep Fpfoc HE ARV IRr
m Mean )
OSA Obstructive Sleep Apnea P ZE 1 RHEEFIR R I o0
PSG Polysomnography RNV LK) TFT 4
s Subjective FBIRFHnLE A
SE Sleep effect e AR 200
sTSOm Mean subjective time to sleep onset T A R AR VRS IRF
sTSTm Mean subjective total sleep time S e e RS Rf ]
WASO Wake after sleep onset Fh R R R

1.8 WwFE ()

3
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ARLXH b FEA
1.8 W& (R)

1.8.2 %hEe - PR (F) RUZFDHRTERMN
1821 %hee - HE ()
AHRSE

1.8.22 ¥ie - R (F) OFRERR

JRFEPERIRAE B GEmERE : 65, Ml @ 652l L) %[5 & Lo IAHRER (028
PR & R0297ER) DOFER, AR XY FOFMEIEL, REIIEEHE TOEMEHEE I
FIDHAAFRD - OD, [KHEKNEHELIZ, FANIEFHE L2IiX e A EOf MR E
HT., 77 RE MBS BEES N 72[2.54.5.1.1 TH][2.54.5.12 HH], £/, ARLFH b
DEZRMET, IR O O FFGHRBIEN A BEFOICEMLIEb00, ZORETBBT
R I EE T AT E A EDR A% HUWNIZRE L 5P 1325 2 &< EE L,
BB AORE LRI, 95% 22 HEE CTRERMEL 135720 o7, LnL2ans, i
S e i SRR I i A xh G & U7 B B BLEESRE 1Tk D s B A BEAM L 72 BBR Tl R
B ~OEKAER G TITEN RN -T2 b OO, BEFEEREH ~O & A 8K OKH & 51O
(AR R~ i A - O — RO MR Tl B Bh BUEESRE ) OIR N RIE S iz,

FIERERD 5 6, AR NBEE NS L 72 B MRS (02838k) O AR L x4 b A&t GF
ElE 40 mg, AERE 30 mg) DOABEICE VT, BEIRMERFNE O FE K ORIRGEHIE B TH
D, 1h AR, 35 ARER O HK RO EEFHMEEE [ EEARIERFE R (sTSTm) ] KO
FEEEEE [FREEEER (WASO)] OR_R—2 5 1 b OE(bEIL, ZEMEICKHLT 5
EIZHE, 77 B ARBECx U TR 22 B BME A2 7R L7z (P fiE<0.00001) [#1.8: 1], £7-. AlR
RO EER ORIKEHHEE TH 5, 1y ARE 35 AREL OB B 56 1A O EBGHEER [+
BIAMEAR SRS (sTSOm) ] KR ORBIRFHIEE [FrlEiRIER: (LPS)] OXR—ZXF A Vb DX
fbEb  ZEMHEICHLT D B, 77 B ARBECK LCREEH 2B 278 L7- (P fE<0.01)
[#1.8: 2] [2.5.4.5.1.1 HH] [254512 5], £7o, AR X ¥ MUHERE GE&EE  20mg, &
linE © 15 mg) OFDMEICENT, MERKMERFIROFM E LT, 1 AFRE, 35 ARFROE1IHKS
1 O FERFEAGE B [ BAORRMEIR R (sTSTm) ] X OZERYFEMTE B [HoaR BRI (WASO) ]
DR—=RAF A ipb ORI, ZEMEICRHLT 5 BN, 77 BRI L TR 722 &
Btz R Uiz (P fii<0.02) [#1.8: 3], F7=. AIRZIEOFHMEE LT, 14 AR, 3% HEEL UL
A/ LA O FRIAGHEE E [ FEIAIERIERE (STSOm) ] K OVEBIHIRHGE H  [FHcEiR i s
(LPS)] D=2 T A Lind OEAbEIT, ZEMEICHALT 5 FEICHE, ARZR O RB A
ToH5HLPS (14 HEF) T, 77 BRBET U CERBMEZ R L2, Z0L (1h HEE, 34 Al
KOO sTSOm A NZ3 % AR L O B O LPS) Tik, 77 B ARBHI L CEEMEZ /R S
minode, LNLERG, ARLXhy MEFER L 7 7RO kEO4 B Eo P EIX, 1
WREK O3 5 ARED sTSOm, H KRR U3 HRED LPS T, 0.05A0 & 72 0 BRI i
7o[#1.8: 4] [2.5.4.5.1.1 TA] [2.5.4.5.1.2 1A],

Flo, AR XY NEHELMEHED3 » H £ TORGOREME L OAAEMET, BBthR
T, 61 HETORGEOEEMELOEAFELBBURRIFTH-72[2.7.4.1.1.7.1 H],

1.8 WwFE ()
- 4 -
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ARLFH b GEA
RIS €S

IHIC, ARLF Vo bEHELAMEAEIZBSNT, BAARANEHTORDMEZ, 2EH L —EF
LTkY., ettt BANER L IERARNERTHEU L TV,
LLEDRERD B AARN DAL BE ~OAMER WL EIEIRENT &5 X e R (%

Z [RIRAE] &

RE LT,

#*1.8:1 BIREEDEOENHIERV TS EREBLDE (&)
CREH. SH=E. BT T—2 847, FAS-e-diary, £25%MH. 028 HE&)
IR 5 R R A R—=2F5 A D OB E TI5EREDE
2R VXY b R 77 iR

STSTm' 51 36.0 14.6 21.4%
15 H I 42.6 23.1 19.6*
3 AW 60.3 40.6 19.7*
WASO'* F1HK -58.0 -19.6 -38.4%
15 I -45.0 -18.7 -26.3%
35 W -47.9 -25.0 -22.9%

WG AE
T STSTm : EBLAFRRERRIFRH] (f B o> JIE 0> F-129)
O WASO : FEIN TR R (PSG)

#=18:2 ARDRDENHAZER VTS ERELDE ()
CREY. SRE. BFAET— 2 ###. FAS-ediary. £%F. 028 :A5&)
A E H FAM IR A NR—=2 54 6 DR TIEREDE
AR LR b R 77 &R
sTSOm' 510 -15.3 9.6 -5.7%
1% AR -19.1 -11.7 -7.4%
3 HIEF -25.7 -17.3 -8.4%
LPs! EAEE -30.6 -20.3 -10.3%
1 HEf -34.5 -23.3 -11.2%
3x HEF -36.0 -26.6 -9.4%

WA E
T STSOm : EBIAIEIRER (B O RIEM O 1)
YLPS : BBIEHGIEIRER (PSG)

1.8 WwFE ()
-5 -
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ARLFH R

BEFA

L8 IRCE ()

%18:3 BIRHEFNEDENHMAERV TS EREBLEDE ()
ChREY. BERE. BFAET—42 ##. FAS-e-diary. £%H. 028 :KE&)
IR 5 A R A N—=2 T A S DEAE TTRREDE
2R UFH o MEAER 7T ¥R

STSTm' 513 28.2 14.6 13.6*
15 B 39.4 23.1 16.3*
3n HHE 51.2 40.6 10.7%

WASO* ENERST -52.1 -19.6 -32.5%
17 A K -45.0 -18.7 -26.4%
3n HHE -41.6 -25.0 -16.6*

T OMEEEE

T STSTm : FERRMEIRIERE (B o HIEME 0@ F1)

' OWASO : B RTERFR (PSG)

#*18:4 ARDEDENHHERV TS RBELDE (4)
AEH. BE=. BFRIET—2 88, FAS-e-diary, £%H. 028 5{5%)
FHE A A B A NR—=RF A b DB E TR EDE
AR UFH 2 MEHERE 77 R
sTSOm' H1E -15.2 9.6 -5.6
1% HBE -17.1 -11.7 -5.4
3n HHE -22.5 -17.3 -5.2
LPS? EAEEA -29.9 -20.3 -9.6
15 H B -33.6 -23.3 -10.3*
3 A B -34.7 -26.6 -8.1

T ORRHNEEE

T sTSOm : EBIRIREARIERF (f B o> JIEfE o )
' LPS : BEAIFHIEIRIER (PSG)

1.8 WwFE ()
- 6 -
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ARLXH b FEA
1.8 W& (R)

1.83 Hik-HE () RUZTOHRTERN

1831 RAZ%-AE (¥)

WE, RAICIZARLFRY > hELTIHLIEROME %, miEICIXH 1E15 mg % B ERTIC
RO#b9 5,

1832 RiE-AE () ORTERN

AR LR S OERKBAT I R R IRIE B 2 515 & L C L %158 T H & 505305k (006
FBR) KOS OF AR MEREERER (028708 & 1N0295U8R) I ONC 55 AR R 22 238k (009
BR) 2 L7, EIRGEFSRROE D OB SIS E[113.2 ], A TOME - HE
() ORERIL LT, BAARNTORADOENMEKR NZEMEOFAMC - FEE 2 BRIE, H
ANz BB IAEARERRERER (0283K8R) & L7,

LUTIZ 25 IAHRAER O F B OB E AR K OV IAHRABR O SR . W ONTAF TOARRFI O L - &
(R) OBGERILZ =T,

FAAHREBR CoO A &L, 5 1 HRBR COEYENRE L OV H AN % 5 e t2 155 TA &5 38R
(006588Rk) DG FATHAD EFRIE LT,

% DA ESHER (006385R) 1IAF EKE D2 EHTEmML, AR L FH 2 MO, 20,
40 V80mg XIT7 7R Z4HMMERKEEG L7 v A A —"—DEHELFEERTH 5
[2.7.3.2.1.1 HH], FEFHMHE B (ZMERZN= (SE) . FIREHEE H X WASO 2OV LPS & L7z, 0065k
BRCAAN G Lo R, 2EHTIE, BIARKOBAEIZEBIT S SE X, WTFhoHETHT
TRARBECR L CTHEBEICHEIN L7z, 72, RRICET R AL OE4EO WASO 1, WTihoH&ET
b 7T B ARRRIR L CHEICERN L, £72. 18R I o7 — 2 % W TBIRET Of5 R, A
ALFH U MITTEREH LT, LPS ZEMET 5 2 LRSI, 612, WTNLOH&ET
b EHE R LM I AB MO EIT A B> 72[2.7.3.4.1.1 HH],

00675k D A A NEHITOFLMET, 2EME —EMEZ R L7z, £, AARANEN L IEAARNE
Mogett7 a7 7 A WTEPL THB Y, WEH L b AR VX0 FOIEMITBBLRRILT
botm, EHIT, ARANEMEIFFAIRAERDZARLFH L D Cyp OFHMEITHEEIL TV
[2.7.6.3.1.3.3 IH],

Lo T, 273411 NIRRT EBY ., AOMEEZEMEORNG, KAIZLEH L L EI12,
% DRRXT 4w EBRELI, BEERTFATELIHEITOMg LB oD, HIAHRER
DIEFE ML KT DA REIZ40mg & L, KAHE 20mg) HHEMHRBROARICIEDD Z & &
L7z,

Fio, B IHRBROSRND, IEREETICKT 540 mg & mEFIZXT 530 mg & GRFD X
RLXH 2 FORMEREITIEL L W22 52533 H], mfEOHAEIT30mg & L
[2.7.3.4.1.1 1], KH&EFX1Smg & L7z,

PLEX Y, BMARA RS (02850058 & (R0295-5%) CTOARKIO HEIL, KHAREHINZ 722

1.8 WwFE ()
-7 -
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ARLXH b FEA
1.8 W& (R)

MEE Uiz, 28, BRAATHR—OHENEYTH S L& %[2.7.3.4.5 ], 5 0AHE IR
(0287KER) (CAFITZIM LT,

A ZMERRGERBR (0287858 K& (R029788k) DFEHE., [1.82 I RT X oz, AFIEHAE G
ElE 40 mg. @ERFE : 30mg) OAEZMMEITMEESh, BEMIIBBDRBIFThoTn, F0.
BIRBHTH-o=b00, KR GEEEE : 20mg, &EiE : 15mg) OFIMEL RSNz,

A TCORFORYE - A () O ERIL

AFNOAITORE - AR (%) 1L, BARANZELE IR ZMERGERER CoH 20283 D H A
NEEM & REROEMEDO—EMER O HARAN L IEARNER OO EZ MR L, RIS
—EHMERR LN &N D[2.7.3.4.5.1 TH], FI20283RBR D REM TOAHMNED EEAFEMHIE H &
DL EVEDORGEZ VTR LTz, £70. 0283RER CIEmmE & @ O ghik, L4ark &k 0¥y
BREO—HMN A LN &G, HEEnd & miinE 2 [ —HRH & He UTHRIT L7z, BRIRHELE
FEIX, 02835 K 0295 R D # OFRERT — # L OPFET — & . % IE TR T — & N
ARFEROERIRBLS T DA MRIETRIFEEE O ATIRI & N0k L TREBICERGE LTz,

028 DAER, AR L FH v FEHENF GEREE  40mg, mlnE : 30 mg) TOREIRHMER?
R AN R, ZEMEICIHL LT FIEIZ L 77 ARk U TEBHEDS R SN 7o [#1.8:
11[#1.8:2), F£7z, AR L x4 MEHER GEmind : 20 mg, m#ed : 15mg) TOHZMEIX
BIREMTHo72b 00, MEIRMERFZIRIL, ZEMEICHL LB LY 77 B RERCR LT
@@ﬁ%éhtpyulﬂmo—ﬁ\xﬁv%%/%ﬁ%gﬁf@ﬂﬁ%%ﬁ ZEMEITAL L
7o I & Aﬁ@%@%ﬁ%%ﬁf&éu&ﬁwﬂﬁ)? 7T B AREEKRE LR A R
L7228, %huﬂ~uwﬂﬁ 34 AR RO 1 O sTSOm W ONZ3 % HREL U1 HA& D LPS) T
=N 77tTﬁuﬂLTﬁ@ﬁ%Téﬁ#okoL#L@ﬂ% ARLXHy MEHERE T T
EARBEOHEE DS B EO P EIE, 5 UARE & O3 5 RO sTSOm, 514K & O3 % HIFD LPS T,
0.05Ai#i & 72 0 BGEEZN R DVRIE S Tz, & 5T, 02938 O Fll DN 02858k & 0293 D F &
— X TH, BRICEHE L EARD EHRITORMBENE DD AR L X4 MUHERTH AN
DR S AT2[2.5.4.8 ],

ARV XY hOREETIE, BHEPILICE>T-AEHELORBRITEL . HEEHIRT S &
) RAERRITRO DNRN-T2[25513 H], Kb < ALNZENEM TH 2 BIROFETFRIT
FABEETE Y @0 oy, 1ZEAERRE CEEHILICE s ToF G Dol 2 &b, B
FRANCIIR X 2RI W e E 27, B, BEZLICHES LT 5 2 & CHIRO AR
OLZEVED Y A7 13 CE D B 2T,

DL EOERRRBRAGEIC RS &, AR X hoBRHAELEHELIZ, BROICS 07
PEE R L, BREM LA TRRAETHD LEXT,

LU 5, ARIOEREEOEBRICBNT, AFKHR L LKL CEHARETIXY 27 % 1
BIDRXRT 4y RDRSINTWD LT 2 2 LI L Siv, AFlOEHAEZEABHARICED
D2 YT Vv E i SN, 2O i, AFIBEEDONEK T v NRFERIRY 7 EIR T

1.8 WwFE ()
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AR LFH b FER
1.8 IRFF3CE (%)

A—=ZICEDF3IZF SN TND ST AT, FomHEFO—H O BE TR I AH D
BIE U A7 BB LcGais, ARIEO EBFMEE (sTSOm) (2B W TR bl &
R, TR RBEBROEROSH DL IR T 4 v FERLTWD LTV WEENEE X N0 Th
Do ZOfER, A TOME - HEIL, NEF, EAZIZARLFH o & LTIRER0mg %,
Al ITIX1 A 1E15 mg b EANCR AR5 5, & LT

Fio, BHRMICOW T, AFIORFBERITE < | BIERR CIIsES~ 1008k A T 5
ZEELTEY, INHORBETCARDENRAONTZ 0, IRABOLEMEEZEZE L, BE
BRI ARG 2 &aE LT,

1.8 WwFE ()
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ARLXH b FEA
1.8 W& (R)

184 FRALDFE () RUZOHRTEEMN
A EOEE () ROZORERILEZ[F1.8: SIITRT,

%185

FERALDIE (B) RUZOHRERRL

B EARPL

B EOEE (R)
[#2 ROBZFIZIIHRG LR b))
(1) ARFNOERS 5 U BUE OBEEE O & 5 B

AT 0D i PR B BR TR BEOE o B VE A X
HHINTWRWA, R ESFIEL
LT, 2DO&97BE T, WEIEN
RETHAREMENS D EEZBND T
O, REL,

(2) CYP3A Zm<HFETLHK ( FFaFy—n, 77
2awA v U RNFEA YXTFEL RVT 4T EL,
AT EN, TTTVEN, RYary—)u) ehH
DB (THHAEEH] oESR)

FE R AR NN &2 kf 5 & U 7= ARH
L haF = YR EAER R
K& (008FER) TAH D s i i A H i
(Cmax) @J:ﬁ(ii’)T#'C&) S2T2HD
ORI AR T imfg (AUC) [ 3BAFE
I BRL72[2.7.233.1 H], S5
CYP3A 5@ < fRET 2384 & D HFH
B ORI\, RE L.

GhREZh R BT A EH Lo EE)
TIRMEARIRIE S 69 2 ARFN O %0 K OV 2B I MEST S 1
TR,

AFN D i R R ER T R MERIRSE B
FIHT D 58T <. YEhEE
2B D ARAN DA M OV BT
AENTWARNWZ EnG, BRTELE,

ik - HEICEES D6 Lo

(1) AFFHEOEAMCRHSED Z L, £/2, WAL TE
L 7% BEARIAR T ©— BRI R L TSRS TIEEI T 5 7]
REMED B D & I S ER T &, (TR DES
iy

AHN OB R BITREL . HBIAEEZRD
PERRGERER (028 & 1M02935R) T, gt
FES~100 N S B HEICH (AR
HOANRDEN RSN &
[2.5.4.51.2 B OERE L, £z, &H
[ FERER (02130R) T, KA H#1.5
REFETIRR LR S 72 B, 5 LB o 3
FECTER MK T, PR EE DK T 23 7R
e XN 7-7-9[2.5.3.5 H], MERZS T
—IFAIC LR U A2 CiEEh 3 % Al
REMERS D & XIFRASERVE S,
BRIE LT,

(2) ANRZROBENBEND BTN H DT, AFIDORF L
[FIRF ST RIERORANITERET D 2 &, [(REREG TIX, %
REREE 5T B G EAZ DO AR L XY b o Mg
PMETT D2 endbo, (IFEWEER] OEHEM)]

HAR AN K OFE B AR N R % k52
E L7 THRER (0427305 & 10207
BR) T, ASHIEE IAH R HRIA 2 = 1%
Peh U7oBs, ZEIEREE G T AR
LXH 2 b Tow DT NREE (1
~1.585[) 2FRD Hiv, BEHE% DI
HERBEE DK FNA ST, — 5. Thax
DI MAERREHRICOWTIE, &
B LR ETCIRIERECTH - -
[2.7.1.2.35H] [2.7.12.5], 2N HD = &
6 NIRZH R DOIEBL RN D BE N
HDHTH, RE LT,

(3) MO RIIETBREIR L G L7z & & DA% & O e
FENT Z 3L TUNZRUN,

AANIHHAEREF AL TH Y,
fth DO RIRSETREIE L OFH L Tl
AREE DB ETE T, ZOUFHICET
52 M O IMEIZ DUV TR &
W7o TWRNWZ Ens, RELE,

1.8 WwFE ()
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ARLXH b FEA
1.8 W& (R)

%185

FRALDOIEE () RUZOHRERNL HE)

A EOEER (R)

A EARPL

[ EoEE]

EEES ROBFICIEEICEET L)

() FrarFer—XiFghZFLX—0dh5BRE JEREE
bI®ELBENLD D, )

KRB G L0 X T —INe
HINDFERIFHFE LN THRNN
[2.5.5.11.438], AFIOIEHBET 2 &
TAHEFLaAaL T —=Ih X T
—OIER & AL S B 5 AR A S
TEXRNWIENDS, RELE,

(2) =g (TEEE ~OfS ), HEYEiE] 07.()0HEMR)

AN OEGAR AR CTIX, BlEFa o
TV EDOBRESRIIA LN TR
[2.5.5.8 TH], —fXIZElnE ClrIA e
BESMETF LTS8, f&iE L,

(3) HEEDOHHEEREDH L EE (AR LF T FomEhiR
ExERIEBZEANH D, ([HEYEIHE] OHEEM))

LT RERR E B 2t 5 & Lo 3K
WEhRE D RN 2 Elii L TR 59, HE
e ERE B W T AR LY
kO SE RS R B AT hEME 2 A
ETE W=, THEEOFHEEEREE O
HDHHEE)] OB EEE L, REL
776

4) BEEONIEEREZ?FTLIRE(CNOLOEBEFEIIHTD
RN 72 <. BaMEITfEL LWy, (TEEER R
DIEZMR)]

L O PAZENE REAR P 2R, (OSA)
FBE e OVER FEE oD 18 B ZE 1 i v £,
(COPD) ABE I FHRRBR N 220,
ERE 7 & A5 EE D OSA i (036345R)
K OB 7> & A5 FE O COPD fR (032
HER) TRELSRRIC KT B MR 5
3 LR R, BRMICE RO H B
MEG A VE ] 2 2 L2V 2 & AVUR &
MW, R REICREE D B 5 EBE T
DFEREBRIIBE SN TWA =D, EE
LCHEETHENRMELEZ
[2.5.5.10.5 ], &&iE L7,

(5) WCHREMEED & L BF EHNE S obivdBEN
Wi D,)

AR AR SR DREREIR T2 K 0 . AH
DIERANBRLS HLbNdBZENNRH D
e, FEELE,

2EBERILANEER

(1) ARANOFBENRHA OB LB LD, IR, EES) - £
71 KEHEBBEN SO TR D2 ENHDHDOT, HEl
HOEIR7 SR Z 1 O B OBIEICIERE S ERn X 9
WCHEBET D2 &, THKREE) 0ESR)

FEAARNREFRIEm I & O mE s &
R4 & LT BB HGEESRE ) FEAm AR
(03573858 K (03978 BR) A ki L, FE
R CAKI R 53 B o B B) HEHREE
FIOREHEEIEE DR T SR S 7
72 ¥[2.5.5.103 ], &E LT,

(2) JERDSE L 725813 ARH O3 Gkt D AT 2D TR
L. AFNZEBREBES LWL EET DL,

IR kR G- SN D Z L BRET D
72O E LTz,

(3) CYP3A #PHET HIA (UNLTFTEL, XTIV, 7
afy =)&) EOGRICE Y, AR LX) ol
RS B U AR, 07 ABREFFREL, RERR IR BEIE |
EHEEORIEABHM I 2 BZW R H 570 X
BIR EOFWSENERMEZ BRI S RSB EE DL
ETH L RUEETOHT ABRICITBEE OREL HE
B L, BWERRBLIC 2 EET 22 L, (THAMEH]
DIEZM)

NN

FEHARNBERER N 2 k5 & LT ARH
LD NNF T L E O BAE R R
(0387 kMR, /X— ~2) THAID Cpay D
EHITbFNTHo7-H DD AUC 1T
oM EH LD, RELE
[2.7.2.3.3.1 TH],

1.8 WwFE ()
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ARLXH b FEA
1.8 W& (R)

#&18:5 FERLOEFE (R) RUZORERIL ()
A EoEE (%) B EARAL
3AHAEM In vitro fRHIFER XV | AFNTEIC
AR L FH o MIEICHEDREEER CYP3AIZ L - TR# S | CYP3AIC K-> TRt a7z

hNo, £z, 8V PHIEAR (HBE) ~OMEEHZAET S,

[2.6.4.5.7 ], £7-. FEHARANGEFERA
Extgl LIEARRIE IRy (RIE
RS PRNERA) & oo SAR FLAE AR
(016738R) TV A% v D IiEh
2N EHU72[2.7.233.2 TH],

(PHA%EE) (P LZ2vwZ &)

T

BRATEAR - HEE TR

A - fEBR N -

CYP3A #5f< BET 5

FH

A NTary—n:
A RY Y=

77 )ALV
r7Vvy K

D N A
J—E7

/2 Sl -
frEeF—E

FIVT 4 F B
SRS

AP FEN
A E P 2av%

TI7TLEN
FIEVY

RY a3ty — .
TA TR

ARENOER 2% L < Hi5h

SHEIBENRH DD,
BEH LW &,

AR VFH v b o
o5 CYP3A %
MCPHEL, ARLX
o b oM sER R E &
BHEICELEFSHE D,
(FEEmEhRE] DS
)

FE R AR NN &2 kf 5 & U 7= ARH
L oy — v oY A AER R
18 (008FER) TAHI D e i MM AFE R FE
(Cmax) @Lﬁ@ibj‘ﬁ)f% e} f: %) D
D AUC IFBEFIC LR/ Lz, BE
L72[2.7.2.3.3.1 IH],

1.8 WwFE ()
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ARLXH b FEA
1.8 W& (R)

(PEHEE] (PFHICHEET S L)

R4 % BRI AR - 51 715 - fEBRIA T
Toea—L (BKE) | RRRE BB A O AN 72 | AF RO L = — v
6 F & 2 B WTREMEDS & | FRRARRERIC AT 540

%o AH % IRBHC BRI | BIER 2 A3 5720,
B SED T L, IR 2 R & &
RESES (PATFLE S

W) OEBK)
FRRCRREIRIAL (7 =/ | AR R U AT 5 M | AR ROV S O FA

FTVUEER, e
Y — VR EAREE)

EHzHmsE s8N
WDl MEIEET
52L&,

AR RIS
HEREAET
O, FHEIC/E 2 HE5R
SEDIBLNLH D,

CYP3A % [HHET 53
Zal
(PLVFTE L, ANTN

I, Taf—)

%)

fEERR, %5555 D AFK| D EIE
HARERT 280 RH

D120, ThH DAL D
BEA X IRHE E OB IEMER
fEliE % 1\ % &S
NHGEOHRETDH L,

ARV FH o ko
& Cch s CYP3A %
PAEREIZHE L, AR
L koo
Er LR X5, (T
WEhee] DIEBM)

CYP3A #30< #5845
HEH

(V77 esy B
NRe®BVE Tx= A
V)

ARFNOAE 285 S &5
BEORH 5,

ARV FH v b o
& Cch b CYP3A %
MHEL, ARLX
WAV NOYI (el 3
KF&E5, (MEYH
fie] DIEBMR)

BEESAY

VAR oMt E
LA SELIBETNLDNH
%, (FEY B OHEZ W)
AHIEOEAT 2HEE, ¥
=3 3o R
E=X VL TTHI L,

ARLXH U MIP B
HEAMEENZ A
Do

(Fra—n (friE))

FEH AR NRERERC N & k5 & LT ARH
& TV a—)v L DI FE HFBR A
(0107K5R) CTIIARNNEY 72 K5 1h TE B BE
'TR‘Fb)utu&)%ﬂﬁ_ﬁ_ N IJX/HE_’ L/t
[2.7.2.3.3.3 ],

CHRAR AR S A1)

FEHARNRERERC N &2 k5 & U7 ARH
Lol v T o b O BAE R R
(0267805%) CTIIARNNAY 72 K5 1h TE B BE
®1RT1/EﬁH7j)utu&)%ﬂf£z))O 7:_733 ﬂ'{_j,
O HRRAR RN A O EH 2 #8589 2% 7T
MRS D=, FELT
[2.7.2.3.3.3 ],

(CYP3A BHEH)

FEH AR NRERERC N & k5 & U7 ARH
LD NNF T L E O BAE R R
(0383, /X— 12) TAHID Chpa P
FRIZDOTNTHo7- b DD
MR PR (AUC) 138 5 i RS-
L7o72%, B%E L72[2.7.2.3.3.1 H],
(385173 CYP3A #EH)

FEH AR NRERERC N & k5 & U7 ARH
LU Ty ey OEYEAAER- K
i (0387BR, /X— K1) TAA|O ME
FIEEDOK TR0, FEL
72[2.7.2.3.3.1 ],

(ax )

FEH AR NRERERC N &2 k5 & LT ARH
Evaxvy (REEDIROVIEA]D &
DI FE HAEHAE (0163885R) T =
%7/@@%@%Fﬁhﬂbkk&\

RRE LT72[2.7.2.3.3.2 ],

1.8 WwFE ()

- 13 -

(C Confidential




ARLXH b FEA
1.8 W& (R)

%185

FRALDOIEE () RUZOHRERNL HE)

A EOEER (R)

A EARPL

4.8IEH

AR B & 6f G & U 72 55 TIAR [ B 3t [R50 < i, 25441 (H
AN6IF) WTAH (A : 20mg, @ElsE : 15mg) AL Ih
Teo ZORBRD6 K H B ORNWERIE536] (20.9%) 27RO L,
E7RIERIX, BER (4.7%). 585 (3.9%). %97 (2.4%) T
HoT,

HRAE B & 65 & U7 55 AR RRBR
(028557) T, HARANZ G e 24EM
D6 % A M ORIWEHIEBLHE K NI
VER %504k L72[2.7.6.3.3.2.3.21H],

(1) TOMmOEIER
RO XD IERITERE R H Do HEIZid &G 2Pk
THR EWYREETTO Z L,

Tl HEE 1~ 5% 1% A AEE AR
—fk - 25 | RS
& N OV AT
DIRAE
P RREE | AR, SEYR. | REEAR R AR
FEIE O F
vy
s e e A B | MEAREERELE
AMREZ)R | E®, 2l
JE™ | AR
I )

) IMERRR TA O NRIEM, mHE (A : 40mg, &g : 30mg)
BEREED,

M~5%] KOY T1%A3] 121, R~
IRUE B & k5 & L7235 AR EABR (028
RER) T, BARANEELEERDO
~6% HORIVERZKICF# LT
[2.7.6.3.3.3.42 ], 7ed5. [HEERE)
WZDOWWTIX, ZOMmoOFE AR (029
B L TR0095ER) T, AAl (B -
20mg. E#EE : 15mg) M OEHE (K
A :40mg, E#iE : 30mg) &G A
ONT-RIER 2 E 2. o L7,

5. EImE A~ OG-

EE TOIYERERERIC B\ T, JEEE L ik LTl E
HIRENE < R AP RO 5N TWD, —fRICEEE TILE
HESENME T LTS Z ELEZE L, BEDORELZBIZ LN
DEEICEGTHI L, ([EYEhE] 07.(0)0HEBHK)

AR OMEERBR TIL, EmEREa D
e EORREIZA BN o TR
[2.5.5.8 TH], —fRIZEEE T4 F
BEAMETFLTWAZ E2EB L, &iE
L7,

6.4 0w, PEM, I E~DOHE.

(1) IR SUTIEIR L CW D ATREME D & 2l NI TBIE Lo f
WHENERMEZ B 5 S 558 ICoRBEET 5
L, URETPOFGICEET 28T L TR,
W ER (7> ) T, ZRBCAT, ZRBCHATR % OUTERY)
N HRRIR R BEOT0E 2% 5 LI-5A . Mk, SRk
VAR AL D WD D3 | G I B PR IR 2 B D 8615 & % 5-
L7=5a ., IREREORD BB b, o, ER» G
AR B 0495 2 &5 LG4 HAERIC—ii
PED IR B FRD BTz, ]

KRB OWTha % %P5 & U T B AR R BRI X
Fhi L TR O DML LT
RN ENG, RE EOFRMENRIE
~OfEMEE EE 5 Ll S D56
WCOBFEETHZ L ERRE LTZ[2.5.5.4
H],

ARF O A Bl R A T ERRIR T L SRR
A5 RE I AT IR AL OB (ZRELAT,
AZBL N OEARAI# 5-) | i AR oD
WY (RIS E.) . 3OS A A
A (E» HRAMEEE) 23R
D OHNTTOFRE LT [2.6.6.6 H],

AT OB 2 G T AR G 25613 LE
hilbsEL 2 e, [@HER (7 v b)) TARLIH b
WA ~BATT D EAMESN TN D,)

)

AHNDZ > NIFBATHEREBR T, K
HIOHAITH~DBITNRBD b T
W, HELT[2.6.4.63 1H],

TINREA~D RS-
RHAREN, AR, LR, S NREICH T 224
PEIZRESL LT Zeuy, [ FRRER D 220, )

KRN D/PNRECKETT 2 22 R OH
THPEDSHEST L TR N T E D BRRE L
72[2.5.5.4 TH],

1.8 WwFE ()
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ARV FH b

BEFA

L8 IRCE ()

FRALDOIEE () RUZOHRERNL HE)

X AR

%185
fE EorE ()
S B 5
(1) ffee, JEWR : AF OB ERR 5T 2 ERITD v, U

[ AR R AN AR AI120~240mg % 18 5 L 7= B PR EER
T, M EEAARNBIR O FEER R K OFRpge R 23880 L, ik
AR —WPEAR T 3 DA 23 D AT, S E R AR
(ZAHI240mg Z @i Fe G- U 72 B IARRUBR U3, g dr K OSP4
Hill s S, )

ﬁﬁ”@ﬁna*;ﬁ%ﬁfL%&g J: }:)ﬁ
ERQRB L OB 08 & G137
Mmooz,

LN 2 R A S 2 BRI G4 = AR
(011788%) T, AHI120 mg~240 mg
ZEARE LTZBRIC, HER AR IR
DFEBLR N QR 2388 L, Wkda
B —@MEIAR T 9 DA A A B AT
ZEMD, R LZ[2.722.13 TH], F
7o, TQT #kBx (022:%k) <., AAlD
SR HESE B 2 KiE LS (5] 2 H &
(240 mg) D¢ 5-<, EEREIER (W
) ROHIEICE > ZRIER  (FEEIm
i) &I K0 BRBuR T & 4240 mg
H150mg IR L7722 £ s, FRE
L7-[2.7.2.2.42 ],

2

WL R, RS, )R K OV O OTE B 7S A Z v
YA LDE=F Y THITH, BEIIEU T, LEBHICE
Ve, BREATV, R HERIE 21T 5, 2B, MK
BHTIIARORECHERANE I NIAHTH D, (AR
X MIEAEEERENE WD, MEENT CIEbRE S
ninweEzohbd, ) ZHRHOAEEEZEZRT D,

8 A 5-IRE OO — Y 7 AL T 1 A R
W7, £, MKEHICEE L TiX
RHENOE AREEZR[2.6.4.4.3 H]D E W
e, AROBREICET HIERESR
THARHE LT,

93 M FOFE
HHAZATEE - PTP a2t @1ﬁimT/~bﬁ%@@mbf

R4 2 KO85 Z L,

(PTP > — F DFALKIZ . B

LA BRI A~RIA L, B3R 2 LTWMM*#
DEELREIELHEST L EAHRESNLTND,]

H 3E#E 5 552405 [PTP OREHRHRIZ
DONWT Y CERSHE3H27AN) 2%
BRE LT,

10.%F DD EE

(M

2

?y%ﬁmﬁﬁﬁhﬁﬁﬁﬁfﬁ\ﬁf%mam%ﬁmﬁ
HAZ 10 BT IR N OB IRBR 5 B D 115 D $ 512

FE DR R M A R R 0D S BRARBE 3N L 7228, Zh b 0)2?2
AT > BRI Rr S Y 72 T 3R 5 8 K ONHLIRR A L

PEAMEINO R nE E 2 SN, —J7, rasH2 b 7
VAV zow 7w AT, BERBEEED105EE TOH

Aoy AMKROKELTH, BAFEMZRET 52101

RO BRI oT,

Z v N OLEM D AFHERBRICB W T, BRBERO16E
(k) FeOM8fE (M) LA oo F B CREMFEZEME o 38 B
U7, B2 KESBATHEOA LV U2 R/IR
HHiRE 7 v M54 5 L HBNCB 2 RERR R 238
MUIzZ e ARLIY U b2 LEA6BT v OB
FERORIUITLE ) T v b0 L ZORIARKD
HEE L2 ERHREINTND, IHIZ, 4 XIZ

%V%*E@MP%QtHW&%LT%@@WMiAEﬂ
TR, INHDZENSLT Y FRARMRBR AL
TRBEM L. 7V E S, Ty PTTEHARBEMICELSZ L
DN D AL TN D NN Ko OGRS 1 oD MBS 25 0 78 B
D, AR VXY R OIEEM %2 L= @i~ o e R o
Mz oEmLizz a2 Lz, 7 v MFFOE L
EZz2 bz,

AREN D2 DS AR ﬁ%f!@ﬁ&
ORI ZER G O AR L7272
E L72[2.6.6.5.1.2 1H],

1.8 WwFE ()
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CTD % 1 &
1.9 —KMIAFNIR D CE

MSD A =1t



ARLFHF N GEA

1.9

— AL FRITAR 2 CH

1.9.1 —Em4# JAN)
1.9.2 [EEE—fi4 (INN)

1.9 —BMAFRIZR D CE
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S P AV N |
1.9 R FRICER D 30K

1.91 —fBHE/ (JAN)
— IR TR (JAN) (%, FR244E (20124F) 11 H2 AfFEEAHFEIR11025F2 51 L v @mEni,

JAN : (AA%)  ARLvFxH b
(F= 4£) Suvorexant

¥4« (AAR%)
[(TR)-4-(5-7 @ -1 3-X2 Y A FX P — L2 A JV)-T- A F-1,4-T 7 B/ -1-4 JV][5-
AFN2-QH123-F U T V=)V 2-A )T ==V A K )
(F 4)
[(7R)-4-(5-Chloro-1,3-benzoxazol-2-yl)-7-methyl-1,4-diazepan-1-yl][5-methyl-2-(2H-1,2,3-t
riazol-2-yl)phenylJmethanone

fesE

HiC

53 F 20 1 Cy3HasCINGO,
oy FE 0 450.92

1.9.2 EE—#&% (NN)
[EIBE—Me4 (INN) 1X. suvorexant & L C Recommended INN: List 67 (WHO Drug Information, Vol.
26, No. 1,2012) Ik =47z,

1.9 —BMAFRIZR D CE
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CTD % 1 &f
1.10 FHIK - BEREOREEEEROF &0

MSD A =1t



AR X b
1.10 7

1.10.1

I

DIFEFREEHDOE LD

BE  FIEFOEEEEEHOF LD

% 1.10:1 BE -BEFZFDETETEHOFELD

L4 - Bk [(7R)-4-(5-Chloro-1,3-benzoxazol-2-yl)-7-methyl-1,4-diazepan-1-yl][5-methyl-2-(2H
-1,2,3-triazol-2-yl)phenyl]methanone (514 AAR L FH 1)
&
0 Cﬂ3
LX
cl NN N=
ﬁ /
°N
H;C

ZhEe - R AHRAE
Mk - H& WE, RAIZAR LU FH > e LTIHLER0mg %, @&l (2iE1 H 15 15mg

LR EANI R AR 532,
BIHEE DR E
il R OEZRD | R« AR 4 b
Boy - oy BHK LY AT EEISmg (188, ARV X MSmg &)

VY ATEE20mg (18EH, AR LFH 2 20 mg GAT)
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30 H3E (EVa—A3)  AEICET S 0E
32 T A XITWmEE
3.2.S Drug Substance
3.2.S.1 General Information
3.2.5.1.1 Nomenclature
3.2.S8.1.2  Structure
3.2.5.1.3 General Properties
3.2.S.2 Manufacture
3.2.5.2.1 Manufacturers
3.2.5.2.2 Description of Manufacturing Process and Process Controls
3.2.5.2.3 Control of Materials
3.2.5.2.4 Controls of Critical Steps and Intermediates
3.2.5.2.5 Process Validation and/or Evaluation
3.2.5.2.6 Manufacturing Process Development
3.2.S.3 Characterization
3.2.5.3.1 Elucidation of Structure and Other Characteristics
3.2.8.3.2 Impurities
3.2.S.4 Control of Drug Substance
3.2.8.4.1 Specification
3.2.8.4.2 Analytical Procedures
3.2.5.4.2.1 Analytical Procedures - Assay and Impurities by HPLC
3.2.5.4.2.2 Analytical Procedures —_by ICP-AES
3.2.8.4.2.3 Analytical Procedures - Residual Solvents by GC
3.2.5.4.2.4 Analytical Procedures - Compendial Tests
3.2.5.4.2.5 Analytical Procedures —_ by HPLC
3.2.5.4.3 Validation of Analytical Procedures
3.2.5.4.3.1 Validation of Analytical Procedures - Assay and Impurities by HPLC
3.2.5.4.3.2 Validation of Analytical Procedures - Residual Solvents by GC
3.2.5.4.3.3 Validation of Analytical Procedures - Water by KF
3.2.5.4.3.4 Validation of Analytical Procedures - Residual Metals
3.2.5.4.4 Batch Analyses
3.2.5.4.5 Justification of Specification
3.2.S.5 Reference Standards or Materials
3.2.5.6 Container Closure System
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3.2.8.7 Stability
3.2.8.7.1 Stability Summary and Conclusions
3.2.8.7.2  Postapproval Stability Protocol and Stability Commitment
3.2.8.7.3 Stability Data

3.2.P Drug Product
3.2.P.1 Description and Composition - 15 mg
3.2.P.1 Description and Composition - 20 mg
3.2.P.1 Description and Composition - 30 mg
3.2.P.1 Description and Composition - 40 mg
3.2.P.2 Pharmaceutical Development
3.2.P.2.1 Components of the Drug Product
3.2.P.2.2 Drug Product
3.2.P.2.3 Manufacturing Process Development
3.2.P.2.4 Container Closure System
3.2.P.2.5 Microbiological Attributes
3.2.P.2.6 Compatibility
3.2.P.3 Manufacture
3.2.P.3.1 Manufacturer
3.2.P.3.2 Batch Formula
3.2.P.3.3 Description of Manufacturing Process and Process Controls
3.2.P.3.4 Controls of Critical Steps and Intermediates
3.2.P.3.5 Process Validation and/or Evaluation
3.2.P.4 Control of Excipients
3.2.P4.1 Specifications
3.2.P.4.2 Analytical Procedures
3.2.P.4.3 Validation of Analytical Procedures
3.2.P.4.4 Justification of Specifications
3.2.P4.5 Excipients of Human or Animal Origin
3.2.P.4.6 Novel Excipients
3.2.P.5 Control of Drug Product
3.2.P.5.1 Specification(s)
3.2.P.5.2 Analytical Procedures
3.2.P5.2.1 Analytical Procedures - Assay, Degradates and Identity by HPLC
3.2.P5.2.2 Analytical Procedures - Dissolution
3.2.P5.2.3 Analytical Procedures - Content Uniformity (HPLC) and Identity (UV)
3.2.P.5.3 Validation of Analytical Procedures
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3.2.P53.1
32.P532
3.2.P533
32.P534

Validation of Analytical Procedures - HPLC Assay Method
Validation of Analytical Procedures - Dissolution
Validation of HPLC Content Uniformity Method
Validation of Analytical Procedures - UV Identity

3.2.P.5.4 Batch Analyses - 10 mg
3.2.P.5.4 Batch Analyses - 15 mg
3.2.P.5.4 Batch Analyses - 20 mg
3.2.P.5.4 Batch Analyses - 30 mg
3.2.P.5.4 Batch Analyses - 40 mg

3.2.P.5.5 Characterization of Impurities

3.2.P.5.6 Justification of Specifications
3.2.P.6 Reference Standards or Materials

3.2.P.7 Container Closure System

3.2.P.8 Stability

3.2.P.8.1 Stability Summary and Conclusion

3.2.P.8.2 Post-approval Stability Protocol and Stability Commitment
3.2.P.8.3 Stability Data

3.2.P8.3.1
3.2.P8.3.1
3.2.P8.3.1
3.2.P8.3.2
3.2.P8.3.2
3.2.P8.3.2

Stability Data - . mg - Blister - 25C60RH
Stability Data - . mg - Blister - 25C60RH
Stability Data - . mg - Blister - 25C60RH
Stability Data - . mg - Blister - 40C75RH
Stability Data - . mg - Blister - 40C75RH
Stability Data - . mg - Blister - 40C75RH

3.2.A  Appendices

3.2.A.1 Facilities and Equipment

3.2.A.2 Adventitious Agents Safety Evaluation
3.2.A.3 Excipients

3.2.R  Regional Information

3.3 BB ICHK
[&#t3.3: 1]
B30 2]
EE3.3: 3]
B33 4]

[
[
[
[&#43.3: 5]

Investigational Formulations

QUANTITATIVE FORMULA ||
QUANTITATIVE FORMULA ||
QUANTITATIVE FORMULA ||
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&EkE3.3: 6]
5 813.3: 7]
£ 113,31 8]
ZFEE3.3: 9]

I R N

[
[
.
[

FAE (£ 2 —4) @ FEERIRABR RS
42 ABHEE
4.2.1 FEPHUER
4.2.1.1 N2 BT % aBR
N E RS XEZA MV EH Pl 2% D
[&Fkt4.2.1.1: Summary of nonclinical in vitro studies Merck Research PTG R
PDO001] Laboratories
[&Fkt4.2.1.1: Summary of in vivo rat studies Merck Research PTG R
PD002] Laboratories
[&Fkt4.2.1.1: Summary of canine in vivo sleep studies Merck Research PTG
PD004] Laboratories
[&H4.2.1.1: Rhesus in vivo sleep studies of MK-4305 | Merck Research PTG R
PDO005] Laboratories
4212 IR SR B AR
N EREE EXA MV EH P, 2% D
[&rH4.2.1.2: Orexin Dual Antagonist: FI/ BW/ Activity | Merck Research S E R
PD003] IND Report Laboratories
[&kt4.2.1.2: Canine in vivo sleep studies Merck Research FEAME R
PD006] Laboratories
[&kt4.2.1.2: MK-1064: Summary of canine food Merck Research FEAME R
PD0O06MK 1064] enrichment cataplexy test (FECT) Laboratories
[&Fkt4.2.1.2: Canine in vivo sleep studies at 3 mg/kg Merck Research PTG R
PDO007] Laboratories
[&Fkt4.2.1.2: MK-1064: Summary of Canine MRL Merck Research PTG R
PD007MK1064] Safety Assessment's Food Enrichment Laboratories
(SAFE) Test with EEG Polysomnography
[&Fkt4.2.1.2.: L : Summary of Merck Research PTG R
PDO00S] canine food enrichment cataplexy test Laboratories
(FECT)
[&Fkt4.2.1 2: Sleep/wake effects of 10-day safety-dose | Merck Research ZE Gk
PD009] DORA (L_) (500 mpk/day po) Laboratories
in rats.
4213 2 SRR
N E RS XEZA MV EH P, 5% DR
[&FH4.2.1.3: Ancillary pharmacology: Effect of Merck Research SHE G
TT.5393] MK-4305 on cardiovascular function in Laboratories

anesthetized dogs
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[&#4.2.1.3: Ancillary pharmacology: Effect of Merck Research ZE Gk
TT. 5499] MK-4305 on neurological function in Laboratories

conscious mice
[&#4.2.1.3: MK-4305 electrophysiological evaluation | Merck Research S E R
TT.4721] of MK-4305 on hERG channel current Laboratories

stably expressed in CHO cells
[&F#4.2.1.3: MK-4305 oral respiratory study in rats A SRR A FFA & B

| TTj5815] £t

[&F#}4.2.1.3: MK-4305 oral cardiovascular telemetry A IS S E R
TT075817] study in dogs (an
[&#}4.2.1.3: MK-4305 single-dose oral Merck Research FEAME R
TT. 1169] neurobehavioral and toxicokinetic study in | Laboratories

female rats

42.14 F T R HAE R

AR L

4.2.2 FEhReslER

422.1 OFHER O 7= a U liE#

BB XEZA b el Wi, 2% Ol
[&E#t4.2.2.1: Validation summary report of the Merck Research PTG R
PKO16] bioanalytical methods used to support the | Laboratories

MK-4305 preclinical program.

4222 WA

T E R XESA RV EE a2 & Dl
[&F#}4.2.2.2: Pharmacokinetics of MK-4305 Merck Research FEAME R
PKO001] (L ) in Sprague-Dawley rats Laboratories

and beagle dogs after intravenous and oral
administration.

4223 oA

T B XEZA P EH i i, 2% D]
[&#4.2.2.3: Quantitative whole-body autoradiography FEATE
PKO006] and excretion of radioactivity in Sprague

Dawley and Long Evans rats following

oral administration of [14C] MK-4305.
[&#4.2.2.3: In vitro protein binding of MK-4305 in Merck Research PTG
PKO009] plasma from healthy and hepatic Laboratories

insufficient human subjects, human serum

albumin, and al-acid glycoprotein.
[&#4.2.2.3: In vitro protein binding of MK-4305 in Merck Research PTG
PKO010] plasma from healthy and renal insufficient | Laboratories

human subjects.
[&F}4.2.2.3: In vitro evaluation of MK-4305 metabolite | Merck Research FEATE R
PKO11] M9 (L_) as a substrate of Laboratories

mouse P-gp and in vivo brain penetration

of M9 in CF-1 mice.
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[&F#}4.2.2.3: MK-4305: Oral placental and lactational Merck Research PTG R
1[.7230] transfer study in rats. Laboratories
[&#t4.2.2.3: MK-4305: Oral placental transfer study in | Merck Research S E R
g7240] rabbits. Laboratories
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4224 (i)

AT E R XEFA IV EH w2 % D)
[&#t4.2.2.4: In vivo metabolism of MK-4305 in rats Merck Research PTG R
PKO003] and dogs following IV administration. Laboratories
[&F#}4.2.2.4: In vitro and in vivo metabolism of Merck Research FEATE R
PK004] MK-4305 in rasH2 mice. Laboratories
[&#4.2.2.4: MDS Pharma (Panlabs) screen results for FEAME R
PKO005] MK-4305 (L , metabolite M9

(L ), and metabolite M17

(L
[&F}4.2.2.4: In vitro and in vivo metabolism of Merck Research FEAME R
PKO012] MK-4305 in Dutch Belted rabbits. Laboratories
[&H4.2.2.4: In vitro metabolite profiling of MK-4305 | Merck Research S E R
PKO013] in rat, dog, and human. Laboratories
[&F}4.2.2.4: In vivo metabolism of MK-4305 in rats Merck Research FEAME R
PKO014] and dogs following P.O. administration. Laboratories.

4225 HEHE

WA BB XEZA MV EH w27 D]
[&F}4.2.2.5: Metabolism and excretion of Merck Research FEAME R
PKO007] [*CIMK-4305 following single oral dose | Laboratories

and circulating metabolites following
multiple dose of MK-4305 in humans.

42.2.6 S ENRE P M BAE GRERIR)

N E RS XEZA MV EH Pl 2% D
[&#t4.2.2.6: In vitro drug metabolism studies of Merck Research PTG
PK002] MK-4305, L (M9), and Laboratories

L (M17).
[&#t4.2.2.6: Evaluation of MK-4305 as an inducer of | Merck Research PTG R
PKO008] dog CYP3A12 and CYP3A26 using dog Laboratories

hepatocytes.
[&Ekt4.2.2.6: In vitro studies of MK-4305 and Merck Research AL & R
PKO15] L_(M9) on inhibition of human | Laboratories

BCRP, OATP1BI1, and OCT?2.

422.7 Z DAL O S B RERAR

REERR L

4.2.3 #IERER

4.23.1 Hi[ml G- R

REERR L

4232 [ P b ae ik aER

AT E B XELA L EH w2 % D)
[&#t4.2.3.2: Exploratory 7-day oral tolerability study in | Merck Research ZE Gk
T !.2500] female rats. Laboratories
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AT E R XEFA IV EH i, 2% D)
[&#t4.2.3.2: Exploratory 7-day oral tolerability study in | Merck Research ZE Gk}
1[.2509] female rats. Laboratories
[&#4.2.3.2: One-month oral toxicity study in dogs. P R
TT6037]
[&F}4.2.3.2: One-month oral toxicity study in rats with | 5 A SHER S PTG R
1[.9815] functional observational battery study. (an
[&#}4.2.3.2: Exploratory 10-day rising-dose oral A SRR A ZE Gk}
| TTj9913] tolerability study in dogs. s
[&4.2.3.2: Nine-month oral toxicity study in dogs Merck Research S E R
TT.1051] with a 6-month interim necropsy, final Laboratories
report.
[&#4.2.3.2: Six-month oral toxicity study in rats. Merck Research S E R
l[. 1052] Laboratories
[&FkH4.2.3.2: Exploratory oral tolerability and Merck Research SHE G
l[.1054] toxicokinetic study in dogs. Laboratories
[&F}4.2.3.2: One-month oral toxicity study in male Merck Research ZE Gk}
l[. 1063] dogs. Laboratories
[&F}4.2.3.2: One-month oral toxicity study in dogs Merck Research FEAE
l[. 1159] Laboratories
[&Fk}4.2.3.2: One-month oral toxicity study in rats with | Merck Research FEATE
l[. 1160] a functional observational battery (FOB). Laboratories
[&F}4.2.3.2: One-week oral toxicokinetic study in dogs. | Merck Research ZE Gk}
l[. 1163] Laboratories
[&Fk}4.2.3.2: Six-month oral toxicity study in rats. Merck Research FEAE
l[. 1033] Laboratories
[&#4.2.3.2: Three-day oral toxicokinetic study in rats. | Merck Research ZE Gk}
l[. 1057] Laboratories
[&#4.2.3.2: Nine-month oral toxicity study in dogs Merck Research SN E R
l[.1062] with a 6-month interim necropsy. Laboratories
[&54.2.3.2: Exploratory 2-day oral toxicokinetic study | Merck Research &k
g1064] in dogs. Laboratories
4233 B LR
4233.1  In Vitro #XBR
AT E B XEZA MV EH w27 D]
[&#4.2.3.3.1: Microbial mutagenesis assay. Merck Research S E R
TTER8074] Laboratories
[&FH4.2.33.1: Exploratory in vitro alkaline elution/rat Merck Research SHE G
l[.83 84] hepatocyte assay. Laboratories
[&F+4.2.3.3.1: Assay for chromosomal aberrations in Merck Research P& R
TTEE8652] vitro, in Chinese hamster ovary cells. Laboratories
[&¥}4.2.3.3.1: Exploratory assay for metabolism in the Merck Research SHE G
38887] ames test system. Laboratories
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42332  InVivo 3R

AT RS XEZA ML EE Wi 2% D]
[&#4.2.3.3.2: Assay for micronucleus induction in rat Merck Research FEATE
TT. 8797] bone marrow from a 1-month oral toxicity | Laboratories

study.

[&F4.2.3.3.2: Exploratory single-dose oral range-finding | Merck Research SHE G
T !.2540] study in mice. Laboratories
[&¥}4.2.3.3.2: Assay for micronucleus induction in Merck Research FEAME R
T !.8503] mouse bone marrow. Laboratories

4234 Py AR PERABR

42341 RIS AR

T E R LEFA IV a2 E Dl
[&#4.2.3.4.1: Two-year oral carcinogenicity study in rats FEATE
TT. 6025] with a toxicokinetic evaluation.
[&¥}4.2.3.4.1: Six-month oral carcinogenicity study in FEAE
TTjj6013] rasH2 Tg mice.

42342  EHISOIHHD A JRIERER

TR TR RL TESAA # i, 5% DR
[&#4.2.3.4.2: One-month oral range-finding and ZE Gk}
TT.6053] toxicokinetic study in rasH2 wild type

mice.

[&#}4.2.3.4.2: Seven-day oral toxicokinetic and BEGR
TTj6020] tolerability study in rasH2 wild-type mice.
[&#4.2.3.4.2: Seven-day oral toxicokinetic study in S E Gk}
TT6038] rasH2 wild type mice (hybrid).
[&#4.2.3.4.2: Seven-day oral toxicokinetic study in ZE Gk}
TTjj6021] rasH2 wild-type mice (hybrid).
[&#4.2.3.4.2: One-month oral thyroxine clearance study | Merck Research S E R
T l. 1020] in rats. Laboratories

42343
MM ERE L

F OO FER

TR R — R
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4235 A g5 A T R
42351  ZMEXRUHERE TOMHMRIEAEICET 255
T B XEZA R EE Wi 2% D]
[&F¥}4.2.3.5.1: Oral fertility study in female and male Merck Research FEAE
1[.7340] rats. Laboratories
[&Fk}4.2.3.5.1: Oral fertility study in female and male Merck Research FEAE
L[. 7110] rats. Laboratories
42352 & BRVEREAICE T SR
T E R XESA RV EE a2 & Dl
[&#}4.2.3.5.2: Exploratory oral single-dose toxicokinetic | Merck Research ZEE R
l[.7147] study in nonpregnant rabbits. Laboratories
[&F¥}4.2.3.5.2: Oral developmental toxicity study in rats Merck Research FEATE
l[. 7190] with prenatal evaluation. Laboratories
[&Fk}4.2.3.5.2: Exploratory oral developmental toxicity Merck Research ZEEE
l[. 7195] study in rats. Laboratories
[&H4.2.3.5.2: Oral developmental toxicity study in Merck Research FEA & B
1[.7200] rabbits. Laboratories
[&Fk}4.2.3.5.2: Exploratory oral developmental toxicity Merck Research ZEER
1[.7205] study in rabbits. Laboratories
[&H4.2.3.5.2: Oral developmental toxicity study in Merck Research FEA & B
1[.7090] rabbits. Laboratories
[&Fk}4.2.3.5.2: Exploratory oral single-dose toxicokinetic | Merck Research ZEER
1[.7097] study in nonpregnant rabbits. Laboratories
[&#4.2.3.5.2: Oral developmental toxicity study in rats Merck Research S &£
37100] with prenatal evaluation. Laboratories
42353  HAERTR O AR O R AW OV RAEOBEREIZ BT 2 55k
BB XESA RV EE a2 E Dl
[&F4.2.3.5.3: Oral pre- and postnatal development Merck Research A
37220] toxicity study in rats. Laboratories
42354  FERZHOZRER
U ERR L
423.6 JR BT PR BR
TR XEZA R HA Wi, Z# D]
[&#}4.2.3.6: Primary dermal irritation/corrosion in A
| TTj5503] rabbits.
[&F#}4.2.3.6: Bovine corneal opacity and permeability FFA & B
| TTj5504] test (BCOP).
[&F}4.2.3.6: Screening local lymph node assay in mice S E R
TTER5505] (LLNA).
[&F}4.2.3.6: Local lymph node assay in mice (LLNA). FFA & B
| TTj5508]
[&F}4.2.3.6: Single dose intravenous local tolerance Merck Research PTG R
L[. 1051] study in female rats. Laboratories

1.12.1 iRfHER—%EFHR

- 10 -

C Confidential




ARLFH R
1.12.1

BEFA
T BBk

4237 Z DAL D FEMERAER
42371  HURMERBR
REERR L
42372  SFpEmERER
UERR L
42373  mEREBLOKFFICE T 5 R
UERR L
42374  (REVERBR
BB XEZA ML e aHill,2E Dl
[&H4.2.3.7.4: A functional observational battery (FOB) _ S E Gk}
TT.7822] for training, re-validation, and
development of historical control data in
the rat.
[&#}4.2.3.7.4: Exploratory intravenous toxicokinetic and | Merck Research SHE G
TT. 1031] tolerability study in monkeys. Laboratories
[EkH4.2.3.74: Abuse liability of MK-4305 administered | ||| | | | | | -7 r
TT.9003] intravenously: assessment of the relative
reinforcing efficacy in rhesus monkeys
maintained to self-administer
methohexital.
[&#}4.2.3.7.4: Assessment of the subjective effects of [ BEGEE
TT.9004] MK-4305 in female Sprague-Dawley rats:
cross generalization potential to a
zolpidem or morphine training stimulus.
[&¥}4.2.3.7.4: Physical dependence liability of MK-4305 _ FEATE
TT. 9005] in Sprague-Dawley rats: withdrawal in rats
treated chronically with doses of
MK-4305 for 30 days.
[&¥}4.2.3.7.4: Single-dose oral toxicokinetic study in Merck Research FEAE
TT. 1126] female rats. Laboratories
42375 @ OREIERR
REERR L
42376  FHH ORISR
REERR L
42377  ZOMORBR
TR BRI KESA T ik # % % DB
[&¥}4.2.3.7.7: MK-6096: One-year oral toxicity study in | Merck Research ZE Gk}
TT. 1205] dogs. Laboratories
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[&#4.2.3.7.7: MK-6096: Four-month oral study in dogs | Merck Research ZE Gk
TT. 1122] to assess physical signs. Laboratories
[&F4.2.3.7.7: MK-3697: Six-week oral study in dogs to | Merck Research SE G
TT. 1128] assess physical signs. Laboratories
[&¥+4.2.3.7.7: MK-6096: Exploratory oral toxicokinetic | Merck Research SE Gk
TT. 1171] study in rhesus monkeys. Laboratories
[&¥+4.2.3.7.7: MK-6096: Oral study in rhesus monkeys | Merck Research S EE
TT.1013] to assess physical signs. Laboratories
[&#4.2.3.7.7: Five-week oral study in dogs to assess Merck Research S E R
TT.1031] physical signs. Laboratories
[&#4.2.3.7.7: Exploratory rising-dose oral tolerability Merck Research S EE
TT.1032] and toxicokinetic study in rhesus Laboratories

monkeys.
[&#4.2.3.7.7: Oral study in rhesus monkeys to assess Merck Research S E R
TT.1007] physical signs. Laboratories
[&#4.2.3.7.7: Three day oral (gavage) phototoxicity and FAE
TT.9013] bioanalysis evaluation of MK-4305 in

female pigmented rats.
[&#4.2.3.7.7: MK-4305 Hemolytic assay. Merck Research ZE Gk
TT.4902] Laboratories
[&#4.2.3.7.7: Exploratory 7-day oral tolerability and ZEER
TT. 6044] toxicokinetic study in female

Sprague-Dawley and Long-Evans rats.
[&¥}4.2.3.7.7: One year oral toxicity study in female rats. | Merck Research ZE Gk
TT. 0005] Laboratories
[&#4.2.3.7.7: Eighteen-month oral retinopathy study in ZEER
TT.6012] Long Evans and Sprague-Dawley female

rats with a 1-month toxicokinetic

evaluation.
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Mitler MM,
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excitatory direct and inhibitory indirect Aghajanian GK.
actions.

[&#h4.3: 585] Presynaptic and postsynaptic actions and Van Den Pol AN, J Neurosci
modulation of neuroendocrine neurons by | Gao XB, Obrictan 1998;18:7962-71.
a new hypothalamic peptide, K, Kilduff TS,
hypocretin/orexin. Belousov AB.

[&#H4.3: 586] Functions of orexins in peripheral tissues. | Heinonen MV, Acta Physiol

Purhonen AK, 2008;192:471-85.
Makeld KA, Herzig
KH.

[&#h4.3: 589] Proline bis-amides as potent dual orexin Bergman JM, Bioorg Med

receptor antagonists. Roecker AJ, Chem Lett
Mercer SP, Bednar | 2008;18:1425-30.
RA, Reiss DR,
Ransom RW, et al.

[&#H4.3: 626] Orexin receptor antagonism prevents Winrow CJ, Tanis Neuropharmacolo
transcriptional and behavioral plasticity KQ, Reiss DR, gy
resulting from stimulant exposure. Rigby AM, Uslaner | 2010;58:185-94.

JM, Uebele VN, et
al.

[& 4.3 628] Discovery of the dual orexin receptor Cox CD, Breslin J Med Chem
antagonist MJ, Whitman DB, 2010;53:5320-32.
[(7R)-4-(5-Chloro-1,3-benzoxazol-2-yl)-7- | Schreier JD,
methyl-1,4-diazepan-1-yl][5-methyl-2-(2H | McGaughey GB,
-1,2,3-triazol-2-yl)phenyl|methanone Bogusky MJ, et al.

(MK-4305) for the treatment of insomnia.

[&#H4.3: 825] Distribution of orexin neurons in the adult | Nambu T, Sakurai Brain Res

rat brain. T, Mizukami K, 1999;827:243-60.
Hosoya Y,
Yanagisawa M,
Goto K.

[&#h4.3: 826] The novel brain neuropeptide, orexin-A, Piper DC, Upton N, | Eur J Neurosci
modulates the sleep-wake cycle of rats. Smith MI, Hunter 2000 ;12:726-30.

Al.

[&#t4.3: 827] The intermediate stage and paradoxical Gottesmann C, Eur J Neurosci
sleep in the rat: influence of three Gandolfo G, 1998;10:409-14.
generations of hypnotics. Arnaud C, Gauthier

P.

[& 4.3 828] Differential effects of a dual orexin Bettica P, Neuropsychophar
receptor antagonist (SB-649868) and Squassante L, macology
zolpidem on sleep initiation and Groeger JA, 2012 ;37:1224-33.
consolidation, SWS, REM sleep, and EEG | Gennery B,
power spectra in a model of situational Winsky-Sommerer
insomnia. R, Dijk DJ.

[&#h4.3: 843] International Union of Basic and Clinical Gotter AL, Webber | Pharmacol Rev.
Pharmacology. LXXXVI. Orexin receptor | AL, Coleman PJ, 2012;64:389-420.
function, nomenclature and pharmacology. | Renger JJ, Winrow

ClJ.

[&#t4.3: 934] Age-related and light-associated retinal Lai Y-L, Jacoby Invest

changes in Fischer rats. RO, Jonas AM. Ophthalmol Vis
Sci
1978;17(7):634-8.

MTE R —RR
- 15 -

1.12.1

C Confidential




ARLFH R
1.12.1

BEFA
TR BBk

AR

ESX A PV

EH

PGS
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Eye pigmentation and constant light
damage in the rat retina.

LaVail MM.

In: Williams TP,
Baker BN, eds.
The effects of
constant light on
visual processes:
symposium:
papers. New York:
Plenum Press,
1980:357-87.

[&£+4.3: 936]

Retinal light damage: mechanisms and
protection.
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Vaughan DK.
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[&#H4.3: 940] Changes in the aging rat retina. Weisse 1. Ophthalmic Res
1995;27(Suppl.
1):154-63.

1.12.1
- 16 -

TR BB

C Confidential




ARLFH R
1.12.1

BEFA

5 BSE (v

T BBk

—/V5) ¢ BRREER

52 AR -TRE
53 RARABRHE &

53.1 WA AR
5311 "AFT_ATEVT 4 (BA) BRI &

AT E B XEZA MV EE it 2% Dl
[&5.3.1.1: A Study to Evaluate the Effect of Food on Merck Sharp & PTG
P020] the Pharmacokinetics of MK-4305 Dohme Corp., a

(Suvorexant) in Healthy Subjects (Protocol subsidiary of Merck
020). & Co., Inc.,
Whitehouse
Station, NJ, USA
[&5.3.1.1: A Trial to Evaluate the Pharmacokinetics Merck Sharp & PTG
P042] and the Effect of Food on Pharmacokinetics | Dohme Corp., a
of Suvorexant (MK-4305) Final Market subsidiary of Merck
Image (FMI) Tablet in Japanese (Protocol & Co., Inc.,
042). Whitehouse
Station, NJ, USA
53.1.2 Hfk BA BB & OVEDERIFENE (BE) AR S &

TR 5 XEFA v EE w25 DRl
[&85.3.1.2: A 5-Period, Crossover, Single Dose Study to | Merck Sharp & S E R
P0O07] Evaluate the Comparative Pharmacokinetics | Dohme Corp., a

of 4 Formulations of MK-4305 (Protocol subsidiary of Merck

007). & Co., Inc.,
Whitehouse
Station, NJ, USA

[&E5.3.1.2: A Bio-Comparison Study of Suvorexant Merck Sharp & S E R

P041] (MK-4305) Formulation Batches in Healthy | Dohme Corp., a
Subjects (Protocol 041). subsidiary of Merck
& Co., Inc.,
Whitehouse
Station, NJ, USA
[&t5.3.1.2: A Two-Part, Single-Dose, Comparative Merck Sharp & PTG R
PO51] Bioavailability Study of Four Dose Dohme Corp., a
Strengths of MK-4305 Tablets under Fasting | subsidiary of Merck
Conditions (Protocol 051). & Co., Inc.,
Whitehouse
Station, NJ, USA

5.3.1.3 In Vitro-In Vivo DB 2 f &t U 7 sl s &

AT B 5 XEZA IV it 2% Dl
[&#45.3.1.3: — FFA & B
R609]
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[&8k5.3.1.4: FEA & B
R690]
[(&¥}5.3.1.4: A A
R838]
532 b MEFRREZ Ao KB AR RS E O RS
MR L
533  HAREMERE (PK) Wt &
5.3.3.1 (EREPBRFE ICH1T D PK R O A MR TR 15 2
&R XEZA RV EH Wil 2% D]
[&85.3.3.1: A Randomized, Double-Blind, Merck Sharp & S &£
P0O01] Placebo-Controlled, Alternating Panel, Dohme Corp., a
Single Rising Oral-Dose Study to Evaluate subsidiary of Merck
the Safety, Tolerability, and & Co., Inc.,
Pharmacokinetics of MK-4305 in Healthy Whitehouse
Male Subjects (Protocol 001). Station, NJ, USA
[&85.3.3.1: A Randomized, Double-Blind, Merck Sharp & S &£
P003] Placebo-Controlled, Multiple Oral Dohme Corp., a
Rising-Dose Study to Evaluate the Safety, subsidiary of Merck
Tolerability and Pharmacokinetics of & Co., Inc.,
MK-4305 Administered to Healthy Male Whitehouse
Subjects (Protocol 003). Station, NJ, USA
[&F}5.3.3.1: A Single Dose Extension Study to Evaluate | Merck Sharp & FEAE
POI11] the Safety, Tolerability, Pharmacokinetics, Dohme Corp., a
and Pharmacodynamics of Suvorexant subsidiary of Merck
(MK-4305) (Protocol 011). & Co., Inc.,
Whitehouse
Station, NJ, USA
[&F}5.3.3.1: An Open-Label Study to Investigate the Merck Sharp & FEATE
PO12] Absorption, Metabolism, Excretion, and Dohme Corp., a
Mass Balance of a Single Oral Dose of subsidiary of Merck
[14C]MK-4305 in Healthy Subjects & Co., Inc.,
(Protocol 012). Whitehouse
Station, NJ, USA
[&t5.3.3.1: A Study to Evaluate the Intravenous and Merck Sharp & FEA & B
P018] Oral Dose Proportionality of Suvorexant Dohme Corp., a
(MK-4305) in Healthy Subjects (Protocol subsidiary of Merck
018). & Co., Inc.,
Whitehouse
Station, NJ, USA
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[&8k5.3.3.1: FEA & B
R611]
5332 BFIZEIT D PK L ORI R AR &
g R R L
5.3.3.3 WIAPEZEN 2 Mt L7z PKaUBRE s &
UUNRE- Y ael XEZA IV EH w27 D]
[&8F5.3.3.3: A Double-Blind, Randomized, Merck Sharp & S & B
P004] Placebo-Controlled, Single-Dose Study to Dohme Corp., a
Investigate the Safety, Tolerability, and subsidiary of Merck
Pharmacokinetics of MK-4305 in Healthy & Co., Inc.,
Elderly Male and Female Subjects (Protocol | Whitehouse
004). Station, NJ, USA
[&8h5.3.3.3: A Double-Blind, Randomized, Merck Sharp & S &R
P0O05] Placebo-Controlled, Alternating Panel, Dohme Corp., a
Single Rising Oral Dose Study to Evaluate subsidiary of Merck
the Safety, Tolerability, Pharmacokinetics & Co., Inc.,
and Pharmacodynamics of Suvorexant Whitehouse
(MK-4305) in Healthy Japanese Male Station, NJ, USA
Subjects (Protocol 005).
[&8F5.3.3.3: A Single Dose Study to Investigate the Merck Sharp & S E R
PO17] Pharmacokinetics of MK-4305 in Patients Dohme Corp., a
With Hepatic Insufficiency (Protocol 017). subsidiary of Merck
& Co., Inc.,
Whitehouse
Station, NJ, USA
[&8F5.3.3.3: An Open-Label, Single-Dose Study to Merck Sharp & S E R
P023] Investigate the Pharmacokinetics of Dohme Corp., a
Suvorexant (MK-4305) in Patients with subsidiary of Merck
Impaired Renal Function (Protocol 023). & Co., Inc.,
Whitehouse
Station, NJ, USA
[&#+5.3.3.3: A Multiple Dose Study of MK-4305 in Merck Sharp & FFA & B
P027] Elderly Subjects (Protocol 027). Dohme Corp., a
subsidiary of Merck
& Co., Inc.,
Whitehouse
Station, NJ, USA
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[&F}5.3.3.4: A Study to Evaluate the Effect of Multiple Merck Sharp & FEAE
P008] Doses of Ketoconazole on the Single Dose Dohme Corp., a
Pharmacokinetics of MK-4305 (Protocol subsidiary of Merck
008). & Co., Inc.,
Whitehouse
Station, NJ, USA
[&#}5.3.3.4: A Study to Evaluate the Effect of Merck Sharp & FEATE R
P013] Multiple-Doses of MK-4305 on the Dohme Corp., a
Pharmacokinetics of Oral Contraceptives in | subsidiary of Merck
Healthy Female Subjects (Protocol 013). & Co., Inc.,
Whitehouse
Station, NJ, USA
[&8h5.3.3.4: A Study to Evaluate the Effect of Multiple Merck Sharp & S E R
PO15] Doses of MK-4305 on the Pharmacokinetics | Dohme Corp., a
of Midazolam in Healthy Subjects (Protocol | subsidiary of Merck
015). & Co., Inc.,
Whitehouse
Station, NJ, USA
[&8F5.3.3.4: A Study to Evaluate the Effect of Multiple Merck Sharp & S E R
PO16] Doses of MK-4305 on the Single Dose Dohme Corp., a
Pharmacokinetics of Digoxin (Protocol subsidiary of Merck
016). & Co., Inc.,
Whitehouse
Station, NJ, USA
[&1F5.3.3.4: A Study to Evaluate the Effect of Multiple Merck Sharp & S E R
P024] Doses of Suvorexant (MK-4305) on the Dohme Corp., a
Single Dose Pharmacokinetics and subsidiary of Merck
Pharmacodynamics of Warfarin in Healthy & Co., Inc.,
Subjects (Protocol 024). Whitehouse
Station, NJ, USA
[&1h5.3.3.4: A Study to Evaluate the Effect of Paroxetine | Merck Sharp & S E R
P026] on the Safety, Tolerability, Pharmacokinetics | Dohme Corp., a
and Pharmacodynamics of MK-4305 subsidiary of Merck
(Suvorexant) (Protocol 026). & Co., Inc.,
Whitehouse
Station, NJ, USA
[&#}5.3.3.4: A 2-Part Study to Assess the Effects of Merck Sharp & FEATE R
P038] Multiple Oral Doses of Rifampin and Dohme Corp., a
Diltiazem on the Single-Dose subsidiary of Merck
Pharmacokinetics of Suvorexant (MK-4305) | & Co., Inc.,
(Protocol 038). Whitehouse
Station, NJ, USA

5335 A=l —3 3 PKREBELEE

PR L

1.12.1 iRfAHER—%E*R

- 20 -

C Confidential




ZRLFH b BEX
1.12.1 iRfHER—%EF*R

534 REF (PD) Bt &
53.4.1 (EFRPHREIZHT S PD R K& OF PK/PD sRBRHR 5 &
UUNRE- Y ael XEZA MV EE w27 Dl
[EHt5.3.4.1: A Randomized, Double-Blind, Merck Sharp & FEA & B
P002] Placebo-Controlled Five Period, Crossover, | Dohme Corp., a
Study to Evaluate the Effects of Single subsidiary of Merck
Doses of MK-4305 on Polysomnogram & Co., Inc.,
(PSG) in Healthy Male Subjects (Protocol Whitehouse
002). Station, NJ, USA
[&5.3.4.1: A Study to Evaluate the Effect of Alcohol on | Merck Sharp & FEA & B
P010] the Single Dose Pharmacokinetics and Dohme Corp., a
Pharmacodynamics of MK-4305 (Protocol subsidiary of Merck
010). & Co., Inc.,
Whitehouse
Station, NJ, USA
[&E5.3.4.1: A Single Dose Study to Evaluate the Effects | Merck Sharp & S E R
P021] of Single Doses of MK-4305 Versus Active | Dohme Corp., a
Comparator on Safety and Psychomotor subsidiary of Merck
Performance in Healthy Elderly Subjects & Co., Inc.,
(Protocol 021). Whitehouse
Station, NJ, USA
[&E5.3.4.1: A Randomized, Double-Blind Study to Merck Sharp & S E R
P022] Assess the Effect of MK-4305 on corrected | Dohme Corp., a
QT Intervals in Healthy Male and Female subsidiary of Merck
Subjects (Protocol 022). & Co., Inc.,
Whitehouse
Station, NJ, USA
[&E5.3.4.1: A Study to Evaluate the Abuse Potential of | Merck Sharp & S E R
P025] MK-4305 (Protocol 025). Dohme Corp., a
subsidiary of Merck
& Co., Inc.,
Whitehouse
Station, NJ, USA
[&E5.3.4.1: A Multiple Dose Study to Evaluate Next Merck Sharp & S E R
P035] Day Effects of MK-4305 (Suvorexant) on Dohme Corp., a
Driving Performance in Healthy subsidiary of Merck
Non-Elderly Subjects (Protocol 035). & Co., Inc.,
Whitehouse
Station, NJ, USA
[&E5.3.4.1: A Multiple Dose Study to Evaluate Next Merck Sharp & S E R
P039] Day Effects of Suvorexant (MK-4305) on Dohme Corp., a
Driving Performance in Healthy Elderly subsidiary of Merck
Subjects (Protocol 039). & Co., Inc.,
Whitehouse
Station, NJ, USA
[&E5.3.4.1: A Study to Evaluate the Respiratory Safety | Merck Sharp & S E R
P040] of MK-4305 (Suvorexant) Following a Dohme Corp., a
Single Dose Administration in Healthy subsidiary of Merck
Subjects (Protocol 040). & Co., Inc.,
Whitehouse
Station, NJ, USA
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[&8t5.3.4.1: FEA & B
G
5342 BEICHT D PD R & O PK/PD s &

T EERE XEZA MV EH Wil 2% D]
[&#}5.3.4.2: A Study to Evaluate the Effects of MK-4305 | Merck Sharp & FEAME R
P032] (Suvorexant) in Patients With Chronic Dohme Corp., a

Obstructive Pulmonary Disease (Protocol subsidiary of Merck
032). & Co., Inc.,
Whitehouse
Station, NJ, USA
[&k}5.3.4.2: A Study to Evaluate Effects of Suvorexant Merck Sharp & FEAE
P036] (MK-4305) in Patients with Obstructive Dohme Corp., a
Sleep Apnea (Protocol 036). subsidiary of Merck
& Co., Inc.,
Whitehouse
Station, NJ, USA
53.5 AR OELMEREEE F
53.5.1 WIFET 2MIGAE BT 5 ook FRaER i

UUNRE- Y ael XEFA IV EH w2 DY
[&85.3.5.1: A Phase IIb, Multicenter, Randomized, Merck Sharp & S &R
P006] Double-Blind Placebo-Controlled, 2-period | Dohme Corp., a

Adaptive Crossover Polysomnography subsidiary of Merck
Study to Evaluate the Safety and Efficacy of | & Co., Inc.,
MK-4305 in Patients with Primary Insomnia | Whitehouse
(Protocol 006). Station, NJ, USA
[&EF5.3.5.1: A Phase III, Multicenter, Randomized, Merck Sharp & S &R
P009] Double-Blind, Placebo-Controlled, Dohme Corp., a
Parallel-Group, Long Term Safety Study of | subsidiary of Merck
MK-4305 in Patients with Primary Insomnia | & Co., Inc.,
(Protocol 009). Whitehouse
Station, NJ, USA
[&85.3.5.1: A Phase III, Multicenter, Randomized, Merck Sharp & S &£
P028] Double-Blind, Placebo-Controlled, Parallel Dohme Corp., a
Group, Study to Evaluate the Safety and subsidiary of Merck
Efficacy of MK-4305 in Patients with & Co., Inc.,
Primary Insomnia - Study A (Protocol 028). | Whitehouse
Station, NJ, USA
[&E5.3.5.1: A Phase III, Multicenter, Randomized, Merck Sharp & S &£
P029] Double-Blind, Placebo-Controlled, Parallel Dohme Corp., a
Group Study to Evaluate the Safety and subsidiary of Merck
Efficacy of MK-4305 in Patients with & Co., Inc.,
Primary Insomnia-Study B (Protocol 029). Whitehouse
Station, NJ, USA
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[&H5.3.5.3.1: FEA & B
R839]
[&#}5.3.5.3.2: | Integrated Summary of Efficacy Merck Sharp & PTG R
ISE] Dohme Corp., a

subsidiary of Merck

& Co., Inc.,

Whitehouse

Station, NJ, USA
[&#}5.3.5.3.3: | Integrated Summary of Safety Merck Sharp & FEATE
ISS] Dohme Corp., a

subsidiary of Merck

& Co., Inc.,

Whitehouse
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