TIEDIE 2.5 mg
TIEDIfE 5 mg
FTIEDfE 10 mg

[T 5EH

AEMICEHINBERICERLIEINRVRNEORE
FI—HA HAEHIZHYFET,
LEFEHREZFEEERALUAOEFBMIZFIAT S L
FTEFELEA.

I—HM A= d




FTE I8 25me, A& Smg KUAEEE 10mg 1.5 EREXIIHE OREEUREORE

1.5. BREXIIRROBERRUBMEOER
1.51 BERXIZZERORR
1511 iFL&HIC

LB bRt b (REE) 1, - RS AR LRy e e T, AL
VUZEED 2 OV T F 47 (OXIR, OX2R) LA L FH v v LA T AT v &
= A | (Dual orexin receptor antagonist : DORA) Th b, A4 L& EEEMRIT, TEEMEFRF
DD HMERICIA<IEH LT, K- FEE D XL OMEEEY B2 L TwWa, AT,
OXIR BRTF OX2R #[ET S Z LT, FIREBREOREEZ MK UEFEIEZ (]S 6o - /it
Eh, FIREBREEL L THBLCE R, £, REZ, TaAynsng +—HZEME (ADD) &
FizBAHE ) XA L ER-TEESE (REHER-FERY) (ISWRD) /ERESL L THHEES
Th b,

A OB RS & LT, EEEEE, e, Eyahieils k UEEn s E
BB L 7n, AEOERESEE - LT, BES 1 AR CAEDEMENE o7 7 L2 BF L, B
FREMAR T, MW e, EWELHEm, Fil2BEEM ToXEpEIE, KiEHERER
BE (BROELELUDE), KEERCEHOMERE (82, ke ERERE RUH
g e ERR AR A B L7, BREESS 2 AEER T, AEOTRIREIC ST 5 EEARA R Lim, B
W 3 R T, FEOTRRESRT T 2 IMER Z 2L TER Lz, ¥/, ISWRD %
#9 ADD BEEZxGE LERE 2 BB G, ADD BHFICBT A2FEZ ST — % ZH
H L,

1.5.1.2 FEEEORRE U R AR
1.5.1.21 FIEEEDQBH

FHRIE & 12, 1) EBEOFRIEOER CAIREEE, FERESESE BREE) o5 b5—o0l b,
2) EEREERERES HACLELOTEHN, ZOBE, 3) AdhoEElEES LS 2D
LTWAIREETH A, FHEEBOBZW - Hit~==T7 /A% 5 R (DSM-5) B OvREHR i 35 E 5
HE 3 R (ICSD-3) Tid, HIR»HOMETIZ Y, REIRZ EAEARIZIE T L TV A RE
BT A (EE) LLUTHZLZ, [RIEEZE (insomnia disorder) | SFES X S04 o7, £,
DSM-5, ICSD-3 Tif, fERIEEF L Twiz TEBETRIRE] & TZTRETRIRE CRIR & §iET
AHPERICREE U BEIREE) | ARRIT A L, [RIERESE) BT 4, & CTD T, %
Bg & LT TRIRE] 2HWwWs &L,

RIROIFREAIRIZERIEH 50 S Ty, TR & RS LS < T
HETREOEESEREPEOESEL LR 2728, FRECEERSENS X E 2 o b, BN AT
fiid D BERR % OIEBIE TR O e o b = MR OEENE Fio X 0 EIRA S X h, 7, e
AR EEEROBER P F— 2 R OEETEC LV EERPBEESNAZ L2l B
IRBH A O EE-CEREROBEEZ L 20T X SR TWad ORI T, 1325, 2009), RERIERE T
VI, BNBE O oM, ST OGWERE, &8 R UNNABHEE O LE, EIRFOLHE L
B RO ERITESOTLESED Hh, BEAICEEEZMLT, BECREERECHSZ .
PEHREEN TS (Bonnet and Arand, 2010),

l A RS



FTE I8 25me, A& Smg KUAEEE 10mg 1.5 EREXIIHE OREEUREORE

1.5.1.2.2 FIREDEF

FHRE T REBEE DS W ABH SEREED | > TH5, HERCBT AREEOHFREIL
% EIRERR & o fEW C 20%R112, BEEREEHOMER & H h A3 OER T4 &4 5 BIRE 72 RIRE
TI3%EHEESN TS (EAEEE, 2014, 2015 FEBREEE - #E#HLIC IS L, F2EHO
ACFIREOEREZED, 4 FOABRAPICIRSERCTEY, RO RSV AR 3
Flc & EEofn (BAESEE, 2017 [ERK 27 R, 2017 FOE TIE 1 B OFEMEIRERR
256 BRSO FOBE L, B 36%, &tk 2% Tho, - FEEREENICAS L, Bl
240 BN TROLEL, THEN 48%, 52% Thoto, £i2, 221 » AR, IR CHRES 5
CHERNTWARWEOEEIL 20%THY, 2000 EN60HB TS L, ARICEML TWE (E
Ao, 2018 [FERK 29 4FhR]), ARREIIFERE 2RO T 208 OAIC R 61, Tafi
T, REIRMERFEEEDS 3 Blpif O Az A A (Kaneita, et al., 2005),

1.5.1.2.3 FEREDABROERRK
THRESEOEMIIMIEES AW EyEEch s (2R 2014), BHEENTHERZL
TWARRMNLESIEEEL, ERAEFICI 08T, </ YV7¥Y Y BZD) &, 3 BZD &,
AT b= EEERERCT 2T LV o ZFBET 2 T=A b (DORA) IZKAIEN 5,
HITOEMEIEDZ, —FTOFBEMERHAL00, BRSSO RE CiEo M 5
%,

(1)BZD %, 3EBZD %

Atk

« BIRMERIIMZ, MIAREHEZET2EAGH Y, FRCEHELZFATPRWEBFICLE
Behs (ERfnd 2014),

o AMRWNEEC of 3 2RI R E WA, Bicmind TRME L 2 A BRSNS VT LL A
HTCiE7Rvy (Rosenberg, 2006)

Zatk

« 3EBZD RiL, o1 ZEEA~OROCBERRMED L MEEIER D7, A FBIT TOEEMECE
WTBZD RICENSZ EASTEERTE Y (Buscemi, et al, 2007), F7=, MHE - BiREKTE
PR E NI < vy (Roth, et al, 2005; Roehrs et al., 2012),

« BZD A&, #EFHERERZEY o 2HRECNZ, FEEHCEET 5 o ZRECLE
TR 6720, KA, RfF, @0l 27355 (Sullivan, 2010),

« BZD F, EBZD Riz, WThicknwTh, FREICS L2500 50 (Nakamura, et al,
2005), BHEEHO) A7 2SO AHEDERE IR S LY (28R, 2014),

« BZD R&iE, #EHEO#RBANTLEHMRMET % 5 bIC R RKEPER S, E22R800m
3 (MR +4708, “EF AR EEEHEN YEZRLTIC >R ~TEY,
S ISR EEFEO Y R 2@ D (PMDA, 2017),

(DA T b= ZHEEEEE (7 AT )
a2k

2 A RS



FTE I8 25me, A& Smg KUAEEE 10mg 1.5 EREXIIHE OREEUREORE

 VALRFZFTHRBREICSTHF - BIREL s D (Z2BfR, 2014),

o FEHRAEFF IR E AL O RIRAE (T2 2570 <, AHRREERY T & BZD JRE O RIRGE IEFRHE O
RIEREEOH 5 BEITITEIER CESETHESL L TRy (2 F LA 8ERA3HE),

Zatk

s RHIREIC L SWESA O, BERRBMEEDS 77 v L FEE (Z5fK, 2014),

(3)DORA (AR L&+ |)
AZHE
s BRI EER OFIBEICHEE S 525, BREL, ARCHT 20 FIE+55 L vz an
(Sateia, etal., 2017),
ZefE
« BZD %R TFEBZD & Bt 5 L RMIE 517 X SiitE - (KTFORRIIERE LM - 72 552
FE T3 (Bennett, et al., 2014),

(D TORIEEIRRE

- HEHEFEGEEIC XELS X3RS HE SN TS (Vermeeren, 2004; Mets, et al., 2011;
Dassanayake, et al, 2011 ; <</ LT BERAT30E)

s MHAVERF TR 2 2205 L TV AMERE IR, OF3 385100, &BHER0R
SEDIER DB R I+ AR ERPLETH S (ZEFFE, 2014),

1.5.2 ROER

ABEOIER AR & LT, MR, ZerbREiE, EhEhre ek OEERS S E
WL 7o, AEEL, in vitro BREBRICEWT, b b OXIR RTUNOX2R M5 7% LESHIRETER 25
L, BN EERUEEET A ZEBHLMIENTWA, AED, in vive RBIZBWT, <
AR v b CHRBEARRERE L2t A L L BRI OB G 2 25 & I FR BEAR A A g0 &
HimZEmh, AMUARIREZEMSEAZ A SNS, 7L 7ot L d o 0 BET (Her)
KB~ ARVA L&Y MERIE~ 7 A (orexin/ataxin-3 Tg/+) Tid, MEHRBERRIHIM L7 A
S, AEAZERLAET v P, WEPEREC L AEEAIRZEES NS, BRERERE>OE
L LABRA~BITT AL st Aaa o —iRERLBE SN, BED, w0 RALE
W, BWEEFEERE T A LR —BEREZESRE LAY, BERABER LY
(25545 ), BETIZOX S RERSEZAFWREIIENEEZ LD,

EEOBEFEMRBIL, - E Lo kECHGSNE, BEE 1 MRAREOEFRERRR 2 KE
BCoERL, REOHBIRGRKERSHROERGIE S 0 7 7 (A ABEHPERIC LV EELS
FanWZ EERAGC L, k2, EMHEER, BF0O0E, FISREEHAICBT 5FEY
g w7y e, WERRERE, EWELREM, &R CER S B R OMie, HEisEEERHEEC K
ETREATE L, BES 2 EEEAKETER L, AEOFRBERST BT AEEREY
WE U, BRORSE 3 MREZ 2 BEER L, FEORIERT -T2 5 RO 2 4 i
MLz, 2 oOEERE I HEBO 5 b, AETER S W EEEE 3 HRBRICEB N T, AEOEH
BOREDEC OV TREEIRR U 77 7HBE (PSG) 10X AEBAEES AW CEHEL, RIED

3 A RS



FTE I8 25me, A& Smg KUAEEE 10mg 1.5 EREXIIHE OREEUREORE

SEARC & A ARE # R CMERERREEOWN-TNICLENTHDZ L aiiR L, £/, HES
ST EEIE TEB SNEEE 3 BRI T, AEoRMBOEEIC oW TR A 5
X AEEMEES BTG L, AERZEE CEEMEFREO S TICLEDTES Z 1,
EME S X AamtERER s D b, WD, BE5#E THICEBMETIR R OBERES & £
Uiz el Lz, £/, ISWRD %49 AD-D BE A 08 L LEBES 2 MEBRE LY
ABEED ADD BEIZBTAEEMEZHE L2, o oRBRGEICE S, 20184F 12 ACFIE
SETAHE HE O I E T [E FDA [ AGERFE L=,

A AT, - LY, WMATEGE AR ER ERESERGHEE (LUT, EBE odais
EhE L, I [
W58 L7= (15211,

FRFORER 2R 151 1277,

4 A RS



TEE S LS me, [FSE Sme M UTESE 10 mg 15 BRI EROEERCEEORE
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FTE D8 25me, [FEE Smg XUMEEE 10mg 1.5 ERXEAHRCEELURBEORRE

1521 ERGERSBRESHRLEOFENERUVSEORZHRRICAVIBREBOT—42/1
whr—s
MREFEOIRICET--Tid, HBELE 2 HEBRETERMH (P3430), EXEL@ISEM
(12 65) RUEZREMLBMMARG (P4637) #EM L=, £/, BT A B LU TE, oM
WL EREREIC THEEITY, BB L.

1.5.2.1.1 85 2 4 Ease T e4am: (P3430) : KA £ AP B

B AR e L | ey KB THET 1 e, BT 2

(4HIE 201 BB A AL, BEOEA 3 s I — I —
. GE TS, s,
I
Iy |
[ [CHIGNESTEEEd e
I | S N I

7z,

15212 ERSEuEMEREH (kes) : B[ =] A B

MEEE (P3430) 7, KE FDA L ofgwReks 2, [ e
I o —
I : 7 L7

15.2.1.3 EXRiemas (p4e37) : A [l A B

mEdEsE (P3430) L, I e = L. e
o [ O i L, K i, I
MBS (P3430) (2330 A OB S 121, _.-%Sii‘
ey ] |
I . [ —
e . < e, AR
I S — .
— N e N S - o, icff
o, I — — N e — -
Lz, 2o o N - (7> 7=, X

BEXBE R, T~ Sy 5 —COERIZ OV THE L.

BWELSB LEARRERBICRBTOHRET -7 Sy r—U% R 15110577,

6 A RS



FTE g 25mg, [FEE Smeg A UEE 10mg 1.5 HBIENIT% R OB R OB ORI

F 1.5-1 AERBRAFBICBTAEBRRT—2/\viy—o

R = HA A &M
o [ ZHE 003 3B g5 (HARARU A AERR A RS O
%ﬁ AhE 106 Bk F 8h B e s HE ST A 3% O
= A E 201 #HER P3G 2 LA ZEETEHERE (HEREHR) -
5 FEps4LR 303 A | BRI H 35 X A EREEHERAS O
S E 304 #HEk PSG 7 L A EEAREM & OEIE B 550 X 2 8 AEE MRS -
A 001 AR Hi[E] Fz 53k —
AE 002 #EE RE R 55 =
B = 3\ = e A = =
L 004 3B ig?ﬁﬁﬁﬁﬁ(%bCWBA%%H,%UCWBAmmﬁJWBA®%E,G@B6®
S 005 NAFT AT T g mEEE =
AL E 007 HER RS (v AT o AP ER) =
- ALE 008 RER ThpEhieRE (REoRERR) =
% AhE 009 Bk HpR B EMEE (To— 1k OB AEERRE) -
= AE 012 R EHEERRE (PEEO CYPIA FRER, & DEHEE, 1L 2 HEEIE —
5 ARE 102 R e e 22 PR R (EERER A R O A ZE MR R Ry SRR, BB 3 %t 5) N
ARE 103 B P EL R E R —
ALE 104 R FhEhiER (FeeeREEREHE) =
AhE 105 Bk HEhhEhaeisr (BIEREE B g =
AE 107 R SO BEIRE R AR (U H OB L R M) -
ALE 108 R LRV ERE, REbER, TEE R EREI AR =
o _ii $EE U R ANEIR-REEEE R (RERIER-FRERD 209 8E, TEHET LYo ~—AGE O
EIBRIET 202 B | g oy i - Lk

CYP : F k7 vu—4A P450, PSG : RREEIRR Y 77 7

7 T Rt




FrY 8 25mg, [EEE Smg LTUAEE 10 mg 1.5 EEXEEROBERTRENER

15.22 ABEOEH
1.5.2.21 REICET 2B

JFHE (LRt b)) ofkFE@EEods, Pk, SR Nk OB TR 8
TABEFNL, = —FAERSHE O Eisai Ine. CRED CBWTEELA, EFERRERL, ——
P RSB TERBTCh S, BMRERs ] 80 zcorEcRB R TR,
HEERFCIE 12 @ H £ ToRRE[FTNS,

A (FTE 25 mg, FTTE IS meg, FTETEE 10 mg) OOF, ®WEFETTCEA
BRORABFECEAT AHENEL, ——F k&R O Eisai Manufacturing Ltd. (Z£[F) (2B
THEM L7z, ZEERRL, =P/ RSB TEEBTTH 5. Rlikrss | &0
EFTCOTETHRAMPHEFT THY, HEKRCIT1R2EHEHETOBREEH TS,

1.5.2.2.2 IR R B
1.5.2.2.2.1 321

FEOA & BN o8 R ORIk o] = ] s 2] ] e L,
AED, in vitro RERIZEBWTC, B b OXIR RN OX2R (2 L S0%FAERE (ICs) 6.1 RO
26 nmol/L MEMERFIM AR Lz, MlE vt (LR —4%—7 v A) BT,
B b OXIR RTROX2R, ¥ 7 A OXIR MU OX2R (2% L TRk~ &9, #FhLFholEE
(Ko 14.1,0.391,16.3 & TF0.366 nmol/L. DFESHIEEAI &S U CEMA L7n, Mila4 7= HEetE
HEE (v AEERE) (CBitA, B R OXIR BT OX2R, ¥ WA OXIR ETF OX2R, 7
v M OXIR O OXZR (2%F9 5 Kiflid, FhE4 8.1, 048, 23, 0.44, 23 K11 0.68 nmol/L T -
e BREOA LV UZERBRBREIES, A3 o2 BIERUAO 88 BOERS IO L,
1 umol/L. T 50%LL EOREEME T b Oidd o, AED n vivo BB Tk, w7 2 CBWw
T, 1mghkg (B0O) DL TRIERISMAZEMES S, 7 v MoBT 2 RIRIREFFBSE MO 50%F
HE (BEDs) iE 44mgkg (D) Thotl, UVHFREFAIZENT, 10mgke (FO) 2
HEEARGERARIEA (B, EiR) SR ohA, 7ot by BT REY 7 ARN
L F L MR R~ 7 AT THRIR R A BN U e o 7n T b A, A oD REEHR R [ HE A0
BRI A L o ZHFRES T FAGERENTHEEZLENE, 7y MIZBWT, 3 BBERICL
AHittEERS ST, REC L ARBMERIR LB E SN oTz, 2, A2 LT —E
WHLBEEN -, Faal— e AEMNEEREER DY L —v T RET
MTEBWT, 10mgkg (FB0O) LLETHF AL & —tRERER LT,

o werpiEms s o] ] Ao o) ] HeEE L, DRERCOWTIE
k ether-a-go-go BHEE =T (hERG) FREME ICoff 6.1 umol/L CTRHEL &, Fv 14 =—AN
LA K —BIH (CHO) Mo H WA BIEER S U v LAEROEVES (IKs) % 10 umolL T
24.3% Mk L7z, F£72, b FiefEEe (hES) MR k.0 f5 AR o Ml A E AL FRERERE (TPD) %
RPERTFAICEER L, 10 pmol/L OFEFE TH 10% LR L7z, HEEV /L& AW B T, 30 RO
100 mg/kg O HBHFEZ L0 DB THELZ QTBIE (QTe) #FNFH 63%K R 42%IEE L
7. 100 mg/kg OIESTEFMAIR 5Tk, QTc W% 11.0%%IEE Lz, BEr X R UHREA X % H
WHIEREE T, QTe MBICEEIEIFED b o, Ty b E B PR R R O
W OBEETIL, 1000 mgkg T CHETIFRO LN T,

8 T RS



FTE I8 25mg, A& Smg XUMEEE 10mg 1.5 EREXIIHE OREEUREORE

1.5.2.2.2.2 4k

FREoEpEERG 2] =l A5 dl] #l A EELE,

FEOEENERE L, ERABREOEERBCHOW oL T 28 (R THDH 7 v
Fo(SD) RO (A= 4) FRAWTERBLE, KEESHOEREIEL, 7 R
(CB6F1-nonTgrasH2) , v b (SD) RUHN (h=7A) TOEERBIFO FF L adxs
47 AOFEREFA LI, BEZ v b (8D) , A&7 v b (Brown Norway) ROV (B=v
A) ORI, sy, (GHEOHER T, “CIER-AE ((MC1FEE) 2HWTEHE L2, £, MR
7w Mo AREBITHERCEALT T v MBI FHRE I oW T H M)A S VT
A L7, IR oS fEESE R OMEREATIE (L, invitro TEEE L7z, fREHC oW TR, B
Mo, WETEEZ e FF Ry e P450 (iCYP) , FFS 7 v Y — A idho MENE 2 (S9)
FHWE invitro REBRIC L VI L2, F 7 o—2 P450 (CYP) FHEROMREERZ, Fh
Fhe PIFMlEECE IFR 7o Y =025 BV TEHEL =, b7 AR —F —Z&d 5 EERR
R OEEMER T, b7 AR - AR IR NS & B R L7,

1.5.2.2.2.3 =i

AgomrERgs o] w ] Ao o] w80 Ui, AR EOEERE TR T
BHiE L 7= —fiEdk 0 2l (4RO IRSS, BEIR % miE T AFTR) P E RN A, wITHE
O SHEIC oW T, BRO—BEROBE CEBIEECEE LB T o,
LasL, BNIEE (FEG) HIEE AW iEREERCB T, v 72 Tmgke LLE, 7w X
EDso fl 4.4 mg/kg CTHEIEBFEEMASTERE SN T W5, —F, BirtEoitgha 3 o ¥ RTHh L
B WTEEREMEICEE L RO —AER OB EE 10mgke ML EOEREHZIZR G,
HERSEFEABCIE, 7 FREFACEWNT 1000mgks £ CABHEBREF CH-72, K
HEREEMERE T, £ 08WE THE L THRMER ST A — X OB R/ <o E 1
FFREICEIFIRRSRLN, 7y bTRELIE, 7y FOSECERT B EOUIEOEL,
LTI A L2 G g OB TR 2 5, In vitro BEFEMERE L LT, #HRE
SREBRFB T v 7 AU > 73— Tk B, in vive BEHEMERB L LTT v MERRE #i
L7=3, REINTHOBRBCBNTLEETH -, BARMERER TiL, Tg rasH2 w7 A,
7w PO TRIEEBW TS B AR RET DT LA LR dsoTn, IR - IGER AR T,
T v MW THEE R BEMFEMED 2 BN 600 mgke THARRECHBRSE (FBH~L=7, O
E=H), RUBBEROBWMERLZ BN, v BN TEFEEIIEEO N2 o7, i
DFRGEE - PIHARESE A REE TIE, 1000 mgke THREBEROIEBEEOR D, ®HEEK, SEHK RO
AER RO EPBE S, 100mgkg WL ETHERBOTRANE L ZEFEOET AL R
7, HEOZRBRER CHIMEEIREA CIRE IR BN -7, HAERRUOEABOR AT
(BRI BT AR T3, 300 mg/ke OEFENMD TEAARBOET & 4 5 R EBEMIH 2 2 5
FU, 300 mghkg OHARCIHEEOKMEIZEEE T 5 L% 2 5h HEREHEEEKEOE T & RRK
JEHRIE 3 T OO ERMEM 2 A2 517, BiEEUHMEFEC >N TEREFNT v P RO
AERWTEM LR, WinbBEThozZ bnn, REOEHEBY A7 X020 HD
EEZ LR, NEeEREEE G, 3T3 MlA W in viro REBCRIETH-7, 7y FOK
HEERBE TA N B OIS 2 BT ORI, AR CYP IZX 0§ En

9 T RS



FLY 8 25mg, [EEE Smg LUEE 10 mg 15 EEXEEROBERTURENER

ABMBETHEULE T vk 45, BOHCERELABRELLE 7 v BECLIALOTHSL Z
EMRENSE, ok, BT o FBERBMEECEEZS Y, 7 oRICX AE{iZEM, Lo
SHEICHEEBELRER ThHAEEZ BN,

1.5.2.2.3 BRER = ER
1.5.2.2.31 £ 1 {858

EREE 1 MRS T, B, BEARE, TIEERET RV BEEA TSI, K
EoEmEhie, Zetk, AFERCENFSMEZEM U2, AERARER ARSI ICRE
25~75mg % 1 B 1 14 ARARERS LR, migd LR rdihy MRER, &5%I2218
HEOEKEZ R L, RmE P RERERFR (o) OFRAET 2 B, Day 14 O & TH IR
T T 55 B Th o7, Ak, BECELTE, REEEFEREALOTEE Y H{E],
SRR E S RN, S mg BRON10 mg TENEN, 1THFERECIOEMTH -/, 25mg
RERRZB G A ERES T & BERAOEDENES T 5 &, BRERACHST, BREE
FTIL, Day 1 OEEMBETEE (Cux T 14%MK<, Day 14 0 CuulE 20%@ED 272 H DD,
BERKA L GEREOREBECEENICIBEROL 2@ TV L3R s, BAARUH
NEFEBANITAIE 2S5, 10 BT 25 mg (AABERAIZ 10 mg @A) %1 H1[F 14 AMRER
S LA, BEAOLV YRS FORBEIHEICHFAILCTEMLE, £, FFE 10 mg
EEROBARNEREA LB AERERA D Cue & MAETFHRE- R G TmiE (AUC) OMF
BIEEL L Tl Y, EEEIOENWERD ohih o, REORERRICBWTHEIEN -
mAe ) —EOEREICAEEBEES LG R, LR d b O Cpe 1HERRET L,
AUCopl T BT, tmax 13 2 BFEREE L7z, BEROCPEEOFEEESET ICAELBERE
Lizk&, LYRLbFH+ ey b0 Cue BT AUCqanmid, BEFERA L T20MMLE, EEO
S ER I AEABEGRE Lin b X, LR LE S b0 Cua X AUCannlE, EEERL
AL AT LT, EWHEEEREBOBE S, PREMRTS CYP3A HEAIC LY
Ly bty homfERRER EREL, M) CYP3A FEAICL Y LR LS4 o ifEd
RBESPEEZIETTAZE2RENE, £, RS CYP2B6 EHEICH T8V BENRYEH
HZE, CYP3A BRI LTIEEE, B LICERERE W Em&RE, Tra—
E OB AEMERIC L0 REES R O R E TR RSN,

QT/QTe FIMRIC FiE AEDOREIZ LT3, ICH-E14 A4 FTA »ickI3&, #E 002 A
ROAE 003 BBEO7 —F 26 LmER LR Lt MBE-QT BRIZOWTET AR
WaEEL, BEESHETHDS 10 mg D T5EFET, 10 ms 282 5 QT ERIZA LN D 2
. AREREFEEZ, TQT HBOESIZ >N TR L dmBE 21T, TQT HBRIZERFE T
HAHZEDBHER SN TS,

1.5.2.23.2 % 2 {HEER

AE 201 BB, 77 eREdEE LEHERGRBRTHY, FED 1, 25, 5, 10, 15 KW
25 mg OHAMER e 2a e Lz, FIRERE gL L, BfEnanih, ok
ML 2 A2BHORLE LBREEAONBRVARRRET D ZEETEANE Lz, AOMEIZ
PSG (2 & 0 @AY FE L - BERR NS (SE), REERER; (LPS), dREEEWRFRE (WASO) #HWw

10 A RS



FTE I8 25me, A& Smg KUAEEE 10mg 1.5 EREXIIFHE OREEUREORE

TEEM L, EHOFEBE LEIE Karolinska Sleepiness Scale (KSS) #HWTEHE L7, SE &
TRLPS Tid, A% 25mg L EORBE T 2R BT A THEHEMIC A B AN ENR D bz,
WASO Tid, A% 10 mg U EOPR T 2R TSN ICAELRMENED bz,
WASO 5T ALV AR — T ORK R, £ Smg U LOAETL AR —0EEK /1
AR F—OEE % FEl-72, KSS T, —HOFFMEA TEE 15 mg U ELORETS 7R
B THEFHCEERZER AN, U EX Y, REBOMSEI ST, KSS (2L 0EF
i LRI EAE RIEET, 20 LPS KU SE OMFICENZRAEE, AE 25mg 25
10mg DFEFTHY, LPS, SEITMZ WASO W HHHAMEL, AESmg R 10mg Thb L
Eilm, —FT, BESAEERFEHCHEMLZZ 2 e, A 10mg £ TORAESERELER
BLLTCHERN L 2R 2AMT, NERRESHREAR AE 107 A% ROHSHHE
EESAETEAEER (ShE 106 HE) 2 ERL, T oOREBEELEE AT, BET 3 BER
THWAIRAREFRERET DL L LT,

1.5.2.2.3.3 BEEREERE

— %D, FIREFEFEOREICEELT, BHELDRICIZ2HFTOERK L ZNICHES BE)
HE R, WONCEGEL AP EMEHE L A B35, £, /R, SEE ik,
EEE TS T, FIREREEICHT 2RZEA RS TTE L TWD b TEBY, BH~0
FOH LR CRAEBEEEOREASREBR L3 (b, 2617, RITTIHELALHERS
iR Il B — L EERIEIR L, KERBC IO MFEENHEZ G720 LEFEH 25 U
AT WD, FIC, FEEEICLS, ZTALDY A EZFEMTALED, 5 DOBEERERARA
Fhe L7,

o 55 L Eo@ERERAE HERIC, AE Smg ROV 10mg FRERNCEREIRE L, 77 —AlC
X 5 R O %E%ﬁ@%@i%ﬁ,mﬂ%m%JMLt& 5, FEIL, Wi
NORECENTS, BiEERROESZEMNE, WO SRR OFRmEE (T fE 4 &
e B lemode (MAE 108 3R,

« EERAOEDEARBE LGS L LT, K 10mg, 20mg KT 30mg ZHEHR S L,
WEREMAFM L2224, WThoRRICEBWNTYH, AEOEMELREN L7 48
FobEL, AETFTLARVUARLVZH - FEREBETH-- (AHE 103 # B,

o ERERCA R ORI 0 PFAZEMEBEAR B MEREN B 4 %P5l A% 10mg RO 25 mg & HEHRE
L, ZeMEB4+EHEL- L5, XK, WTFNOoRBCEWTYH, BEMCEEROH
2 FEE SRR R (B s & 72 e 72 (SRE 102 38R) .

o FERERE 25807, A%, Smg, 10mg #HERE L, BHOF LML HREE PSG Tl
TAYTKERERESERE L VFMLAL A, £R L, WTROARCEWTH, #
SRl ORERIEREO FHEIC B W TRENCEROB A E T rma -k UE 107 &
5.

- HEhEEERHGERE MBI BT, EEARE R OERERAE I8, A% 25mg, 5mg,
10mg ZHEHE LT NIRERS LATH CE e CEGHERBR - ER L~ & 2
A, BEE, WTROBRERZBWTH, BER H@ﬁ%ﬁ% IEEAE AT, FEES

EOSCHSERMIZBNTY, EiFRRIIHd 288 4a S ol UHE 106 3EE)
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15.2234 E 3858

AE 107 RBEEOAE 106 ABEOME, K10 mg T TORENEREEHRE - L CHER
NI EBHEERTE e, BERE 3 HEBTHYWAHEL, AR 201 ABOFBRIZE S, A
e PRI Je ONMENES A R N B oo 7 (o 3 2 FER L v I T2 AR E LT, A% Smg BTF
10mg 352 EEEITHhEEEZ T,

ERSIE 303 #EiE, 18 Wl LOFRIBEBRE 248 - Lin, ®\EA(L, —HEgKR 77ER
W, WITHEMERBRTHY, FESmg R0 mg OEMAENM R CEZ 4R L2, 3R
OEEFME R X, TR X SRR (sSOL), ®IREFbE A i, TEAFmC L5 i
IREhEE (sSE) RO ESAFEMIIC X 2 R BEEERR (sSWASO) & L7=, BFEMFEMER & LT,
THREEMEFERIZE (ISD O FAIEA (tem 4-7) ROMEHSEERE A 7—/1 (FSS) #MWT,
AERIE (ZBEE T A H R OMEE 2 FE M L2, FARBOMR, FE Smeg RO 10mg &, 77 R
loat LT, EEFMEEA (6 » ABD 12T 5 sSOL, sSE KU sWASO Z#EMHEAICABICE
Lz, F7z, A Smg BT 10mg 12X 5 sSOL, sSE KU sWASO DEgEiL, &5 12 » HEFE
TR TAHZ LR LI, 610, FES mg R 10 mgid, Y7 RFELHEELT, K56
# A ISI (Ttem 4-7) R UFFSS 2 FHAMIZEBICEE Lz,

AE 304 HBRE, 55 R EORIRERFT E SR E L, BEAL, —EER 7 ERERE
FEHE, WATHRFEBE THY, KESmg LU0 mg OFMER D22 R L7, EELS
BRI/ B F Ll LB R A HERLA 625 mg (VAT A BR) & Lin, AEBOTEEGEA
W, EBRFEMC L AMEIRERE (LPS), mIRERNE 8L, FEMFEL G L AEIRE (SE) K&
OEHEFEMC L A PR TEERE (WASO) & L7, &0l ARB TIL, sSOL, sSE, sWASO
FORBEEE 2o PR T EERE (WASO2I) L @EIRAYIZEE M L7z, FEHEEMER & LT,
ISI (Item 4-7) RTUFSS #MWvT, FRIBEICBE#ET 5 A ok a 57l L2, AHBOBE, &
HEsmg KM 10mg iE, 77 ERBEECH LT, FEFEMES (1 » AEE) 1285 LPS, sSOL,
SE, sSE, WASO, sWASO KN WASO2H %##EIFMICARIZEE L, 2, FED Smg &
O 10mg i3, YA ET A ER Bz LT, FEFEMEA (1 » AFR) 238175 LPS, sSOL, SE,
WASO KT WASOZH ##EHPHICARICME L, S0 AE Smg XU 10mg 3, 77 &8
EHEELT, 51 5 HEEO IS (tem 4-7) 2 AMICEBICRE LS,

2 ODEEERE 3 ARG, UTOBEXN B L TrRENE,

HE

e BESmg RO 10mg t&, 7 7EE L LE L C, AR SR OBEIR MERF R ol 7 4 # et

FICARICELE LT,

s RESmg B 10mg i, 7 RALKEL T, MM EEICHPOBEEZEL -,

Zatt

s FEFE, SELFEFERCEERAEFRORBEREE, 7788, FESHOBICHE

EARETR L, AESmg MU 10mg W b BAEEIZRF TH o712,

s X AEFRGUMEIRTH Y, EIBL, AERGERCEEM L,
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153F&EH
PLE XY, FEDFIREZEIS L ¢ 5 REREICHERRBREAED ol BE o T 5D &
Wrl, LATORRE - IRRUME - HEC THEAGRHRF LTI L L LE,

Bhie - BHE - TIRE
- BE @, ARV rES 2L T B 1E Smg 28 EERNCAZORET
By P, ERICEOEEEMT A, 1H1E10mg AR L35,
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1.6 SEICEITAERARREICEYT 288
1.6.1 AEICHEITHEE - Foakin

2019 £ 3 HEE, LR LrHHr MW IdInoE THLARR I THRY, LR rFHrk
ORIRFEREIGIZ W, 20184E 12 B, KEIC TARIERBE 1T,
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F I 2§ 2.5mg, [FEE S mg K UOFEEE 10 mg

1.6 #MEZEB T 2RI T oG8

1.6.2 SAEIZH 1T DB XE

2019 4 3 HEIE, LA IV r MIWTROETHLEARIN TW RN, AEIICEIT S
INMICEIE R, B8 L U CKRERBRORMCEORR (BE) %, ENORMNIESEZS
B LU CTRICEERH Lz, E72, KEHFERORMNIELZHRMN LT,

4 K [EH]
51 A B AT | 2018 412 A
X EAE Ak
£
e FrEAE, oA L xS UoREEEGR L RE oL o—BFII LT
S ECThD,
ML « M| FroraofgilsTth s LR LIy ME, OXIR KT OX2R W5 ICk3 %
BTN FaT VA LVEF VS REIEHAITH Y, OX2R IC LV BWHtEE2HFT 5, L
VAR L b A4 (1R 2S)-2-{[(2,4-dimethylpyrimidin-3-yl)oxy |methyl }-2-(3-
H zh 5% 57 | fluorophenyl)-N-(5-fluoropyridin-2-yl)cyclopropanecarboxamide T & 5 . 4y ¥ 2 iZ
(Z B3 % | CoHaFaNuO2 TH D 53 &1 41042 TH S,
HLFEH
R ch\ﬂ/jj:CH3 & /[fﬁtﬂ/F
Noz? UAYA/kN\N
! H H
L,
g
LR LFY Yy MIABR~F 7RV A ROBERTH Y KITIFE A EET 20,
S5mg KTV 10mg 7 4 /L 3— MEFZEREN, Smg, 10mg DL A LFHr bk
VLT OWNEEE6 3 5, ek, KEHREe FaXx el a—
2, B Rexirabrtrn—R, RFTY USRI A,
iz 7 4 v ba—F 4 o OIZUTORNFASETS, e Aa—2
2910, #n7, RY=F Lo 7Y a— 8000, BRLF %, (a) =R ke
(3mg #E) XiE (b) H =R b#k, = _B{bek (10 mg &)
5 mg B WEA, AR TRENMRO 7 4 vbha— MNMETHDH, REBIENE
NS RO LEM "0 & 5,
10 mg & Af, METERENMROT7 v bha— METHD, REmMENE
N1 OV LEM O AHIR & 5,
BEE - | Foe Ak, BEBEBEZEORMEOEEICH D LT, AREEER O, i HER
ES HERF IR S 2 1 & - A ARIRIE DIBR 2 IS & 95,

2 =W A Rt
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E4 K

A A HERCHE

® HAERAE

Hik - BH|BFCrd2)0B0EFHEATAHZ &,

BB | T a0HERHEL S mg THY, &, EETEREE G 7B ER B

5 | BT, BEMSSUANIZ 1 EEGRAT 5, 5 mg OB CTEREIIRG TH AN

rtodE | RS TTHSTHELZES, HEA 10mg 1 Al HETHETAZ LN TES, 7
TEIORKHEEREZ10mg] B 1EITHS,
CYP3A FHERI TN CYP3A B L 0ffH
Foe ik, TREXIEHEY CYPIA LEE . ofHiEE SRRy, B
CYP3A JEH L O#fMBEOT = IOHEMAEL 5 mg ThHA [HEMBEER,
FpEhrEZ ],
FoEdl CYPIA FEEOCHHHIT, FEPSET TSN H 520N
vy [EEMMH AR, Eipahiesi],
Tia—na kR
BEICTZEIAE b TAa— L EBRLRNEIMET & THL [
FEAEER, SRS,
BREOKE
BEFTITAEERZICIEA LGS, ARE ToORBBELS R5EEESH S [
EhiEE g |,

A Lo | E¥EERCERALOER

e A oREE

T E DR OERE S R, AFBEVFERALTLATORBREREET AT
REMEDS B A, MUFFIEIRO At oW THRFICHS T A2 ThH 5, BET
ERFEE TOR Y RS —mS2 Y- RE Ty oI5 RA LEHE, X
THEERARELI VL EVHARERA LSS, APOREEO I RB LTS5 [H
ERCHEZHE], 7o d Lo RIBEREE - ORI HEE S0,

R R DBEIC oW T DB O LEMHE

MERR I F TN BIEER R O IR MWEE OMEE2 =~ L T A AREMER H 5 72
W, TIEECERIZEE OFMABEICIT-7- L TOLRKBT <ETHD, 15
@ 7~10 HEZCARREN TR L 2Wiga, FHlT~ Rk O ST 72
FEBOTFEZ T LTWARRENH L, FIREOHEUIH-28mE L <2
TENRFEORBEIL, RESROBHEIARN AREROERCH A WREE D B
v, T IFOMEEC L AEERBTICAECSZEBES,

B
BMREREEERT BT S HERELLERY EhahERR],
R B E

WL RS E O REE SR F I C BT A BRIV ER Y, EE O TR
ERELIHEL LT CA0RBIIITOR TW WD, HEOMEI T2
VW [EipEhie s

3 =— A kAt
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[

RE

FEEMRESET LTV 5 A%

R o PR BEPEBEAR IR SIEISEDN,  (SHEIRROR (ECISEIN Fe 2 - REEAR 1 BRI 572 0 15 [BIRGE) R
FHragl LERABRICENT, T Lo TERE (< FOEEIL ERE
T, BRATNERT LRI O o, PEE~EE O IR 8RR B E 18
PERAEMERERELE 2 0S8 L LT o E20EBRIIIThL Ty,
il A R URGIKRT

HRHE EH)

Fr Oy, HEEY (R Y2—0 V) ThHLRLES s b EETe,

#LA

EmELR L, —RAEELEERELERN S, 00PN AR 2R
BhFRic k- T 1 BMTHREMASEBEENCHERAT A L THS, EiER
W, ERHEELE BHEELOILE ARV ELZRICERS A0
HITENA), REAMECABRMRESOEROZLTHY, T8 e IRE
Lz &9 ingioR, BEMEHOFEIES®, FELEREICL20h 6T E Y
H ke, tholFdi R URE L L EMER IS WEEIEN 2 E <, RUMED
UL H R FORBEORREE BERERERC RO S X 57, EWELART
HippeEgE s, BREEROIE S OB A0 THS (F AL, ERXiTE
B, 03 ULIE ST B IETEE 5 i Ty,

RN A0 EMELAESRE (0=39) &gl U TEM L EUREMCET 55
CREWT, LA FEHrb (10, 20 BT 30 mg) i TEMHEGFME (dug
liking) | @FHEFMRERCFHBL2EDERICET Ao REIZR LT,
AT L (30 mg) ROUARLFHh b (40 mg) EREROEREZ LB LE, 7
A — I O B T AL SUIERRE 2 G T AREEL, T Aol
RARCIERO U A7 BSERTATRERH A0, HEZZELBETAZ L,
&TE

BHEEREL, EoOREFERCHTA4AENESORKEL LTELARETH
5. BiEEFEL, SUEREEFLEUEZETIEDZE L BELEIZEA 7
2 BEOMBEERPENS, ETLAT T CAOBERRBICBWT, Fod
DORBFERICHE S FIEREFEOZ T o A hodin, T I0B5IRHE ICEE
B R Sk h o 7,

DEEREEE

EhEHRICERT ]I HHE 75 mg ##E5 LARKERSERABICBNT, SEE
SHEANT QTe BBICTA L Ry PoRBELHE L, fERS
BRETAERHCTRE - HICEFHEE ST L, RElERECOETT A TF
a7z Qe ~DEEIT 1.1 msec (90% CI: -349~578) THV, BEIHIEH
B0 75 FOHET 10 msec #D QTe R RO AREMENENZ LR ENT
Wh, LER-oT, LR bEF4r MIBEMICRYZ2HAET Qe BRE TR
L 72k,
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FTEIEE2.5mg, [RIFES5mg BRUREE 10 mg 1.6 ZMEICE T A ERRREICET &6

E4

KE

HEIEM

EyHEE/ER

FrEdE OBRKRMICEERBEEERRH 53EHA
F2TIEJLEOBREKNICEEZLEMHEEER

g5\, PR KR UYE CYP3A FHEFR

AFZANIYEE R (PBPK) £ 4% 0T, 550 CYP3A FHEZK
G B B (B : InAFEFY) 2T d LA LEEOHWEZEN T
B EhTWa, PEED CYPIAREE (B : 7ot —u) XiTik
WCYPSABREE B : 4 bFa+Y—n) LFbaofifHick-
T, TREIORBEER (AUC) 234 4 fiF, Cumax 3 1.6 fFICHEEIMT
B. MOFREE R UEE CYPIA FAERIZOWVWTY, T domig
FREICXTARBROZERTFRINS [(EKYEESR],

55U CYP3A [HEXE (B : 7t FtEFr) LofflEOTEITD
G | HERARTI S Smg THS (HEAUHESRE] |

A
T, FEECYPIAMEE fl: 7zt —) TR
CYP3A FAEHK (fHl: £ FFaF YV —n) LOHFHIIHERIRZN
[HERVCHESZR] |

# : A bFaFS—n, ZarS—, ZEFREFY

CYP3A FHEEK

CYP3A FEEAZHHIT AL, ToEI0LHFRZEERN
FRERAY R 971%WT 5, Thizk->T, AHEINET T2 AlgetESR
»H5 [FEYMEESHE] |

FTESYr CYP3A FHEIE (fl: V7 ¥y, BANR=T

BTN - ¥ B, Stlohn’swort) OFFAIFHERE 2V [AERED
g HAEBRE],

{7 - D77y, 3=, St John'swort
Ta—jr

FTTEIET AL LR, E8EEME2ELR5
[ DR A FIMERO = EF v R 33D ooz (BLEERE
L VIR, FE A, BB ERICEBLERICE
BEHEZholz, TZ=ET 10 mg 27 /02— (&M
(Zk LT 0.6 gkg, HBIEIZH LT 0.7 gkg ZH[EIERYE) &
BFRLIE =5, BERER 6 R/ v 38 mB8aEI 0t
TH~vA T AOHIMERRD bhvic EEMEESR],

FIEITE LI TAT—AEFERLEZWVWEIICTRET
SR - 5 [HEEROCHESR] |

5 T —H 1 stk




FLEdEE25mg, FlEE Smg EUFEEE 10mg

1.6 AR BT HERRLFC AT 28 #

4

RE

HI{E

@RIEH

VI T OESERIC ERZBVER I oW T, IR IEOMOETFE L R23
fEIR [ZBEROMER EoEE S ]

R R A BR U
EEFERBISEEELRSET CEREIN A28, H 5 EAOBEERE BV TR
D ONTRIERRBEE L, MoOEAOEEREICBNTHRD O BEE L EE
e 5 Z 23T, RO O BEEL KM L TWRWATTRES B
D
BohEEGAE GRER 1 ROUSAER 2) 2B T, 1417 fIRN T = U RE L,
B ICEBWT, 286 B 1 EMT = I X AIBE AT,

B IEICE - ZRIEH

FEEA S mg XL 10 mg I X ABEEZZIEEFICONT, BIFERIC L AHIE
DOFAEFRL, TTEROD %L LT, 5 mg T 4%, 10 mg Tid 6% Th-o
P

RbHLICRONTE, BEFILICESFRIEAGEIRE TH -7 (723 5 mg:
1%, 7TE3 10mg: 2%, 7718 :1%),

EH LR e RER

FHREBFICTTE D 5 mg i 10 mg (2 X AEEET - ERERB IO BT,
RO LICALRERER (T L5EEEZBED %A LTHY, 7
TR0 LEEETHE) HERTH 7 (FTET 5 mg: 7%, FTTE I 10
mg : 10%, 7 7R :2%), EIROBERORKTHIBRE TH T,

B KU 2108V, AT AR 65Ul BE (N =491 2B
FrEed ORIERZ 7 7 A ERARE N=926 & —BLA,

F1iZ, 6 p HRO7Z 2R Bo _Eahit] G 1) KU » HR OB DERE
B (B 2) 200 EARORBUELORVIE) 57— 705, BIfE
A#BBEORIG =T, &7 —¥Cid, 7200 10 mg FICBT 5 RBEELY
FEFABRELYLES

F1: EXENEEIBORVERFRREZDL S

FEE I RUORBE2ICLA L, RIRERFOT T EAEEHEOWTRIZBNTLR
REZ 2% ETHY, Foed 10megBICBTABERIT7BRELO LG
Drs

7T R Pals =)
Smg 10 mg

(n=528) (n=712) (n=705)
MedDRA  A<3E n (%) n (%) n (%)
e AR 9(2.0) 38 (7.0 60 (10.0)
R 4 Jath T 9(2.0) 7(1.0) 18 (3.0
i 2 1(0.2) 14 (2.0 14 (2.0
Z DO @EI{EH
M I P
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[

RE

T IO ERIREERE (IR — RERRATRC R RS M Hhm v #h<
TEEET I AR L R AR BEZAVRER S, T IOEE
AR CIZREIRFFRE S REG S e (P ERTEBRE SRR DI, 7
T Smg:1.1%, FTESD 10mg: 1.6%),

=
DIRE.

HlE ~ D5

O3 MAHECHERE T T I A EEAE ST BRERE h=1417) 095,
491 f2S 65 LA LETH D, 87 A 75 UL ETHh -7, HERARICBWT, B
B (65 mll) SR ABRE oML A IEC BT ABENICERD
HOHZEERD LN Ao (K R], SBEFCBIIHERBLIALER
VA

i, E
i, B2
#F%E~0
&5

AR

V27 OBE

FRICBT ALy ALYy FOBET —F iy, BRICERES LEECL R
Vb RBRIRICH L TEEREELT LETHENITRTH S,

O EREFER BT, REiEF#EEHE (MRID, 10 mg) BT AZEE
(AUC) O#7 388 [FOBERBER LA LR LIy FHEZ T v MMCEO
B LR, mERE BRRFEERCHFESAE LF, BEFRMICREEFEEL
A& (MRHD, 10 mg) (B2 ZERE (AUC) MI0FOREKBRER AL
ALFH o PHEBEEROEES LBV T, BREEOREENE N
2, BREMN IHFFIELED T (F—2 B ),
WHEOBREEFCET A EFELERERBRUCHAREOE = A7 X FRATH
BN, TAUVIEREO—EEF BN T, FELRERERBOE R 27 (1K
FRENIZERRR S M E R D 2%~4%, BAMEOE R U A7 ZBEAICER I
RO 15%~20%TH 5.

F—F

BT — 5

2EROR & OFRBRIZEBWT, HET v FOSBEBEERMIZ LR L2 R 60, 200
R R 600 mg/ke/H 3L1E 20, 60 B (X 200 me/kg/H Z fEOHE LR, AUC 03
< MRHD TOETEREDF 388 (FOEMEMAFRER L /05 600 mg/ke/H TFIHIHG
IREESED Lz, 600 mghke/H Tit, BEEEGFEETIC, ECRETCITEE,
AFROAIROFE (R~ =7, OBHREUEELETRREE) Oy
MU, mEME (NOAEL) (200 mgks) TOEMERERBERIL, AUC cH-3<
MRHD CTOREEOR 143 {FTH-o 1,

R XOBREREDIC L R ek 10, 30 BOV100 megke/H A HEBED
BE LR, AUC ([28:3< MRHD TOREROK 139 HFOSERER L5
100 mg/kg/ H CEIEEROBEEN FH L, BEERSAIChLbOHETL VR
Lty b ERELEHFICKREEEUIFEIEIZED s e by o, NOAEL
(30 mg/kg/H) TORFEEIL, AUC (2H-3< MRHD TOREERD 23 #Tho
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e R

o
R v B OFER A LR L3 b (30, 100 BTR300 mgikg/H) &
FRORE LUEHR, HERCEE, KBEFEROCERERCOBTIR SN
72. NOAEL (100 mgkg) TOHEFTEEIL, AUC (HE-S5<¢ MRHD TORERD 93
B THholz,
=31
YR7OBE
EFREAFOL R XY FOFETE, FREERCHT A EE IS
dTHREALTFMT 2200RAICET ARBIIERL THhy, UL, L
A L4 P EOZEONREWE, BEMRETF LV LFEWRETT v hOEILFIC
ettt 2%, BEIARBORE EROERE FORES, BHOL Rt bz
T HEE=—ARV LR rd e P BREOEBERIC L A B RERIZ
W AEENAEEREGhE THRHT <2 Ths,
F—¥
BT —F
BibhoAFAS S Ful—FT v MIEHERMETER AL R L2
v hEEE LR, LR LR O RS RR I RR mAT & bhle U TR
M3 fEmof (AUCICEESC),
ERBENDHDBHR UL
THESE
t hOAETERRICKT A LA bR FOEEITH STy, A TERE
(TR AEENTL, Ty MIEBWT 100 KT 1000 mgkeg/ H DR OES TR 61
72. NOAEL (30 mg/kg) TOHBEEIZ, MRHD TOREED 12 FTh-o~
(AUC (2 &2 <), BHARMEICRT 528, 7y MIEBWT MRHD TO#HE
BORK B EORER (AUCILE-S) TRHLNRD- T,

IR E | INRA~DFE

D5 SNRBFIZBT AEEERUEIETRIE TRy, JMRBFIZF a4
HELE S oy [SEpEhRES I |,

WEEL | ARERE
TTEIORBREGOBERBIZEONTWS, BEERKECBNT, FX
75 mg OF T AR FELRE Lo BEREERE SEIROMEE S HERFHIZEML
=,
FredomaRs o AR RN EFE L, BEREFEA
Liza, MEEGOEBRICHET HIEENLRBELTS & THL, RHFOTA
B AL OWTARBOREERE L ¥ — I nEbEARxTh A,

TpEhie | EipEhE
WL

8 ——F 1 RSt




FrLE S8 25mg, FEE Smg ZRUFEE 10mg 1.6 AEIC BT HERRRECETSER

[

RE

BELBHFICBWNTL A LFH b E 200 mg ¥ THENRS, 75 mgETE1H
1 [H 14 AMEGERS LROEREIE T2 7 7 A I TO LB THhot,
VIR L deth ) MFAERR NI AU tax 13HT 1~3 B TH -T2, LR L Rth
FomAERRED, BE5ZIT 2 AEOEEETL, BROEDEIEL T LEZ, 5
mg & 10 mg ODFFEERIIZNE017 BB, 19 Tho7, 2, BE5#%9
BRI 35 1 2 M PR 1 Crpae DR 10%~13% Tdh 077,

LR LdH s FEBEBHE L EBRUFEE, Chuld 23%IE T, tne s 2 BRI,
AUC 75 18%E T L, WINEEFET LA, ViR bty Mol fiEoRH
BRERETH LD, BEEZORAC L0 AIRRRSELT 2850055,

m

LR L dEt s P RO 0SS (M10 (LR L E S b Neoxide)) oafn#E
TEAMESE (n viro, b F4E) ZFNFH 874~88.7%K T} 91.5~92.0% TH
o7 (BEE 100~1000 ng/ml), = OMEETL R L%+ 3ok FLET A
Ty, BEEVRF R0 E, GBE) R R HIIEE L, £ Mok
5Ly by b ROMI0 OME iR E i E R R 0.616~0.656 RO
0.562~0.616 TH =7z (JBE 100~1000 ng/mL),

{EE

LR b d s M ER CYP3A (X0 EN S, mAEMRSSIT M0 (#Eib
SO 12%) Thol-, MI0 DL B LF4 2 FOEBRPAANEEIC 52 5881
w/NBRTH S,

Pt

FHE R ZESIEN CH Y, BERHTED ST4%558d, 29 1% R F iz e
Ehdn, LAt PREREORTHHIIBEA TR (1% BER)
ThhH, VRVEF L S mg, [F 10 mg ORDFRMITZEH 1T BFR, 19
el Tah A,

el /e BAEER

PRI, ERER O BMI

PR R CRBEOEEIIRD o idodc, Vel H b 5 XX 10mga 1A
1 [ 5 Lz g o EdAEpEERitic i sy, Rrdor )77 racwds
BT 4w AEH BMD OFETHLITMNTHY, BRMICEE RN L A S
Tl

o fhin FR

Ll h 5 10 mg &2 1 B 1 [EIRS Lz Bd oS EEmEhEfEiric
XA L ElEE (65 mULE) CRBWTREMNIOZ VT 5020 26%E -,
LavL, ZOREIERMICEE TR,

R R

DNERBFEAEAGRLE L LR LY F o EEE A RF AR I ER L T
vy DR~ 5B ],

i REE B T
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FrLE S8 25mg, FEE Smg ZRUFEE 10mg 1.6 AEIC BT HERRRECETSER

[

RE

HE OEMAEEREZ (urinary creatinine clearance <30 mL/min/1.73m?*) =X D, L&
L4 FRER (AUC) 25 1.5 FIoHMLES, Cue T 5REIRD LN
inodz, HHEEERETICBODTHENREIVLER, [(BERVEH FOEE
ZH],
I REfe 2 f
HEPFE (Child-Pugh A) MUV (Child-Pugh B) OFEEEEIZLY, LR
FH b AUC TR Coae 25 1.5 fHIZHEM L7, T o ORBREEEL oMicE
IR N ols, BETHEEOEEESRBEIZ BT 2 HEREIL
WEEI [EROMER LoEEER],
e B E 3R
LR bt Mo A it 54| O 5
LR bRt FoFEpEE I T AMOEROFES, LR LRt kBT
BEizxT A A GBRESERE & UTR 1 R, AERFREDEER
(PBPK) EFNVEBWA L, 550 CYP3A [HEE (F : 7r4%EF ) 210
Al b EFERLEED, BnEERTEILS, TRE Bl 7rady
—) SpE (s A FZ o) CYP3A HEEOHRICL - T, LR
Lty FORBESFEEICHEM L, CYP3A FFEE (#l: V7r ) ok
2T, LyRLHxth o NORBRSPAEICETLE [EYBEAEERER],
LR Lty b ET a0t B EEsEs b A EMER O
T RTRRD Do s (BELEEREIC L VR, LR RS M
HAG G o S Em IR E 2 2o, LR Lb RS 10 mg 2T
a—b (ZZtEizxf LT 0.6 ghke, BRI LT 07 ghke ZHEMRE) LOFHLAE S
A, BEERE 6 FRITHE VMBI T 5~ A ADOBEMERASRES &
Nz, Toaa—nlofitiiE, el LRt bO Cneld 35%, AUC 13 70% 8800
Lz, VR LbF o MITAa— N RBECZETRIZE o7k [EWHEAEE
HZE]),
LefibdF$orbd B2 Z7rol— (Z7EFV0) ORI L -T, Cox i
27%W Ly tmex 1 0.5 BRRREE L7225, 2F0 L Rrd4 0 FRER (AUC)
et L TR FENICE B R R EIIRED oo, B 1~3 BT — ¥ 0oL
MBI R BT, Loy RrR3 e boRMNMOZ T 7 AlxtT 57
o bR IRERE (PP ORELFEO N, HRBASERKEER
(GERD) OFEREEFETHIBEXZPPIEZFLLLITH2 Ve v —%BALTHEHE
HE BT RREETICEN T, BREREIZSE 7 A= iixT 5%
BEAEDOONE o, LERST, RSy MIEEBEIEIA (PPI XiZ
H2 7owh—) LEHFRETH A,
LeRvd St hbk o rzFrFry (NE) ROz F =z A T P4 — 1
(EE) &0+ 5ROMEEOHFRIZL - T, LR L34 hoEpERE -5
TAHMEPERICA BREEIFRO N R o,

10 ——F 1 RSt




F o AkE25mg, [FEESmg & UNREE 10 mg 1.6 SMENCF1T B ERRILEICRE T 5 &k

4 K
= g K b ok = [=PA
1. BHRAEALURLFY Y FOEMEEICEZ DEE
Dosing
i Mean Effect and 90% CI :
Interacting Drug ¢ Recommendation
Strong CYP3A Inducer A
Rifampin (600 mg) g Not Recommended
Strong CYP3A Inhibitor A
Itraconazole (200 mg) —.— NotRecommanded
Moderate CYP3A Inhibitor —A— fistRssommendsd
Fluconazole (200 mg) ——i
T Allcohol E=aa 0 | T T
(Female: 0.6 g/kg Not Recommended
............. Male: 0.7 g/kg) . e
Gastric pH Modifier A .
Famotidine (40 mg) No Adjustment
_____ = raIContraceptlve eobhucanes A — i —
Ethinyl Estradiol (0.030 mg) No Adjustment
+ Norethindrone (1.5 mg) .

00 05 10 15 20 25 3.0 35 40 45 50 |A cCmax
Note: For some parameters, the Change Relative to Reference = AUC
90% ClI's are narrow and not visiole (without interacting drug)

MENSTH LR LIPS
in vitro fAEHFABRIZEWNT, LU AL XY FROMI0 1 CYP3A 2#%E T % Al
PEARE 4, CYP3A %[5 L CYP2B6 #7589 5 rlgetEn oI o rnEni,
YIRLET L FEO MI0 ML CYP 7 A Y 7 4 —L 3L b T AR—Z— (P-
gp, BCRP, BSEP, OAT1, OAT3, OATP1BI, OATP1B3, OCT1, OCT2, MATEl
&Y MATE2-K) #BRET 2 AlRetEiZ 20, Lo AR L %% Md P-gp OFHFWVIEE
ThHH, MI0 iE Pgp OEETHS, LA LF+ o F&ET M10 % BCRP,
OATP1B1 X% OATPIB3 M EE CTix7av,
TruEAy, BROBERE O XY T AORYEIEICT A LR LEY 2 b
@ in vivo (31T DRI EEE, M EEREKEO R I3 2FREL R
BREt/ZHEE) & LT 2 ITRT,
LyRLvEH o b/ raF o RFay (NE) RO F =L A KT 4 — b
(EE) Z&aHTHBOEEEOHMIL, NE 0 Cna 2N AUC XiZ EE @ Cox (25
WA RIEXT, EE ® AUC % 13%HEINS 7, ZO%EOOT IR BALIZRERLY
WHETEARWERALREIND,
CYP3A i CYP2B6 OFEE DFHFERER : in vitro T RICH 0 b9, L odR L
Y M CYP3A4 7B P E LRV, LR L FHY 2 ~ME CYP2B6 %3
NCHET D (F : 77 a4 id CYP2B6 WETHA)., CYP3A KUY CYP2B6
DEEIFLV R LEFT L R EHTRETH S,

11 =W A Rt




FT U AEE2.5mg, FEE Smg R UREE 10 mg 1.6 AEIZH T D HEARIEIC B 5 E B

4 KIE
B2: LyRLFH U bAHREOEYTRICSAHEE
. 0, Dosin
Interacting Drug Mean Effect and 90% ClI Recommen?:lation
CYP2B6 Substrate Had
S-Bupropion fron
Bupropion (75 mg) No Adjustment
A
[S,S]-Hydroxylated Bupropion
—a—
CYP3A Substrate —A—
Midazolam (2 mg) No Adjustment
——
—H—
Ethinyl Estradiol (0.030 mg)
Oral H——
Contraceptive Al No Adjustment
Norethindrone (1.5 mg)
T T .I T 1
0.0 0.5 1.0 15 2.0 A Cmax
Change Relative to Reference H AuC

(without interacting drug)

BRRHE | BRI

ErER R R AR

AR O SO RERRMER R A 1 © RIRERE AR L5 2 DOKRAER
(£ 900 fFIAB) ICB\W\TC, F o v Oa MR N2 e % 3040 L7,
AR 1 (MEIR A 362 AWz 6 » AMOBIEAL_EER Y 7 B Ax R, #0%
EHIZ 6 » HHOEREKGEMMICEREF LT v I2EE) KBV, T
EIOFEMER R EFME LT, BB 21E, 1 » AMICH - DA ERA U 7
Z 7 (PSG) MOMERAZEEZH W=7 I RKE YL EF A ER xR E L-EE
ZA —HERATHRMERBR Th oz, WRBRICBWT, BARE (EXFh
51.8 m, M 713 4, B 213 #) (7= T 5 mg (n=5382) Xit 10 mg
(n=5384) Z#hH Lz, @B (65 mll b, FHFEE 704 5%, 2otk 342 4], B
149 1)) (27 = H Smg (n=205) XiX 10mg (n=208) Z&5 L7,

HER 1 RO 2 (2B, EEED/ UTEB e FIETHIE LIZRE,
TR, TR U CARRIZE L7 R & AR O R ﬁﬁ%ﬁ@
W EBFRICEY (F) S8, 7R it U CHERZEE (MERERM,BER
Bif) 2 EICER S, Fonb0% 8T 6 » AR Lz (383, 4 RO
5.

BB 2 BV, PSG I L > THRBMICEHMI L7 A, =T 5 mg KO
mmgﬁ77ﬁTk%@LT AR (AR [LPS]) K ONMRERR R F & UMK fH]
BEOTRTERH (WASO) ZHEICHED S, 7237 78R LR
LT, HER®ZE (SE) 2B LR &L (E 35, PSG iIZL»THIELZE S
%, FrEd 5 mg RTN10 mg 1YL EF A ER S EER LT, AIRER: (LPS),
K20 WASO K O I F0 WASO 2 Bl jib Sd7-,

12 =W A Rt




F o AkE25mg, [FEESmg & UNREE 10 mg 1.6 SMENCF1T B ERRILEICRE T 5 &k

[E 4

KE

RGN D 7 HELUBOBEFEPRE L (BN AR K OMERMEE
(SWASO KUV sSE) (kT 5T b d OMHAMICHEERUEDL, 6 » A, 7
TR L LTI BICH R STk BB 1.
FEIAOFMMEE, ZtEE B, WAL ERE, KOAANLIEAADORTHEL
| (P o8

F 3 AER 1 RUGER 2 (TH 1T HHERR BEE(C & SR/ S A — 42 O

Difference between DAYVIGO and
DAYVIGO DAYVIGO
Placebo Placebo
S mg 10 mg
n=527 DAYVIGO DAYVIGO
n=582 n=584
S mg 10 mg

Sleep Onset (sSOL), minutes
Baseline (median) 54 56 55
First 7 Days

Median Change from Baseline® 3 -13 =14 =10 #11

LSGM Ratio 0.871 0.692 0.653 0.794*** 0.750%**
Month 1

Median Change from Baseline® - 18 - -1 -3

LSGM Ratio 0.776 0.611 0.571 0.788*** 0.736%**
Sleep Maintenance (sSE), %
Baseline (mean) 59 60 59
First 7 Days

LSM Change from Baseline > J 11 anex grre
Month 1

LSM Change from Baseline 8 il 2 il s
Sleep Maintenance (sSWASQO), minutes
Baseline (mean) 147 148 155
irst 7 Days -17 30 38 13w I

LSM Change from Baseline - i} B -
Month 1

LSM Change from Baseline 28 =36 =4 =8 i

LSGM: Least squares geometric mean; LSM: Least squares mean
a: arithmetic Mean Change from Baseline

*P <0.05

**p <001

*EEP <0.001

x4 HE&1 (6 n AAK) ([CHITHEERBEEIC K HEER/NS A —42 OFMH

Difference between DAYVIGO and
DAYVIGO DAYVIGO
Placebo Placebo
S mg 10 mg
n=318 DAYVIGO DAYVIGO
n=316 n=315
5 mg 10 mg
Sleep Onset (sSOL), minutes
Baseline (median) 56 54 56
Month 3 5 - 5
Median Change from Baseline® L 2] 20 i 1
LSGM Ratio 0.673 0.524 0.518 0.778*** 0.770%***
Month 6 5% ”
Median Change from Baseline® 1 - 28 1 17
LSGM Ratio 0.618 0.453 0.433 0.732%%* 0.701***
Sleep Maintenance (sSE), %
Baseline (mean) 61 63 62
Month 3 . .
LSM Change from Baseline 2 13 13 4 b
Month 6
4 k% SEkk
LSM Change from Baseline 10 14 14 3 )
Sleep Maintenance (sSWASQO), minutes
Baseline (mean) 133 133 137
Month 3 ” 4 . *
LSM Change from Baseline =27 =40 =37 =13 =10
Month 6 ol 4 42 *kk *
LSM Change from Baseline 27 4 e 47 -13

LSGM: Least squares geometric mean; LSM: Least squares mean
a: arithmetic Mean Change from Baseline

*P <0.05

P <0.01

*HEP <0.001

13 YA RS




F o AkE25mg, [FEESmg & UNREE 10 mg 1.6 SMENCF1T B ERRILEICRE T 5 &k

[E 4

KE

x5 A2 (BT HREERAY TS5 T2k HHR/NS A —42 OFHE

Difference between Difference between
DAYVIGO | DAYVIGO

Placebo DAYVIGO and Placebo | 7ZOL ER | DAYVIGO and ZOL ER

5 mg 10 mg
n=208 DAYVIGO | DAYVIGO n=262 DAYVIGO | DAYVIGO
n=266 n=269

Smg 10 mg S mg 10 mg

Sleep Onset (LPS), minutes

Baseline (median) 44 45 45 45

Days 1/2 -6 -17 -19 -11 -13 -13 -4 -6
Median Change from
Baseline®
LSGM Ratio 0.763 0.649 0.607 0.850%* 0.795%*** 0.742 0.874* 0.818***

Month 1 -8 -20 221 -12 -13 -8 -12 -13
Median Change from
Baseline®
LSGM Ratio 0.699 0.541 0.506 0.773%** Q:-723%%* 0.852 0.634%** 0.594***

Sleep Maintenance (SE), %

Baseline (mean) 69 68 68 68

Days 1/2 5 14 17 il [2%%¢ 12 28 S4ns
LSM Change from
Baseline

Month 1 6 13 14 TrRE i 10 C S Swun
LSM Change from
Baseline

Sleep Maintenance (WASQO), minutes

Baseline (mean) 112 113 115 114

Days 1/2 -18 -51 -60 -33%= ~4%x* -45 -6* B Rl
LSM Change from
Baseline

Month 1 =21 -45 -47 =24 %xx -25%** -38 -8** -9k
LSM Change from
Baseline

Sleep Maintenance (WASO2H), mi

Baseline (mean) 74 77 7

Days 1/2 -9 -30 -37 S22+ -28k** -24 -6%* =]3*5%
LSM Change from
Baseline

Month 1 -11 =27 -29 -16%** B Eioi =21 Y fagod -Gk
LSM Change from

Baseline
LSGM: Least squares geometric mean; LSM: Least squares mean; ZOL ER: zolpidem extended-release
a: arithmetic Mean Change from Bascline
*P <0.05
**p <0.01
*HED <(.00]

KR B2 B

[ Bl B BRAE 7 (k9 B B

BEAIL _HER Y 7 BN L OFEESR 4 7 o 24— —F BRI\ T,
i 24 1 (65 WAL, AEENTORME 67 %, Bk 14 1, &k 10 B R UMERERL
A 24 B (FElnefiE 49 %, BME 12 B, £tk 12 61) 2x5s LT, Fobvd%
wHEG L, B540 9 K% OBEOERRE I T D85 G Lz, iEHiskE
FOFEFARE B X, BRI - CFElis L 72 BFo 3RO MR B o B o1 $Ef)
fmz2 (Standard Deviation of Lane Position [SDLP]) DOZ{k e L7z, BEIZTFT v
A E L (HERE) e 8 RKER THRE L (KERE) HBICERL
oo TEAE 5 mg X 10 mg OF G EZ TR AR OREHEERE ICBWT, 7
TR L L THRHFZOICABRXITIHEROICEREDO S 5 ERE IEETRO S
ALy T, SIFMENT OFE BT = O R EFARE B OFF A BT TV 5,

B H ORBEENE K OGRENRE x5 2

BHORBLZEN R ORIGES) (EEILORBORE) ICXtT5, 7R E
LTz a0 8%, 2 DOEEAT T AR REARRRIZS O TR L

14 =W A Rt




FrLE S8 25mg, FEE Smg ZRUFEE 10mg 1.6 AEIC BT HERRRECETSER

[

RE

fre TTEIATH, IR LT, BREERICHTHSAEREELRD
SR oT, REOBREICBW T 7R L OEBTFRO LR o7,
SRS SSmilb) B AEBEEREROZ 2N

WAEAB T 7 B R R OEEGHERARIC BT, s ROBRERRO 5 5, AIRE
th o4 PFROFE ICHBRE A ETEIICEE S, T U I0REATEM Ln, "EERE
flz, &EEENE, BEREEEESN, EEARUCEBAZBRE LS, KRBOXME
EKTHar/NVET A ER I, ToVIRGT 7 EROBF L iR LT, BE8LE
HRIZHFEFICEERET (FECEREOEM #P@RO 6N, BERETEENIC
DNWT, FTEIET TR EOBICHIIFNRETRD LN oln, EES
RUSHBHOREZSWTTF T D 5 mg & 77808 & ORICHEF P A BRI
RO Lhibhol,

BBk AR AR

FoEd 5 mg Xid 10 mg ERE 12 » AR GB LD 31 » AR GE2) &
BL7-#NEE 1 RUHEE 2 07+ o—7 » 7HEPI Tz v IR 54FIE L
i, REBERIRE D R0l

BSHE bt i

12 » AEIRTC 1 » BEOZeMERUHEDMECET 5 ot lBEE (Fh2n 3 R
1 RUEE 2 I2BWT, 7283 5 mg it 10 mg ORE2Z M A LD S
B 2 g i 1A L OBEESR &~ U T BV R EERE M A v
TREM L7=, AN C, 7R & HER L Ty = v IR 5 T IERRZ BERE R I2RE
W ERNRho T,

KR AR ~ D e

fRFER AR ERRRE 2 08 s LB BW T, EEToOBESERfECEL
TR ETTET 10 mg U225 mpg EOBICEFRED NP7, BED
MEAR R R B 4 5t S L L RB oW T, HEREROEERSE#RIC S 7
MERB LT, 7 OBEEREFERRERICHTAEEZFEOLNARB- T
[(ZFERUHER ELOEERE],

A 5 D HAEE

A1 ROER 2 2B T, HHROERIZHT 57 =~ 0B RIREREEY
MZE (ISI) OAaTICL-»TCEMi LA, T o d0REEZTRBFCNT,
Bl Aa7R7 7R MBRLTERICETLTEY, Tovrd0RbEr2d -8
HIIHEEESGE L2 L RENT,

HEHE 4

B 2 wBWC, T doRkEES - BE OB A BRERERT D 77 7
XTI L7, 742k, 77 EREC/AET A ER Sl T, &
WIRERESR) (REM) REIEOA B 28NS Shiz,
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FIEI62.5 mg, FEEES mg BRUREEE10 mg

HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
DAYVIGO salely and effectively. See full prescribing information lor
DAYVIGO.

DAY VIGO™ (lemborexant) tablets for oral use, CV
Initial U.S. Approval: [year]

————e—_ INDICATIONS AND USAGE—— e

DAYVIGO is an orexin receptor antagonist indicated for the treatment of
insomnia, characterized by difficulties with sleep onset and/or sleep
maintenance, with or without associated impairment in daily functioning. (1)

———_DOSAGE AND ADMINISTRATION

e Use the lowest effective dose for the patient. (2.1)

¢  Recommended dose is 5 mg taken no more than once per night and
within a few minutes before going to bed, with at least 7 hours
remaining before the planned time of awakening. If the 5 mg dose is
well-tolerated but greater effect is needed, the dose can be increased to
10 mg once daily. (2.1)

¢  The maximum recommended dose is 10 mg once daily. (2.1)

¢  Time to sleep onset may be delayed if taken with or soon after a meal.
2.4)

o DOSAGE FORMS AND STRENGTIS-—— e

Tablets: 5 mg, 10 mg (3)

CONTRAINDICATIONS

DAYVIGO, like other orexin receptor antagonists, is contraindicated in
patients with narcolepsy. (4)

1.6.2

- WARNINGS AND PRECAUTIONS -
+«  Daytime somnolence: Risk of impaired alertness. (5.1)

¢  Needto evaluate for co-morbid diagnoses: Reevaluate if insomnia
persists after 7 to 10 days of treatment. (5.2)

ADVERSE REACTIONS
The most common adverse reaction (reported in 5% or more of patients
treated with DAY VIGO and at a higher rate than placebo) with DAYVIGO
was somnolence. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Eisai Inc. at
1-888-274-2378 or FDA at 1-800-FDA-1088 or www.[da.gov/medwatch.

DRUG INTERACTIONS

¢  CYP3A inhibitors: Recommended dose is 5 mg when used with weak
CYP3 A inhibitors. Not recommend for use in patients taking moderate
or strong CYP3A inhibitors. (7.1)

¢  CYP3A inducers: Not recommended for use in patients taking CYP3A
inducers. (7.1}

e Alcohol: Should not be consumed with DAYVIGO. (7.1)

oo -USE IN SPECIFIC POPULATIONS-——-— oo e
¢  Pregnancy: Based on animal data, may cause fetal harm. (8.1)

e  Patients with severe hepatic impairment: No dose recommendation can
be made. (8.7)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: [m/year]

FULL PRESCRIBING INFORMATION: CONTENTS*
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FTTEI&2.5 mg, g5 mg RURESHI10 mg 1.6.2

FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

DAYVIGO is indicated for the treatment of insomnia, characterized by difficulties with sleep onset and/or sleep
maintenance, with or without associated impairment in daily functioning.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dose

Use the lowest effective dose for the patient.

The recommended dose of DAY VIGO is 5 mg, taken no more than once per night and within a few minutes
before going to bed, with at least 7 hours remaining before the planned time of awakening. If the 5 mg dose is
well-tolerated but greater effect is needed, the dose can be increased to 10 mg once daily. The maximum
recommended dose of DAY VIGO is 10 mg once daily.

2.2 Use with CYP3 A Inhibitors and Inducers

DAYVIGO is not recommended when co-administered with moderate or strong CYP3 A inhibitors. The
recommend dose of DAYVIGO is 5 mg when co-administered with weak CYP3A inhibitors /see Drug
Interactions (7.1), Clinical Pharmacology (12.3)].

Co-administration of DAY VIGO with CYP3 A inducers is not recommended due to the potential for a decrease
in efficacy [see Drug Interactions (7.1), Clinical Pharmacology (12.3)].

2.3 Use with Alcohol

Patients should be advised not to consume alcohol in combination with DAYVIGO [see Drug Interactions
{7.1), Clinical Pharmacology (12.3)].

24 Food Effect
Time to sleep onset may be delayed if taken with or soon after a meal [see Clinical Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS
DAYVIGO (lemborexant) tablets are available in two strengths.

e 5 mg tablets: pale yellow, round, biconvex, film-coated tablets, and debossed with "5" on one side and
"LEM" on the other side.

e 10 mg tablets: orange, round, biconvex, film-coated tablets, and debossed with "10" on one side and
"LEM" on the other side.

4 CONTRAINDICATIONS

DAYVIGO, like other orexin receptor antagonists, is contraindicated in patients with narcolepsy.
5 WARNINGS AND PRECAUTIONS

5.1 Daytime Impairment

DAYVIGO, like other sleep-promoting drugs, may impair daytime wakefulness even when used as preseribed.
Prescribers should advise patients about the potential for somnolence. The risk of daytime impairment is
increased if DAY VIGO is taken with less than a full night of sleep remaining, or if a higher than recommended
dose is taken [see Dosage and Administration (2.1)]. The use of DAY VIGO with other drugs to treat insomnia
is not recommended.

5.2 Need to Evaluate for Co-Morbid Diagnoses

Because sleep disturbances may be the presenting manifestation of a medical and/or psychiatric disorder,
treatment of insomnia should be initiated only after careful evaluation of the patient. The failure of insomnia to
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remit after 7 to 10 days of treatment may indicate the presence of a primary psychiatric and/or medical illness
that should be evaluated. Worsening of insomnia or the emergence of new cognitive or behavioral abnormalities
may be the result of an unrecognized underlying psychiatric or medical disorder, and can emerge during the
course of treatment with sleep-promoting drugs such as DAY VIGO.

6 ADVERSE REACTIONS

The following clinically significant adverse reaction is discussed in detail in other sections of the labeling:
e Somnolence [see Warnings and Precautions (3.1)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in practice.

In controlled efficacy trials (Study 1 and Study 2), 1417 patients were exposed to DAY VIGO. In Study 1, 286
patients were treated with DAY VIGO for one year.

Adverse Reactions Resulting in Discontinuation of Treatment

The incidence of discontinuation due to adverse reactions for patients treated with 5 mg or 10 mg of DAY VIGO
was 4% for 5 mg and 6% for 10 mg compared to 3% for placebo.

The most common adverse reaction leading to discontinuation was somnolence (DAY VIGO 5 mg 1%,
DAYVIGO 10 mg 2%, and placebo 1%).

Most Common Adverse Reactions

In clinical trials of patients with insomnia treated with DAY VIGO 5 mg or 10 mg, the most common adverse
reaction (reported in 5% or more of patients treated with DAY VIGO and at a higher rate than placebo) was
somnolence (DAY VIGO 5 mg 7%, DAYVIGO 10 mg 10%, placebo 2%). The majority of the adverse reactions
of somnolence were mild in severity.

In Study 1 and 2, the adverse reaction profile of DAY VIGO in treated elderly (=65 years) patients (n=491) was
consistent with adult patients (n=926).

Table 1 shows the percentage of patients with adverse reactions based on the pooled data (by preferred term and

decreasing frequency) from the 6-month controlled treatment period (Study 1) and the 1-month controlled
efficacy study (Study 2) where the incidence in the DAYVIGO 10 mg group was more than placebo.
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Table 1: Percentage of Patients with Adverse Reactions by Preferred Term and Decreasing Frequency —
Incidence >2% in Any DAYVIGO Treatment Group in Patients with Insomnia and Where the Incidence
in the DAYVIGO 10 mg Group Was More than Placebo from Study 1 and Study 2

Placebo DAYVIGO
S mg 10 mg
(n=528) (n=712) (m=7035)
[MedDRA Preferred Term n (%) n (%) n (%)
Somnolence 9(2.0) 38 (7.0) 60 (10.0)
[Urinary tract infection 9(2.0) 7(1.0) 18 (3.0)
[Fatigue 1(0.2%) 14 (2.0) 14 (2.0)

Other Adverse Reactions

Sleep Paralysis

Sleep paralysis, an inability to move or speak for up to several minutes during sleep-wake transitions, can occur
with the use of DAYVIGO. In clinical trials of DAY VIGO, sleep paralysis was reported: DAYVIGO 5 mg
1.1% or DAY VIGO 10 mg 1.6% compared to no reports for placebo.

7 DRUG INTERACTIONS
7.1 Drugs Having Clinically Important Interactions with DAYVIGO
Table 2: Clinically Important Drug Interactions with DAYVIGO

Weak, Moderate, and Strong CYP3A Inhibitors

Using a physiologically based pharmacokinetic (PBPK) model, a weak effect is
predicted when weak CYP3A inhibitors (e.g., fluoxetine) are co-administered with
DAY VIGO. Co-administration of DAY VIGO with moderate CYP3 A inhibitors (e.g.,
Clinical Impact: fluconazole) or strong CYP3A inhibitors (e.g., itraconazole) increased the exposure
(AUC) of DAY VIGO by approximately 4-fold and Cp,x by 1.6-fold. Other moderate
and strong inhibitors of CYP3A would be expected to have similar effects on plasma
levels of DAY VIGO [see Clinical Pharmacology (12.3)].

The recommended dose of DAYVIGO is 5 mg when co-administered with weak
CYP3A inhibitors (e.g., fluoxetine) [see Dosage and Administration (2.2)].

Intervention. DAYVIGO is not recommended when co-administered with moderate CYP3A
inhibitors (e.g., fluconazole) or strong CYP3A inhibitors (e.g., itraconazole) [see
Dosage and Administration (2.2)].

Examples: itraconazole, fluconazole, fluoxetine

CYP3A Inducers

Co-administration of a CYP3A inducer resulted in a 97% reduction in DAY VIGO
Clinical Impact: systemic exposure. This may result in a decrease in efficacy [see Clinical
Pharmacology (12.3)].

Co-administration of DAY VIGO with a CYP3A inducer (e.g., rifampin,

Intervention: carbamazepine, St. John’s wort) is not recommended [see Dosage and Administration
(2:2)].
Examples. rifampin, carbamazepine, St. John’s wort
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Alcohol
There was no evidence of an additive effect on impairing postural stability (as
evidenced by body sway) when DAY VIGO was co-administered with alcohol:

anns _ DAYVIGO did not impact postural stability when dosed alone. An additive negative

Clinical Impact: p
effect on cognitive performance was observed up to 6 hours post
dose when DAY VIGO 10 mg was co-administered with a single dose of alcohol (0.6
g/kg for females and 0.7 g/kg for males) [see Clinical Pharmacology (12.3)].

. Alcohol should not be consumed with DAY VIGO [see Dosage and Administration

Intervention:
(2.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no clinical data with lemborexant in pregnant women. Whether lemborexant can cause fetal harm
when administered to a pregnant woman is not known.

In animal reproduction studies, oral administration of lemborexant at doses that provided maternal exposures in
rats approximately 388 times the exposure at the maximum recommended human dose (MRHD) based on AUC
resulted in growth delays, embryotoxicity and malformations. A higher incidence of skeletal variations, but no
embryotoxicity, or malformations were observed in rabbits administered lemborexant orally at doses which
provided maternal exposures approximately 139 times the exposure at the MRHD (based on AUC) during
organogenesis (See Data).

The background risk of major birth defects and miscarriage for the indicated population is unknown; however,
the background risk in the U.S. general population of major birth defects is 2%-4% and of miscarriage is 15%-
20% of clinically recognized pregnancies.

Data

Animal Data

Administration of lemborexant to pregnant rats during organogenesis in 2 separate studies at oral doses of 60,
200, and 600 mg/kg/day or 20, 60, and 200 mg/kg/day resulted in decreases in mean fetal body weight at the
dose of 600 mg/kg/day, which provided maternal plasma exposures approximately 388 times the exposure at the
MRHD based on AUC. An increase in the number of dead fetuses and skeletal, external and visceral
malformations (omphalocele, cleft palate, and membranous ventricular septal defect) was observed at 600
mg/kg/day in the presence of maternal toxicity. The maternal exposure at the no observed adverse effect level
(NOAEL) (200 mg/kg) was approximately 143 times the exposure at the MRHD based on AUC.

Daily oral administration of lemborexant to pregnant rabbits during organogenesis at doses of 10, 30, and 100
mg/kg/day resulted in a higher incidence of skeletal variations at 100 mg/kg/day, which provided maternal
exposures approximately 139 times the exposure at the MRHD based on AUC. No embryotoxicity or
malformations were observed in rabbits administered lemborexant at these doses during organogenesis. The
exposure at the NOAEL (30 mg/kg/day) was 23 times the exposure at the MRHD based on AUC.

Oral administration of lemborexant (30, 100, and 300 mg/kg/day) to pregnant rats during gestation and lactation

resulted in decreased body weights, femur length, and acoustic startle responses in offspring. The exposure at
the NOAEL (100 mg/kg) was 93 times the exposure at the MRHD based on AUC.
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8.2 Lactation

Risk Summary

Lactation studies have not been conducted to assess the presence of lemborexant in human milk, the effects on
the breastfed infant, or the effects on milk production. However, lemborexant and its metabolites are exereted in
rat milk at concentrations higher than in maternal plasma. The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for lemborexant and any potential
adverse effects on the breastfed child from lemborexant or from the underlying maternal condition.

Data

Animal Data
Following the administration of radiolabeled lemborexant to lactating Sprague Dawley rats, lemborexant-related
radioactivity was approximately 3 times higher (based on AUC) in milk compared to maternal plasma.

8.3 Females and Males of Reproductive Potential

Infertility
The effect of lemborexant on human fertility has not been established. Effects on female fertility were observed

in rats at oral doses of 100 and 1000 mg/kg/day. The exposure at the NOAEL (30 mg/kg) was 12 times the
exposure at the MRHD (based on AUC). No effect on male fertility was observed in rats at exposures up to 138
times the exposures at the MRHD (based on AUC) [see Nonclinical Toxicology (13.1)].

8.4 Pediatric Use

Safety and effectiveness in pediatric patients have not been established. DAY VIGO is not recommended in
pediatric patients [see Clinical Pharmacology (12.3)].

8.5 Geriatric Use

Of the total number of patients treated with DAYVIGO (n=1417) in controlled Phase 3 studics, 491 patients
were 65 years and over, and 87 patients were 75 years and over. There were no clinically meaningful
differences in safety or effectiveness observed between elderly patients (=65 years) and adult patients at the
recommended doses [see Clinical Pharmacology (12.3)]. No dose adjustment is required in geriatric patients.

8.0 Renal Impairment

No dose adjustment is required in patients with renal impairment /see Clinical Pharmacology (12.3)].

8.7 Hepatic Impairment

No dose adjustment is required in patients with mild or moderate hepatic impairment. DAY VIGO has not been
studied in patients with severe hepatic impairment; therefore no dose recommendation can be made fsee
Clinical Pharmacology (12.3)].

8.8 Patients with Compromised Respiratory Function

In a study of patients with mild obstructive sleep apnea (apnea-hypopnea index <15 events per hour of sleep)
DAYVIGO did not increase the frequency of apneic events or cause oxygen desaturation. DAY VIGO has not
been studied in patients with moderate to severe sleep apnea or in chronic obstructive pulmonary disease.

9 DRUG ABUSE AND DEPENDENCE

9.1 Controlled Substance

DAYVIGO contains lemborexant, a controlled substance (Schedule V).
9.2 Abuse

Drug abuse is the intentional non-therapeutic use of an over-the-counter or prescription drug, even once, for its
rewarding psychological or physiological effects. Drug addiction is a cluster of behavioral, cognitive, and
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physiological phenomena that may develop after repeated abuse of a prescription or over-the-counter drug,
including: a strong desire to take the drug, difficulties in controlling drug use, persisting in drug use despite
harmful consequences, a higher priority given to drug use than to other activities and obligations, as well as the
possibility of the development of tolerance or development of physical dependence (as manifest by a
withdrawal syndrome). Drug abuse and drug addiction are separate and distinct from physical dependence and
tolerance (for example, abuse or addiction are not always accompanied by tolerance or physical dependence).

In an abuse liability study conducted in recreational sedative abusers (n=39), lemborexant (10, 20 and 30 mg)
produced similar effects as zolpidem (30 mg) and suvorexant (40 mg) on subjective ratings of "drug liking" and
other measures of subjective drug effects. Because individuals with a history of abuse or addiction to alcohol or
other drugs may be at increased risk for abuse and addiction to DAY VIGO, follow such patients carefully.

9.3 Dependence

Physical dependence is a state that develops as a result of physiological adaptation in response to repeated drug
use. Physical dependence manifests by drug class-specific withdrawal symptoms after abrupt discontinuation or
a significant dose reduction of a drug. In completed clinical trials with DAY VIGO, there was no evidence for
physical dependence with the prolonged use of DAY VIGO. There were no reported withdrawal symptoms after
discontinuation of DAY VIGO.

10 OVERDOSAGE

There is limited clinical experience with DAY VIGO overdose. In clinical pharmacology studies, healthy
patients who were administered multiple doses of up to 75 mg of DAYVIGO showed dose-dependent increases
in the frequency of somnolence.

There is no available specific antidote to an overdose of DAY VIGO. In the event of overdose, standard medical
practice for the management of any overdose should be used. A certified poison control center should be
contacted for up-to-date guidance.

11 DESCRIPTION

The active ingredient in DAY VIGO is lemborexant, a competitive dual antagonist of orexin receptors OX1R
and OX2R, with a higher affinity for OX2R. The chemical name of lemborexant is (1R,25)-2-{[(2,4-
dimethylpyrimidin-5-yDoxy|methyl }-2-(3-fluorophenyl)-N-(5-fluoropyridin-2-yl)eyclopropanccarboxamide. It
has the molecular formula Cy3H30F2N4O». The molecular weight is 410.42.

HaC_No _CHs F
The structural formula is: \H/\I O = |
N /\A)I\ X
- o ) H N
N
F

Lemborexant is a white to off-white powder that is practically insoluble in water.

Each film coated tablet contains 5 mg or 10 mg of lemborexant and the following inactive ingredients: lactose
monohydrate, low-substituted hydroxypropyl cellulose, hydroxypropyl cellulose, and magnesium stearate.
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In addition, the film coating contains the following inactive ingredients: hypromellose 2910, tale,
polyethylene glycol 8000, titanium dioxide, and either (a) ferric oxide yellow for the 5 mg tablet; or, (b) both
ferric oxide yellow and ferric oxide red for the 10 mg tablet.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Lemborexant is a competitive antagonist of both orexin receptors, OX1R and OX2R, with a higher affinity for
OX2R. It belongs to the pharmacologic class of orexin receptor antagonists. The orexin neuropeptide signaling
system is a central promoter of wakefulness. Blocking the binding of wake-promoting neuropeptides orexin A
and orexin B to receptors OX1R and OX2R is thought to suppress wake drive.

12.2 Pharmacodynamics
Cardiac Electrophysiology

The effect of lemborexant on the QTe interval using a high precision analysis was measured in multiple dose
studies in human patients administered daily doses up to 75 mg. The concentration-response relationship was
analyzed using a linear mixed-etffects model. The model-predicted QTe effect at the highest observed
concentration was 1.1 msec (90% CI: -3.49 to 5.78), indicating that a QTe¢ prolongation effect >10 msec could
be excluded at a dose 7.5-times the maximum recommended dose. Thus, lemborexant does not prolong the QTc
interval at clinically relevant doses.

12.3 Pharmacokinetics

Absorption

In healthy patients, the pharmacokinctic profile of lemborexant was examined after single doses of up to 200
mg and after once-daily administration of up to 75 mg for 14 days. Lemborexant is rapidly absorbed, with a
time to peak concentration (tmax) of approximately 1 to 3 hours. Lemborexant exhibits linear pharmacokinetics
with multi-exponential decline in plasma concentrations. The extent of accumulation of lemborexant at steady-
state 18 1.5- to 2-fold across the dose range. The effective half-life for 5 mg and 10 mg is 17 and 19 hours
respectively. The plasma concentration at 9 hours is approximately 10% to13% of the Cpax.

Ingestion of lemborexant with a high-fat meal resulted in a slight decrease in the rate of absorption as
demonstrated by 23% decrease in Cpay and delay in tpax of 2 hours and 18% increase in total exposure AUC.
Lemborexant may be taken with or without food, however, time to sleep onset may be delayed if taken with or
soon after a meal.

Distribution

In vitro binding of lemborexant and its major circulating metabolite, M10 (the N-oxide of lemborexant) to
human plasma proteins ranged from 87.4% to 88.7% and 91.5% to 92.0%, respectively, at concentrations of 100
to 1000 ng/mL. At these concentrations in vitro, lemborexant was bound primarily to human serum albumin,
low-density lipoprotein, and high-density lipoprotein. /n vitro blood to plasma concentration ratios of
lemborexant and M10 in humans were 0.610 to 0.656 and 0.562 to 0.616, respectively, at concentrations of 100
to 1000 ng/ml..

Elimination

Metabolism

Lemborexant is primarily eliminated through metabolism, primarily mediated by CYP3A4. M10 is the only
major circulating metabolite (12% of parent). The contribution of this metabolite to the pharmacologic activity
of lemborexant i1s minimal.
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Excretion

The primary route of elimination is through the feces, with 57.4% of radiolabeled dose recovered in the feces
and 29.1% in the urine. The percent of lemborexant excreted unchanged in the urine is negligible (<1% dose).
The effective half-life for lemborexant 5 mg and 10 mg is 17 and 19 hours respectively.

Special Populations

Sex. Race, and BMI

No effect of sex or racial groups was noted. Based on a population pharmacokinetic analysis of patients
receiving 5 or 10 mg lemborexant once daily, the BMI effect on apparent clearance was minor and was not
considered clinically relevant.

Geriatric Patients
Based on a population pharmacokinetic analysis of patients receiving 5 or 10 mg lemborexant once daily,
apparent clearance was 26% lower in elderly (65 years of age). However, this effect was not clinically relevant.

Pediatric Patients

No studies have been conducted to investigate the pharmacokinetics of lemborexant in pediatric patients [see
Use in Specific Populations (8.4)].

Patients with Renal Impairment

Severe renal impairment (urinary creatinine clearance <30 mL/min/ 1.73m” ) increased lemborexant exposure
(AUC) 1.5-fold but had no effect on Cpex. No dose adjustment is required in patients with renal impairment /see
Use in Specific Populations (8.6)].

Patients with Hepatic Impairment

Mild (Child-Pugh A) and moderate (Child-Pugh B) hepatic insufficiency increased lemborexant AUC and Cpax
by 1.5-fold. No relationship between these findings and hepatic function was observed. No dose adjustment is
required in patients with mild or moderate hepatic impairment [see Use in Specific Populations (8.7)].

Drug Interaction Studies

Effects of Other Drugs on Lemborexant

The effects of other drugs on the pharmacokinetics of lemborexant are presented in Figure 1 as change relative
to lemborexant administered alone (test/reference). Using a physiologically based pharmacokinetic (PBPK)
model, a weak effect is predicted when weak CYP3A inhibitors (e.g., fluoxetine) are co-administered with
lemborexant. Co-administration of moderate (e.g., fluconazole) or strong (e.g., itraconazole) CYP3A inhibitors
significantly increased lemborexant exposure. CYP3 A inducers (e.g., rifampin) significantly decreased
lemborexant exposure [see Drug Interactions (7.1)].

There was no evidence of an additive effect on impairing postural stability (as evidenced by body sway) when
lemborexant was co-administered with alcohol; lemborexant did not impact postural stability when dosed alone.
An additive negative effect on cognitive performance was observed up to 6 hours post dose when lemborexant
10 mg was co-administered with a single dose of alcohol (0.6 g/kg for females and 0.7 g/kg for males).
Lemborexant Cyax and AUC increased by 35% and 70%, respectively, when co-administered with alcohol.
Lemborexant did not affect alcohol concentrations [see Drug Interactions (7.1)].

Co-administration of an H2 blocker (famotidine) with lemborexant decreased Cpgx by 27% and delayed ty,y by
0.5 hours, but had no statistically significant effect on overall lemborexant exposure (AUC). A population
analysis of Phase 1-3 data also showed no effect of proton pump inhibitors (PPIs) on apparent clearance of
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