3% 20259F-3 HeaT (5550%) D8 H A K HE R 70 JH 7 55
% 2023411 HeGET (5547) 87119/ =
B & EERAT VMATZBH\%%“ E% I‘i / 2 # 7‘ ll:l ﬁﬁu
% % HHHIR : 20me30 4 1. NIVWNFD D N IIVBIEA TRV
40mg5ﬁi - n n
w2 AN ’le?t}b mg
- 1 n
22N "073712111 40mg
DYSVAL Capsules 77 EN20mg | H 7N 40mg
K5 [30600AMX00107[30400AMX00185
) R — PR M kD T 5 2 [ 202543 202246 A
S, BEHETEICHEEICBRL AN S Ze,
2. BB (ROBECHABS LBV E) R R L B ST = 2
2.1 KRANDB 3t UBBOE O REFERED & 5 G e

2.2 e KM QT HE R AE e #E X 1 Torsade de pointes d
PEHE D & 5 18 [QT B B 0 38 & 75 4k K2,
(Torsade de pointes# &) 2 I IHThIDH 5., ]

LA

% k3. R - MR
3.1 K
o VAN H TR 20mg | ¥ AN H T EIL40mg
JNILNF DV VIV | 2SIV F UV b OLERKE
EERID#y 36.45mg 73mg
AApTend) | ONARFDELT (S RFYELT
20mg) 40mg)
A BB, 2L | D-v v = k=L, 55y
=2, AVILKH|TLT 7—{btFv T,
Y., eruxua—2, |REEKTAK 2T
R AT T 7 —LF V| TV VYT I Y L
WA T, AFTYVEY | T ELRKIZE S F
Vi 2 v, BLFa v
BT XILKRIZY T F
N i a
3.2 HEIDOMIR
Wi5es DA H T HN20mg | T AV H T I 40mg
o W | HEO4LERS TRl | HEO1EE S T
NEY [SREND) =bivs FEDORIA
% 1 $914.3, % 4919.4,
REE(mm) | e 5.3 K% : $96.9
HH (mg) $9129.2 %9334.8
4. FHEEXIIHER
EBREUYSAX2IT
*5. WEER IR ICEET 538
BRMEY Z2F 207 e S hBHE NI, &,

SOREIREMIEZ 2 OEHRBOBW - MEt~v=27
JL (DSM;Diagnostic and Statistical Manual of Mental

Disorders) | R USKERE#hIE =2
FoA4 VIDBRHRESZIZT5Z L,

6. RERUVAE

WAL, WAL RF U Y e LCLH 1 40mg & FE 11

2545,
B0mgAHBA LW L LT 5,

7. REARUVHEICEEY R

* % 7.1 KAIOYIRFES-EIX1H 1M40mg % 1R ILFEJL,(L&

H-U. BEE RS N,

VISR

AT B b, AAOR SR

REIR IS K0 EHIW T 5 A

NRANA 53 75 455

DA FFPETE T A

1H 1=

12D AR E
M%m¢@&&éi

* %7.2 INOBH T, WG OIS RE 2 LA-L.
QTIEREZORWER 2 BT 2B T2 d 5720, KA
O GRIZIHLE20mgE L, BRI 2541213, 1
H1M40mgAa#Ez 2 &, [7.1, 8.3, 9.1.1, 9.3.1,
10.2. 16.6.1, 16.6.3, 16.7.1. 17.3.1%H]

- BERIZCYP2D6DIEHEARIEL T3 Z &AM L
T3 (Poor Metabolizer) (F1F2f LI _EDCYP3A
PR A% 3 2 54 13 <) [7.351]

- WA DL b o BT RS RE R 52 JR 3 (Child-Pugh 3 2 5
Z : BXI3C)

- EWCYP2DGRHEH Su v F v, =0 &) 41
o (PR L EOCYP3ABH AT BEH S 5 35
Ai3bR<) [7.32H]

- HBRWCYP3ARERI(A 535V =L, 75 2a~v
4 > V%) iR o R (hFEE LI EDOCYP2D6RHE
& DEH 2358130 <) [7.32 1]

3 DIT oA TiE. WP O MAEPIREE 2 B L.
W ARQTHERESORWEM 2 RIS 28 2hhd 5720,
AH & OO TREA R D BT 2 Z &, RO & BT HEH

T 55A12E, TH1M20megE %5 L., MELZiTbiwn

Z&, [7.1. 8.3, 9.1.1. 10.2. 16.7.1. 17.3.1%H4]

- HREE LI EOCYP2D6RHE A & iR DL EDOCYP3A
P OO 5 A& i b O

- BERIZCYP2D6DTEEA R L T 5 Z L 23 H L
TE L EOCYPIAMER % i b o EE

7.4 IR AKI E 5 L-Ba . BHRIE5 L L TN
ARFTDVDOMIEFREN AT TN D 57280,
BRICKAZRG L T ERBEICKA ZET 35
13, AEFEONIHR TREERGOELETE I Trban &,
[16.2.1%:Hd]

8. EELEXRNEE

8.1 ERMEY 2% 3 U7, YUkt oo R 12 B
LCRBT AL XNTWA 728, JRKHEF O I3h
IEEBETT A28, 72770, BRESEAZ S Ik L
tiﬁn . EREROMESSHBIZEA I BT I bH b

@ﬁ Y952 &,

&zmm\ﬁﬁ%ﬁ@:5:aﬁﬁémf\iﬂ&%¢@
G2 A B O RS O fE bR A 1 5 B o 1R I2 5
HIXELEWEI3TERETHZ L, [11.1.151H]

* 8.3 WSO PIRE S LA U2, QTIERES
HbobNdBINRH DT, LUTORETIE., AFHIO
PG00 &% OFE G I DB XA 2175 %, B
ORBEAEEICHET A2 L, [7.2.7.3.9.1.1. 9.1.2.
9.3.1, 10.2, 16.6.1, 16.6.3, 16.7.1, 17.3.1&M]
CEIEMIZCYP2D6DIEMEARIHL Ty d Z E A HIH L

TWB S

* %7,



8.

© ©

C QTHER ##d Z LR (FIH 2 3R IRE D AR X
37 OO D EE., I SIMELAEOESE, 1KY
) ARE XARE~ 277 % > 7 A RED & 5 )

- &g DL E o F R BE IR S5 S (Child-Pugh 7 382 o
Z : BRIZC)

- HRWCYP2DGFHER VSaf v F v, =2V V) &
b o#EE

- BRONCYP3ARSEAI(A v 5 aF =)L, 251 2av
42 V&) BB O

- CYP2D6FH 5 Al & i fe g LL_E D CYP3ABH Al O 1 /7
iR OB

c QTEEREARZ § Z SN TOBIRF Z RO B3

4 BHERVZ OFRFEHIZ D DR ALE D IEHGEIR D
WEEPEIZ DWW T @t A f7 . BRAT & BRI AR 4 B
DES XHICIRETEZ L,

B OIIODOMRAREDORHMIEIRR S 5N EZ e nd S

DT, KAFE G RO G4 T #— e I3 O IRE
B OWREDZAL 2 RS BSR4 5 Z &, BI$ B ER
W SN, RAIOME SRS 2 hil§ 5
s S BT T L

6 O DIERE B9 58I MILEE, AREX Ok %

Niep 50T, BEGRBFIRURS RE 2T 512
E, BFEOREROCWEDOZ 2 TR BET 5T
&o [9.1.32M]

. BEOEREATHBEICHT IR
A GHHE - BEEFOH 5 8E
A1 EERYICCYP2DEDEM A RIBEL TV % C & A HIER

LTWwWaEHE
WHER B OMAERRE L LRAT 2822 d 5,
[7.2, 7.3, 8.3, 16.6.3%MH]

1.2 QTERZEC LR TV EE (EHLRIREDTERK

RIZZDEREDH BBE. 5 ~MELAEDBE,. EH
) LMAERIZEY T 227 LAMFED & % EE)
QTR 5bNdBTNhH 5, (8.3, 17.3.15H]

1.3 BREBIIERERORENH 2 EE. BRSE

OF X-¥:-5 3
AREIE. AEREX2H5bNhbBZhr 55, [8.621H]

.4 Bk - REFRREF 2/ BHENEEOH 5 8E

BHERRE2EZ D290, [11.1.42H]

3 RS EE
3.1 hEEL O REEEE B E (Child-Pugh94R7 5

Z :BXIC)
INLRF DV RO O mAE RS 2 LA§ 5
BIThhd b, [7.2. 8.3, 16.6.1=H]

.5 145

I SOIAEIR LT WA TTREME D & 5 oisid, LD
FARVEDERRYE A Bl 3 & flr 2 h 3 5AIc 0 ARG
FTE5ZE, T MIBWTNLRF D Y ROEZEORE
DIGEIEMERRD ENT WS, /2. Ty Mk
T, FERIREE & % T 0% H& BRI o (s B Il &
VB RO, O RAERB O #7206 h
TW3, AT, vHFIThWT. HRBESEEA T3
FH & CRES I O R E B AT & OMEAE R OIS |
RO K ORRIAEORD R 6 h T3,

.6 BILw

B O R ORISR EZOF IS #EE L, Ko
Wi Sz ik EaET 528, v MZBWT, /LS
OV ROE OGO FI R ANDORITHRD 5T 5,

T NRE

NEFEE R & U BRRRRBRIZINE L Tz,

* %10. HHEER

AHNIDOFZAAR OSRF D V) IZCYPIATEITH X
. TEPEREMIIZ T ICCYP2D6 R U CYP3A TR E &
b, WANFT U VIEP-gp & T 5, [16.4.25H]

10.2 HHAZEE (BIRICEE TS &)

Ay, =) 2u
AU

O, BlEE T
5 Z &, OCYP3A

4, 55 BRATER - E k| BT - il
E 73 VERACEE R [ ARFOE R ANRET 3| A & MAO FH 5 /4l
PRI (MAOFHER) |5 AlfetEr b 5, |#0HHT 5L, v
rLEY Y. FH TARDEI) T IV
XYV, ¥74F PR Z B D UE
IF PNl R 7 A Al 123 P
b5,
FEIRFT Y FHFEAZAEF & 30§ | A A & 1L L 72 1E
BZENDDB 0T EAET S,
P HERE X e,
ffH 3 2 561385
4o icro. wifE
HORBUZTET
Zk,
k| 2 DL L opfick . KAl | LR SR A O CYPSA
CYP3ARHZEH fEH A 850§ 5 ZFHEMEMICK D, N
4 bFaF Yy — | ETREIERLRS O bRV v RO
L, o) 2w hbdBZhsnd 57| REO Mg R

BLEAT 2B Ths
b5,

vaF v, T
ZFL Yy, XK
N
[16.7.2%H]

0. BRI ® 6 b
NEBLINND 57
W, B E AT
VL EIEHIOFEBLIZ
HEIsZ L.

[7.2. 7.3, 8.3. |FHFAIZNHT 25
16.7. 1] HIZRAF O %E
E R
% % |CYP2D6BH Al PERIZE D, ARFO | ERLSEH O CYP2D6
sNaFtF . F|EHEET S Z & BHFEEICK D, W
vV, FaIF | TEHEH D & 6 b | MERE O g hiR
7% LBEINNDH7-0.|ENEHTEETH
[7.2. 7.3, 8.3, |BZAE+HIIT>Z\03d 5,
16.7.1&MH1] L. W CYP2D6FIL
EHIEDHT 5854
IZIEARHIO &4
ffidsZ &,
o E LI R oIz D, AFI|ERLEHESOCYP3A
CYP3AFREH] DO 2 W55 3 5 |dBEEIc &, N
VT 7YYV |\ BERDRD D720, LRF VY RO
AN XV, |CYP3AFEEAE H o | o 14 b iR
T x= b VE | BROIFHOIEAIN MK T S B2 A
[16.7.1%H] ORBEEZETHZ | H D,
=
P-gpDIEIEAl I AAl & O OF IS K| A Al O P-gp B A

M2 &b, AacHEAl
DIMSEPRIE A |5
TEIBLINND D

QTHEEAKZ$Z &
AHTS T B HEFH
(8.3, 17.3.1%MH]

QTR ZH I ¥ 5
TNDD D70, K
Al D e 51l Je U 5-
HEE O
Bt & 1T 5 %, BH
DIRFE % HE B
T3k,

PEANC & 0 QTHER
TR RS % F %
b5,

1. BEA

WOEWER S S 5bNbZ N 50T, #EE 71
T, BEPRD SN GA I3RS 2 bk 35 0 L
UREETH Z &,

1.1 EXL&EIEA
11.1.1 180K, $E&%

fEAR (16.9%) . $Hi# (1.2%) b 5 DNB T Lh b b,

[8.2%:11]

11.1.2 ERLBHUE
HELTE (0.4%) . SRS, WIRIREE, (A vRE o3
NEHEAN) ERHODLNDET LD 5,

11.1.3 #FSREE

R % (11.2%)
IN—=F VI =25 (2.4%).

B (1.2%) .

0.8%). Y& =7, KKK,

¥ (7.2%)

THYVT (6.8%).
SERI R R (2.0%) .
BHHEDE S, BHAFE(WThE
F IR A RS R

TR, SOEMERT. BT (O3 0.4%) FH
HbobNdIENndH 5,



11.1.4 BMREEEE (BHE AHH)
MEBRER . RN OO AR, N IR e, SR, 2R E),

FIFEPRBLL. TS5 X2 REDB RSN D5

. S ERIEL, L KOS o gERE L
HITHY B AE A 175 2 &, ARERIERICIE, HIERD
IR IMECKD ERANRAENBE Z 0L, £/, 3
A ravb VIRENED BEREOKETHAAONSEZ L H
%, [9.1.4%HH]
11.2 ZOOBEIER

5% LA _E | 1%L _E5% A 1%A i AHEE AN

Fip - A BEFEVE ¥ 2 |0, REIL SRR,

&R 427 OBAL, [EF O, A
AW, 78| BEEIE, AR,
PR F s, AR P R o
A S FIE O | 1L, BEHHI, Sk,
ft. S5O0, #5, K5
B S Do L, FRE
W& A% 178D, WREIRE,
WRERR T, SRR
A 1% e S Y
slEes

H [EEREEOF AR
EPEMETE, ER

B iE Ik LE
RIS, (KL
FE

LI -8 PR 1 e
PV NUZING

Mk FERR, W | TR AT,
N =N IR 74 N = PN

L, V8 | BT, BRI
T, 10D R SRR
JHF 1 JHF 486 B e A M| TR R S
5
B R& Ji5 s, #HiE, K
Y. KBRS,
s
s R K. B,
DU i

S GEIK| 18 S RN, % | M E, SEMEEIN
(7.2%) |97, PREIRAD REMERE. GGEIPE(K
OB OAER
& AR PR IE

Fiki R A £ i 2 v 7 v kb 7 e
ZRFF X2 F

IR 7 N BRI

Z Ot mbkse. FLIRZE
BEDO, RS
AE.  FIRERIAE,
ELD, IRIET
&, PRRINEE 7L
THRHIE, AT
ELENELSCNE NN
P S

14. ERAEDEE

14.1 ZERZFEDZE
PTPEMEDIEFNIPTPY — A5 L CIRHT 3%
kofgEST B 2L, PTPY — FOBERKIZK D, W
FHEB D E R EATIA U, B2 L% 5 2 U CHERRIR
REOEELAIEENITAZEnH 5,

15. ZOMOEE
15.1 ERRRERICED %R
[EI R IREABR I BT KA & B 5 & 7224901 8151
(A AN40mgTE 3151, AAISOmgTESH) IZFEC s & 7z,
Z 05 BIHNEAAl L OBEMERHBE E N TWBE 2, K
AA0meHF1IHIDFETIE, HIEATH b, KA & OREH
PEREE IR TOEN,

16. ZipEhRE

16.1 MRE

16.1.1 BEKZES

B AIZ, SNLARF Y v 40mg, 80mg M UF160mg % #t
BN CHEREOES L2 20N RF Y Y ROTEE
TR D V- Yo L5 v S RS K OSSR B e X T X — 4
BLUToOLEBDTHBY,

1) AHI O AR K R 1E80mg TH 5.

1800 1800
i 1500
i 900
v
900 500
ﬂ—
v 5 6 7 8
> 600
- ——40 mg
i3
(ng/mL) 300 —0—-80 mg
0 O
0 24 48 72 96

5 (h)
R AIZ NN F O v E i T CHBEREORS
L7z & EOMiEHh/ IV NF O VIREHER (F 5 540mg &
U'80mg. n=8. “F-¥ofili + fEUE(R )

3600
3600
3000 3000
b 2400
)% 2400 1800
» 1200
1800 600
> 0
> 1200 012345678
2
I
(ng/mL) 600 —— 160 mg
0 SE—
0 24 48 72 96

g (h)
X RIS SR> Y v AN CHE O
HLELzoMMEh A ILRF D VIEEHER RS R
160mg. n=8, I+ IEHENR 22)

35
——40 mg
I 30
s -0—80 mg
o 25
b
w20
X
#15
i
1
& 0
(ng/mL) 5
0
0 24 48 72 96

i (h)
R RIS SLRF OV &M T RO S
L7z & & O MR WG PERH IR HERL (1% 55 40mg & O
80mg. n=8. “F-Yfifi + fuukfw=%)



70
60
;1% —— 160 mg
& 50
i
P40
e
@30
iy
= 20
i3
0
0 24 48 72 96

KR (h)

X EER A SR DY A T TR RS
L7z & & OIS G MR HEFS (1 5 160mg.
n=8. V¥ + EHE(R2E)

£ ERRAIZ LA F O Y % WAL S U 7= & & O3EmE)

s x—4
BOR| (oo/mt) | (g brml) | )
40mg | 542+164 | 3625+846.4 (0_5%_725.00)
JLNRF VY | 80mg 12604344 | 853541797 (0.5(())'?300)
160mg | 3010+837 | 1805144225 (0.5%-_715.00)
40mg [9.89+2.94| 349.3%99.6 (4'0(?;202'00)
WYL MY | 80mg | 24.6+5.88| 773.1%217.0 (4.0‘(‘)-?300)
160mg |55.4+15.8| 1675+372 (4_0‘8?300)

n=8. Y £ FEUERG 2, tmaxtd P I (/M-I A
16.1.2 RIE#HS

R A, SR F D 40mgZaE1H1RISHEHER T
RAGRE G- L 72 & 2 D 5-8H H O3 EhiE/ S 5 X —
BETEDOEBDTH 572, AN F DV ROGEERGH
Yo AT B 13 I AE P 5-8 1 LIS B B IR BB I B3 3
VAR (T a Wl

#F R A SV F Y v A THIRIS H B R T TRIER

%5 L7 & & DOYERE ST A — 4

Cnax AUCo-24 tmax
U | L
el (ng/mL) | (ng - h/mL) (h)
‘ - 0.75
LA F + +
INLANRF Y V| 40mg | 465+120 | 3832£807.3 (0.50-3.00)
] - 4.00
S + =+
WYY | 40mg [29.0£10.9| 520.6+216.2 (3.00-4.00)

n=10, PN FEUER 25, tmax b HP JAE (R VB —FR2 KA1

RHEERISEY BEMRNT (HARAKROSEANT — 4) 128D

v Iab—Yaryhb, NIRRT 8mgalH1

FIRERIRG Lz 2 HARNICB T 33 E)RE S5

A —ZFIPFEDEBD TH 722,

% HAANINLAF Y ¥ 80mga 1 H 1K EEOHE L =L
T OHYFRE/ ST X — 4

Cornax AUCo-24n
(ng/mL) (ng * h/mL)
INLRFT v 695 6475
WG 53.1 1076
rhLfiE
16.2 DRIN

16.2.1 BEOEE
RIS, 7NN F UV 80mg & 225 X E eI &
a) —BERICHBES L 2D RF DY
D Coas L AU Co-00 DA NG D LU (B2 /22050, %)
EZDIN%EHEX BN, ZhZh, 54%[50%, 58%] M
U'87%[85%, 90%] Td - 72, WhHEACHEI D Crax i ZENE

L LT, BRES TEMIET L. RSO
AUCo- 3 Z2NE I & B S CRIRE Th - 72, 22¢IE
B R LTy SR F 2V R OTEPER I D tna D
Pl I B RIS TEE L7 BHEATF — 4)?Y, [7.451#]
% IR A B B 7RIS B G O S ERE < 5

PR
Cmax AUCO*00 tmax
Ju i
Bt (ng/mL) | (ng - h/mL) (h)
Zelins | 769230 | 6010+1530 | . 003
e s (0.50-2.0)
VAV 20y sV 3.0
# =+ =+ :
fefe | 409112 | 52001270 | (| )
N 2514655 71181 | o0
PR .8 0'
% + + :
Bt |20.5£5.35| 666+165 (4.0-10)

Zefiin=24, fr#%n=22, VI EFERZE, towdd PIAE (/N
fiti— I Af)

16.2.2 #EMHEINA FTFANASEY F ¢
R AN (648) 1275V R F 2V 50mg & 22 IHE L2 4% 11
E L, X512 [MC] R S LR F D v % BRI EFIR A
5.7z & 2 DIMIERIEREER SV R O v ROMC] 1R
INUARF U VR BB L7723 RF YV ORFHES.
EEDME IS 7 XA ) T 4 1348.6%Tdh - 727,

16.3 9%

N F U Y (1000ng/mL) K OVG PEAGE P (10ng/mL)
Ot MiAEh & oo REAEIL. TR EN99.9% KT
62.9%T» - 7= (in vitro)”,

16.4 {34

16.4.1 RSN (644) 12 [MCT %, SIL X+ ¥V 50mg
AHORRORE L7z & &, MR B0 2 i aeE
EDR%ENLNF U Y REDTED, WHERHEY O
) VI AT ILDONIKRAE) 1310%, /NILRF D VDK
AL IRAEI313%. W PEIGEI O KR LG I38% T
Hot-(BHEANTF—2)Y,

16.4.2 NLRF D VN YT ZATFILONAKSRIZED
EPEREIANRBE X . F7-. CYP3A4/512 K DALY
Rt #3217 5, WHERHYIE. CYP2D6 X UCYP3A4/5
ICkombEtEh, . S ryBlad k2t b
(in vitro)? ¥, [10.Z=H4]

16.5 et
R A (644) 12 [MC HZa%/ YL X F ¥ 50mg % Hi
[\ 5 L7-& &, E59H%E Tlo, &5 S h=ikat
BEDI60% AR Iz, $30% B F Pt x =,
N ARF DV T OTEMEA BN O R Hh R 3 R O BE D
1.8% K% U1.6%TH -7z FHEATFT— %)Y,

16.6 HENEEEH T 8%

16.6.1 FFigeE=aE
WRRE, S K OV P BERE 22 8 (Child-Pugh 73 H
29 Z1FA. BRUC) 123X F DV 50mg % Hi[Ol&
BHLUZEZE, NANF DV ROTEHRE O Cou L O
AUCh» I3 HEReR R OB IZ R EF L 2= JHEA T —
2)7, [7.2, 8.3, 9.3.1%H]

% SRR R G OSYE S5 X — 4

Y [ =] Cmax AUCO*OO
IR RE R D RS (ng/mL) | (ng - h/mL)
LT RE S 233%52.0 | 26801246

B RFHERER F 8 | 384285 | 35101530

IERR RS & DLt 1.4 1.2
[90% 15 fi X [#] [0.86, 2.4] | [0.88, 1.7]
PAVIN PSR RS RE RS R | 556 +£448 | 555042840
rvy ERIFRREE L O 2.0 1.9
[90%fE FEX ] [1.2,3.3] | [1.3,2.6]
BN ERERE R | 6314302 | 643041390
IEFE TSRS & Db 2.5 24
[90%fE HEIX 1] [15,4.2] | [1.7,3.3]




IR RERR T D R

Cuax AUCo-
(ng/mL) | (ng * h/mL)

IR NTRE S

8.61+£0.95| 335%26.8

TR BERR T R | 10.622.76

4301145

IEHIFHEES & O 1.2 1.2
[90% 15 HIX 1]

[0.89,1.7] | [0.83,1.8]

N

TR RERT T 8 | 20.04£10.7

1110697

it ERIRREE SO | 2.1 2.8
[90%f X ]

[15,29] | [1.9,4.1]

IR RERT T - | 19.245.58

1180£358

IEHAFHEE S L Ot 2.2 3.4
[90% 12 Hri[X [4]]

[1.6,3.0] | [2.3,5.1]

n=6. ~F-Ifil £ FE e 22
16.6.2 BREERERE

= B RE R R (eGFRA315~29ml./min/1.73m?) {2

@naxgF> 0

xR F VY OREYHIZFIT TS0 F v F v OFE G
EAT—4)

SRERE ST X — 4

i E VAV SEAT-Y 18 0D o [90% 15 HE X 1]

e v v " FF /B
Chnax AUCo-»
PAVIIRN 0.76 0.91
Fov | [0.62,0.93] [0.77, 1.1]

20mg | 40me 124 pe e 14 1.9

it [1.2,1.7] (1.6, 2.3]

[7.2. 8.3. 10.2%:Hd]

@U77rESLD

F ONARF Y VOIEYEHREIZ RIEFTY 77 Y YD
SHEAT — %)

INLNF YV 40mgE HEIRRORG Lz & X, B IE
WHEEHEL TR F Y Y DCnax XLAUCH= 1L K %
T < WEHERGE O Coax X UTAUCo-e0 (3 A2 12
FERUEGMNEAT —2)Y,

#  BHREREIRE OWMBE T X — 4

HREIE S5 X — &
RS S L X+ ]S-I D Fo [90% 15 HE X [ ]
g vy R " 1 FH /30
Conas AUCo-e
YN 0.68 0.28
Fvv | [058,080] | [0.26,0.30]
600mg | 80mg |12 —pe e 0.49 0.23
@ | [0.41,057] | [0.21, 0.25]

[10.25:1#]

(4)CYP2D6 PM, CYP2D6BEZE %A X2 CYP3ARREH]
HRANEHNBREELRER %I DEE

- S max AUCo-

B AERR ORI m;mL> mgpﬁmm

EH B e 300+£79.2 | 23504472

YIS s B RE R R | 2712101 | 2300482
Ed EHEHREE & DL 0.87 0.98

[90%15 X 1) [0.64, 1.2] | [0.81, 1.2]

EH B e 8.17+2.84 | 3554126

WP ISR R | 9.90£2.17 | 435144
L EREREH & DL 13 1.2

[90% ({5 X 1] [0.97,1.6] | [0.91, 1.7]

n=8, ~PIfill + (25

16.6.3 CYP2D6EZFZENDEYEREICRIFTHE
RHEM S B e SAEIAN 7 — &) 12D v 3 2
L= 3 V5 BEMNIZCYP2D6DIHEARIEL T b
PMix. PMPAED LAY (non-PM) D iEE & ik L. W
R D Coax X OFAUC20 3K 215 < BB EHEE S N
729, [7.2. 8.3, 9.1.1%ME]

Fx YIalb—-va vtk HehCYP2D6OPM KT
non-PMIZH5(F %7V N F 2 ¥ K ORI O 2 3 IR RE
1251 % Cuax & VAU Co-2an D 2 A0 548 D b (PM/non-

PM)
Crax AUCo-24n
[90%f5 TEIX [ [90% 5 X []
e ase 0.98 0.99
INT Y [0.84, 1.26] [0.80, 1.26]
[ 1.83 2.03
PR [1.45, 2.41] [1.58, 2.79]

16.7 EMHEEIEH

16.7.1 INIUNFT L DEYENEEICRIF T EE

M rary—no

£ AR F U VOHYBEIZRIET T b F - L DOEE

HHEANT — %)

(Uii B SEAVIRab N

EMBRE ST X — 2
SRMFEIME D o [90% (5 FEIX 8] ]

R v ymR " 1) FH /B
Conas AUCo-
I3 15 2.1
Fov | [14,16] [2.0, 2.2]
200mg|  S0mg |24 Sy 16 2.1
EAY) (1.5, 1.7] [2.0, 2.2]

[7.2, 8.3, 10.2&#]

R R T T LIS E DS WY I A — Y g
VB, INILRF YV A0mg & N FEE O CYP2D6FH Al
(3971, 100mg) XIFMCYP2D6FH A (231
F X F v, 20mg) &HFEEOCYPIAHEAI (7L
V' — L. 200mg) X IFERCYP3AFHEARI(r b3+ —
Jb, 200mg) MG EMHKEG Lz EDNILRF D
v R OE R E O Coa X FAUCH 13, /NILRF D
VERMPEES LT LR L CEL RS EfES R
72 F 7. CYP2D6 PMA /N L X F ¥ ¥ 40mg % H 7%
B DOCYP3ABHZEAI (7 L3+ — )b, 200mg) XIFiku
CYP3ABHZHI(r F 3 — L, 200mg) & BEFI#ES-L
72 ZDINILRF UV KOV O Coa 2 OTAUCo-
wldy [EHERADSILNF O v MG L -2 X 21
L TEL &b et e, [7.38H]
% Y312l -—v3vitkbEBLRZCYP2D6 PM. CYP2D6
PRSI, RO CYP3AFLEAIDHH DM AL HEIZ L S
INLARF DY B OTEHAREHI O Coa L AU Coo D 151

Cmax | AUCo-

MaabY ESE| L
BOCYP2D6FHEERAI R Y |7V F Y| 125 | 212
FRNCYP3ARH A0 H WEEEY | 2.56 | 5.28
MOCYP2D6FH A et |/ NF VY| 119 | 1.65

MR OCYP3AMEAIDEH | &Rty | 2.12 | 3.71

FFEEE OCYP2D6RIE A S Ot | /3N TF Y v | 1.25 2.12

WOCYP3ARLEAINFH WERE | 244 | 476

HFRE OCYP2D6FHEAI R O [/ F VY| 117 | 1.63

PR DOCYPIABLFAIDE | sErkfat | 1.97 | 3.27

CYP2D6 PM» > INUNRF U125 | 2.09

WACYP3ARHH AN WA | 2.69 | 5.80
CYP2D6 PMA> INLRF Vv 117 1.61
R OCYPIAMFAIDIH | wEEfaE | 2.16 | 3.98

16.7.2 BHAKOENEEICRIEFTHE
OPEEPPL

£ VXLV OBYEEIZKITTNILRF U Y OREHE
AT —4)

DAF Y v OIEYTREINT X — &
aEE VAV R Sl P-HaiE 0> o [90% 15 e X 4]
R vy " HFFH /g

Crmax AUCo-<

0.5mg | 80mg |24 1.9 [1.7, 2.2] 1.4 [1.3,1.5]

[10.22:H#4]



(2) IH4I T L0

R A ARKISOmg L I 4 7 4 2me & REIPEHTES- L
72X, NNARFVVIICYPIADKETHDE IXN Y T
LOWREBRITWEA RIF X Eh 57 (BHEAF — %),

17. BRERAGIE
171 AR ORLMICEY 5:5R
17.1.1 ERBI/NERER (77t RAHBZEGSHKREER)
BERMEY 23 207 2 H T 5MARIVE. HAITENG
PRish, AURRPEREE SO S DREEORE 2RI, &
HFRETIE., 77 RIS RF DV A 1TH N6
OG- L7z, SR F Y vofGRIE, 40mg/H XiZ
80mg/H & L. 80mg/H % %59 2 5 13 i) O LEMNC
40mg/ H 225 L 7-#80mg/ HIZBIH L 7=, ke 510
TiE, 2N F U Y ATHLE4EBRR O E-L 2z, 3L
NF Y VoL, 40mg/H Xi380mg/HE L, —H
ERHRINZSLARF Y VBT H o 7= P Ik 51
ICBW T H—HEAE5 L, —HERIIC TSI ERT
B o - R AR 5112 36\ T40me/ H XX 80mg/
Howshhr a5 Lz, £/, S XF Y 80mg/H
12OV T, 40mg/ HIZHE T 5 Z & #A[HEE L 7228,
HERIIAATE Lz, #5658 0 B AR E Bl
JUZ (AIMS) At 2 a7 (HH1~7) DR—=Z2 54 V5
DEALREIITFEOEBDTHY, I AL LT
INURF DV 40mghE UL R F P L 80mghE & & IS
PR R A TEEDSRY bz,
% PBE5EZOAIMSEE 237 (HE1~7) ORX—=Z2 54 ¥
oD% bE

17.3 ZOfth
17.3.1 QTHERBICH T 2 &

TREHER A (n=48) & I B2 /3L X F U v 160me & iy T ¢
HORORS Lz 20QTHEZHIE L7z, %58
BEEIZ B W T, QTcFIEFE (Fridericiai® i & % /Ol
EQTHE) ORX—Z254 v hE5D0ENEDT TR L
DERIKE R D, FEEE (L U90% 1S HHIX ) _-BRAE) 1&
8.96msec(11.1)TH » 7= AHEAF—2)9, [7.2, 7.3,
8.3. 9.1.2, 10.2%H4]

) AR O EKRIR AR I3Z80mg TH 3.,

18. ZFERpEIE
18.1 fEAHFF

FRMEY 2% 30 7 OREAEMIZE T 255 AH T
HBHMN, WMHNBREFEKIZET BV F T 2HBD NI Y
(DA) BREZMEEREZ 6N TWE, NAXRF VYK
ZOWEMRBMTH B [+]-a-V L FOF L FRF VY
([+]-a-DHTBZ) i&. HHAER DRI S F 7 2120
T, &/ 7 3V (DA% Ol R OO =912, fila
BV F T ZNEANDE T IV OHGAA % HIFH L
TWAB/NNIE /) 7IV TV Z2E—2—2(VMAT?2) %
BIMICHHE T 5. ZOMR, BREY 2210 7100
THREPIRERMET 2L ELZ 6N 5,

18.2 VMAT2FEZE/EH

INLRF UV R OE ORI T H B [+]-«-DHTBZ
k. b FVMAT2ZBHEL., 2 OfERIZ[+]-«-DHTBZ
D JF ARG D 5 7= (in vitro) W, F72. T v Mk
W, U RF VY KO [+]-a-DHTBZIZ, ##EHRIC
B ADARO/XIE /LT % 7)) v OB
Ko TAU BHME FE, AREIERD LOh T e S
s F U ERER =R LY,

(-Z:-‘gg+ﬁ 8.0+4.2 [_&i%f] - _
INLRF DV -2.3 99
somgtfrsy) | T8 IR0 LT g gy | <0001
ISILRF Y v -3.7 36
sometinege) | "4 43| D44 B0y 5 Ty g | <0001

P50 Ml £ REUER 2, 5 6B OE(LRKR VT S v AR
LD EDZE  BHHIOAIMSEi 2a 72 BB E L
MMRME FIWE TR S h i/ e, [ 3mfo5%(E
FAK RS, pfiti : EENERE (27 9 710 23R F P v 80mghf %
T RBFER, ARETHIEAT v T2 NWALRF DY
40mght % 77 & R L ) TRe 5 M7= B EIE % O
F 72548 A% OAIMSAFI 22 7 (FHH1~7) DX — 2
FTAVPEDOEMENRITITERDOELD TH D, D
Rt rnc iz,
% 548HEBOAIMSES 2 a7 (HHLI~T) ODX—Z2 74
25O LR

P 5-Rif 548t D2 AL 5
IILNF TV 40mght -3.7t4.2
+
(n=125) 19%41 (n=64)
ISLANF Y Y 80mgh -5.7+4.6
(n=124) 7.6%4.2 (n=49)
Y + R

5Bkt 20 5 48 %% £ CORIMEH BB 1. 62.7%
DYLARF 2 v 40mghET50.8% (64/126f5) . /3 LXF
v 80mgHT74.8% (92/1230)} Td - 7z, LEIERIZ.
fE IR 16.9% S ILRF ¥ v A0mglET12.7% (16/12641) .
INLRF DV 80mgBET21.1% (26/123%) . FriiEid %
9.6% ) NILRF DV A0mehtET4.8% (6/126%5) . 7S~
Y v 80mgET14.6% (18/123%) | . HE¥K7.2% /S xF
DV 40mghET3.2% (4/126f1) . /S XF DV 80mghET
11.4% (1471236 TH - 7212,

19. BRAICEET 2 E(LFHIAR

—f%%,  NLRF D v VLR (Valbenazine Tosilate)

{t%4 : (2R,3R,11bR)-9,10-Dimethoxy-3-(2-
methylpropyl)-1,3,4,6,7,11b-hexahydro—2/+-
pyrido[2, 1-alisoquinolin—2-yl L-valinate bis(4-
methylbenzenesulfonate)

¥ ¢ CasH3sN20s - 2C7Hs03S

R 762.97

PR AROMERTH 5,

Mg

CH, O

HsC < 0y
H.N H X

s 9243C

21. ERBRMH
Pk ) 2 2 ARl & SRE O b, EUNSHE S Z L.

% k22, ‘@i

(RN AT+EIL20mg)

1004 &L [10% 7L (PTP) X10]
(¥ ZNIVATEILA0mE)

1004 7L [104 7 &)L (PTP) X10]

23. EEXE

1) [ = 388U (BR) - (R AN & W5 & L 7-363he
FRER (RENERD (202243 A28 H KR8, CTD2.7.6.9)

2) A =283 (BR) © AARANKRUSHEANT — & & Fn
7 RHE SR BIRE MM RLPTORE) (2022453 H 28 H 7K
8. CTD2.7.2.3.3.4)

3) M =28 I (k) « R A 2R L L-af
DRz (RENEERE (20224£-3 H 28 H K.
CTD2.7.1.2.2.2)



4) H = 22838 (BR) © < 23T v Z5RER (R R
(20224E3 A28 HR#E, CTD2.7.2.2.2.1)

5) FH3 = Z€ 848 (Bk) 4872 A EIRSA 2 B4 2 8 aT (fE
PEORE (202243 28 H&E8. CTD2.7.2.2.1.2)

6) HHA = 28 B (BR) « RNz B4 2 Bt (bR
(20224E3 A28 H&#2, CTD2.7.2.2.1.3)

7) 3 =3 HISE (RR) - IFRRERR R R A xR & L7z
LY RERAER (fEN R (20224F-3 F 28 H KGR,
CTD2.7.6.11)

8) M = 28 BUE (Bk) « BiipERT RS 2 R & L
SRpEhREERER (FLAER (2022473 H 28 H 72,
CTD2.7.6.12)

9) L =28 (k) SMEANT — 2 & O = RHER
SEYIBYREMAT (REARZORE (20224F-3H 28 H KGR,
CTD2.7.2.3.3.5.1)

10) HH = 28508 (BK) + SR AR FIRER (fEPV R
(202243 H 28 H /&8, CTD2.7.2.2.2.5)

11) H5H = 38838 (Fk) « 2R PR 3Ydg in € 7L
12HED < BT GEEORD (202243 F 28 H 7K G2.
CTD2.7.2.3.3.5.4)

12) B Z 2883 (Bk) - BRMEY 2+ 2V 7 RE &R
& U 22 [E ST/ TIAHGR R (fENRORE (20224F-3H 28 H
&, CTD2.7.6.16)

13) FHH =28 8I5E (BK) :© QT/QTciklk RLNEHR) (20224F-3
H28H%&:E, CTD2.7.6.13)

14) HH30 = 5895 (BK) © In vitroS&FR/ER (RENEERE
(202243 H 28 H %78, CTD2.6.2.2.1)

15) 0 = 58I (BR) © In vivoSSPI/EH (LR (2022
fE3H28H KR, CTD2.6.2.2.2)

24, XEREERERUVBEWVEDLESL
F =28 A St < $ MRkt y 2 —
T541-8505 KBkl gL X & fEH]3-2-10
FEah 0120-753-280
Yoy TRt ATAINAY T A=V av by A—
T101-0065 H HTERTCH X VG AfiH3-5-2
Hah 0120-183-275

25. RERIRT LDEE
ARBFN OhEE - RSB T A ERICB T ERMEY
Z2F AT e INBEIIHHATSEZ . JeEhT
WBZENG, EBRMEY ZF XY 7 OB R ORI
BLAEAIO S & T, AKFIOES - Y] & B X 2 5E
NS 5 2 & (REEF0524553 5 « AHIESH24H ) .

26. RERTEES
26.1 BLERRSTIT

\Z snzsuspsa

AR RXEEE3-2-10

26.2 BR5EIT
Yoty 77 —<kRAHE
T101-0065 HUHCHRT-18 HH X VG i [H3-5-2





