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7.3 hEE L EOCYP2D6RH A & AR L EDCYP3A
BLEFI O 2 i b o g, BIZIZCYP2D6D I
BWRRELTHWBEZENHH LT HEEL Lo
CYP3AFHZEA % b 0 E TiE, RO
e s FR L. B ARQTERSORIEM 2 B
THEBZINND B 720, KAl OB EET 5 Z &,
[9.1.1, 10.2, 16.7.1, 17.3.1&MH]

2. BR(RDBEICIIHFES LAV E)

2.1 RAIDOE A5t UBEOE O REERED & % B

2.2 Je KM QT 4t B e i #F X 1 Torsade de pointes @
PR » 5 BH[QTHBEDMEE AL, OEMHEM
(Torsade de pointesx &) ZH I THBZThAH 5. ]

g}ﬁﬁ{ﬁ& 7.4 ZeHHC AR A PEE U, BiRieh b ik L Cos
S ARF D YOMAETEREN FAT23BZ008H 5720,
HAE Sy SLNF UV bSOV T3mg FRIZARI & FEE LT 3 IS AR 4 BT 5 151

(14 7+ rh) SARFP Y ELT 40mg)
D-vV=b—0, HHTNLT 7TV T,

WA MK A, 277 VB XY T A

I3, HEFBRONBR TERZIOEE IZITbANWT &,
[16.2.15H4]

AT ENKKIZE T F v, BT 5 v 8. ERLEFNIEE
3.2 WEOEH 8.1 EFMED A 4 U 7 1L, HURRGHE O IR < B
e UCRBT 5 L ST 720, FIRSEAIORE Xidh
pee | BEOLS#A 7+l EEMET 5 2 &, 272 L, SRS £ WU IR L
W& FIEORA P, REERDBER HRIC B S 5T ha b %

. (fij%) tb\ﬁﬁcwﬁﬁéz&o‘
7 40 | 40 8.2 IR, $EFENHZ B2 L2 H DT, KfHESHD
K E X (mm) F% 9194, JEEE : $96.9 RG2S o YRS O fE R A 1 5 B o IR 125
T () 3348 HrEernWkH5@EETsZL, [11.1.12H]
wme Moo 8.3 W D MAE AR A L5 L 2 BIS, QTR
HobNEBINLRHEDT, UTORETIZ., KHID
5T R O S i I DB R E 2175 . &
FORREEAMEICBIET 52, [7.2. 9.1.1, 9.1.2,
9.3.1, 10.2, 16.6.1, 16.6.3. 16.7.1, 17.3.1&H]
- BIEMIZCYP2D6DIEHEARIHL TWv3d Z &AL
TWbHEE
CQTEEE A Z LRed Wi GEM A RIRES O AR X
X Z OO B 5 EEH. 9 > OAEDEE, KA
) A IRE XK~ 27 % 3 ARED & 5 )
- R Db o T B AR R 5 B (Child-Pugh 23 82 5

4. #hEERIEIFHR
RS RF 2T
* %5, MAERIHRICEIET 5=

BEFRMED 22D T LB SN BENHHT 22 &,
MOREDRG R 2 2 O TR R B O Z W - #HEl~ =27
JL (DSM;Diagnostic and Statistical Manual of Mental
Disorders) ] F UPKERE IR 22 D TS R SIE G HE A A
FIA Y |DEFRESEIZTE I L,

6. BERUHAE

W RATIE ILARF U Yk UCLH 1A 40mg & £ 1T 2+ BXI3C)
W55, A, R K 0GB 75 1016 FBOCYPIDSHSAMUtn T £ F Y, 32008 2R
FHrhoRE

S0mgAE AW L LT 5,
7. BEARVHEICEET 228
7.1 1H10140mg & AR LL E#G- U, BAEMEA iR S 41,
NIRRT DGO REREITT5 2L, 720 K i 5 & I O B
AOPG-RIE MBI/ NRE &5 &5, & T LIS QTR A Z 2 L 2SN TW B EA 4 [ FTh o
BER L o HiT 52 L, 8.4 BEH KRV T ORIBEFIZ S DWR AL FEORERER D
7.2 T OBFETIE, WSO M hRE S ER-L, RIS DN T2 B0 4 170y, [RA & SR Lk 4 B
QTERFORWEH 2 BB 252 hr b 2720, KAl DESESIIgETE L,
40mgz1H1IMPEL &L, MEE2ITbAnT L, [8.3, 8.5 9 ORERAREOIEMERN B 5bhEZENb S

- BRACYP3AFHEAI(A bS53+ =, 25 2a~
42 V%) b OEE
- 55 CYP2D6FH Al & AR LL_E D CYP3ARH.F Al D

9.1.1, 9.3.1. 10.2, 16.6.1. 16.6.3, 16.7.1, 17.3.1=Hd]

EEANZCYP2D6DIEENRIBEL T 5 Z EAVHBT L
T3 HFE (Poor Metabolizer)

- R AR DL E o T RE B R S (Child-Pugh 23 2 5
2 BXIZC)

- OWCYP2D6RHEAl (Su v F v, =D V%) 2l
M oBE

CWCYP3ARHEAI (A PS5 aFy—, v5) 20w
A3 V%) P OGS

DT, KA G RO G T s— e R #H O IR
B OWRREDZEAC 2 RS BSR4 2 2 &0 Bl§ BAEIR
D 6 bNIZL A, KFIOWMEN RG22 iy 5
s EWY)sEETY 2 &

6 S DIERZ BT 5 BEIT. WILEE, AREXOL Z

Ne 50T, FeLAFH R UG RE2 2§ 5
. BFEORERWEOZEL 2 ERRBIRT S Z
&o [9.1.32H]



BENEE4*ATEEICETSEE
BHHE - MERZEDH 2 B%E

1 EGRIICCYP2DEDEM A RIE L TWLV 5 C & A HIER
LTW3BEE
WHERBOMETIRES LRI 320 dH 5,
[7.2. 7.3. 8.3. 16.6.3%:H4]

9.1.2 QTERZEZ LXTUVWEE (ERHLEBRIREDARENR
RIFZOEREDH 2EBE. 5 -MiELFLNDEE, KD
Yy AMERIZEY T 227 LMED &H 3 EE)
QTEENRH o bh bk ThrdH b, [8.3. 17.3.1=M]

9.1.3 BHRSEBXIBZERDEREDH 28E. BHESE
DNHdEE
HREE, AREX2AH6bhskZhrd b, [8.6211]

9.1.4 K - REABREEZEZ2HS BRNEROH 5 8E
HPERERIE AL Z D g uv, [11.1.48 0]

9.3 FFiclEEEE

9.3.1 hEEL FOIF#EEEEERZE (Child-Pugh$87 7
Z :BXI(3C)

INUARF DY R OTEEARHE O AT R g 2 B4 5
BErhhrd s, [7.2. 8.3, 16.6.12H]
9.5 1F1@
TR AR L T B afBEE D & 5 Lethicid, g Lo
A fERRME E LR 5 &Rl X h BRI 0 RS
FTE5ZE, Ty MIBOWTNALRF DY ROZEONRE
DOIBERERRD SN TS, £, T v MIbn
C. FEPRIETE R 4 0l 5 & ¢ REE o (e 5 DI &
VCEHEOWAD, WITAEFHAERBOWD R o h
TWa, AT, vH XN, ERESEES THS
FH & T REB) O PR S B I K OB R B DB 12 PE S |
WG DAL AE K OHE AR DD 23580 5 h T 5,

9.6 RILE
IR EOFRE R ORAREOF S #EZE L, FHo
Mg Sk ERETT 528, T MZBWT, /SRS
Vv RO ORI OIAThANOBITARD ST 5,

9.7 JRZ
AN AR & U 22 EERERER L FENE L Tz,

10. 1BE1EH
KHNDOFRZEAAR O LR F D V) IZCYP3AT IS H X

9.
9.1
9.1

&

HAGE BEAGEIR - & k| BT - SR
CYP2D6FH BEHIC & 0. ARl AOCYP2D6
SNt Fy, F|OMEHPEMT S BIFEEMCED, F
UV, FaAIF|ZETHITER D & & | MERBE O g iR
— 7% bNDIEBTNDH 5| EN EATIEZN
[7.2, 7.3, 8.3, |28, BEEt+0\»ndb5,
16.7. 1] 12475 2 &, HRu
CYP2D6FH 741 % fif
9 2 55 13 AA
ORI LN &,
R E LR o|ffic k. KA ELEE K O CYP3A
CYP3AFBEFH DO AEH 2 k55 B BB ERIC & D, Y
V77 VY, | BENDAD B0, WX F UV ROTENE
HNINT XYV, |CYP3AFEAE O [ o M kg
T = b VE RO UIFOIEAIN MK N 5 B2 A
[16.7.1&H] OREEHEET ST |dH D,

P-gpD I 5L A
vaAFv v, 7Y

[16.7.2%HH]

KAl & DOFHIC &
0. EBIfEfD S 5 b

W, EIfER O FEBUC
HETsZ L,

A Fll D P-gp BH 3 1F
&b, AERsEA)

Z2F LY, FEH NBEZENLRD S 7= | OIULSEREE RS |5
b7 B, BERELHA T BT DB,

QTR %R §Z &
RIS TS 3EA
[8.3. 17.3.1ZMH]

QTR ZEZ ¥k
INDH B0, K
Al DB G- Je OG-
3 I 12 DR IX
BT 5 %, BH
DIRRE % E T B
5L,

FRAIC & D QT &
e BB 5 5%
nnsb,

11. BER

ROFWER S bbb bDT, BEE+7IC
o, BHEMPRRD 5 NGB 103G a4 2 5 &

U muE =175 2
1.1 EX%EIER
11.1.1 180K, $5&%

o

EIE (16.9%) . §#F (1.2%) 256 5 b b Z &b 5,

(8.2 ]

11.1.2 ERLBHIE

HELTE (0.4%) . RS, WPIRINEE, 1A VRIE (O g
NEHEAN) ERDbobNDE T LD B,

. TEPEREIE IS CYP2D6 K U'CYP3A TR & h
b, WWANRFT Y VIZP-gp & HHET 5, [16.4.25 ]
10.2 BEREE (BHRICEERT S 2 &)

A4 % BRASEIR - F5E | P - kAT
T 7 I VBALEER| AN OMEHAWES | A & MAO FH 5% 7l
A4 (MAOBHSAT) | 5 v HEtEA & % o AT AE. v
tLF) v, T FTAHhDE ) T IV
XV, TS MR E D IRIS
IF M A9 5 REME A
H b,
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HIRHESE 2 o,
9 % 5 a3 Bis
oA, EIfE
FAORBUZERT 5
Z&,
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[7.2, 7.3, 8.3,
16.7.1&M]
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2415 2 &, W
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OMFEIFI LN &,

e i # Al O CYP3A
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NRF VY ROTEM
P D I S
B EFRTEBZhN
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TR, SHEMOR T, HEETE (O E0.4%) EA
HobNBZENH 5B,
11.1.4 EMEREREE CHS AFH)

HETPHRER, BRI O FpmR, T A HE, SR, U 2SS,
RITENFB L, THICHEHEREN SN B
i, G EpIEL, KEHL Ko SEo2GEMHE &
BIWY) R QUE AT 2 & ARERER 21, HIERD
B fECKD EARAEGNE Z 0%, £/-, 3
FraC VIREE BEREDIKTAALND I &N D
%, [9.1.4%H]
11.2 ZOOEIEAR
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7NN\ L T /NG V= wa ] N
PRAPRTE, AR
(R EEEE RGN
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FIATERE. H 28,
BHOUE. IEERIE
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PZE

JEE

. ALBHEROS,
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iEYALI AN FEIT N
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AEhEIR

SR, 9
6) |97, IREEIRAD

ey, SEEEIBE
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LR, AR
& AR PR

Mz v 7 F ook
2% F — E I,
TR R o BB

Ifitp 7" v
SuFY
B

Jmbke. LIk %,
RIS, MR
HE, TR BRIAE
wELO., T
W, PRRINEE 7L
R EE, AR
ELENELSCNE TN
P P

14, BREOZEE
141 HHZNEFOEE

PTPAZEOIANIIPTPY — b
ko5ET3Z L, PTPY — FOBEKIZX D, VS
FER B EERIEAHIA U, SBI2IEZE L% +6 2 U CHebaiil

PHHD ML TIRAAT 3

REDHEELAEZIRT LI LN H S,

15. ZOMOEE
15.1 BRER(ER ICE D 155k

FEINERR SR IS o T KAl & B 5 & 272 249 vh 85

(A Al40mghE3fil, AFI80mgHES ) 1 FELC A3 & 17z,

2D BTHNIAA & OBGEMESGE ST B A, A
Al4omgBREIBIDFETI, HINAHITH O AHl & ORF

PEREE IR TOEN,

16. EHENE
16.1 MARE
16.1.1 BEES

{29535 9/ Nl

B TOEEBDTHBY,
1) AANDAKR IR A R1Z80mg TH 5.

INLRF DV 40mg. 80mg Mz U 160mg &
BT CHRBEOEG Lz 2D/ RF VY RO
TR O~ 1L AT R HERS S O SEY BRE S 5 % — &

1800
1500
1200

900

0 24 48 72 96
EEm (h)
X AEBERAIZ SR F Y v R CHEE RS
L7z & ZDIMAEF/ NOILRF D U BEHER (P58 40meg &
U80mg. n=8. “F-¥ili + FEHE(F )

3600
3600
M- 3000 3000
i 2400
I3 2400 1800
e 1200
1800 600
> 0
> 1200 0123456738
§
I
(ng/mL) 600 —#- 160 mg
0 - —
0 24 48 72 9

B (h)
FERFR AN RF D v AR N R
L EOMBER/NILXF D VIREHER (%5 &
160mg, n=8. “F-¥fiEi + FEHEMR )

35
—o—40 mg
1 30
Py =0—80 mg
25
I
P20
X
@15
"
=10
E
(ng/mL) 5
0
0 24 48 72 96

BFE (h)
{EERRANZ S IL R U v & FCHEREOR S
L7z & & OIS G TGRS HERS (12 52 40mg K O
80mg. n=8. ¥l + fEUE(FZE)



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]




., o=} Cmax AUCU*OO
IEH AT ARE 8.61+£0.95| 335%26.8

B NTH eI RS | 10.6£2.76 | 430145

IEHIFHRES L Db 1.2 1.2
[90%f{5 HE X [H]] [0.89,1.7] | [0.83, 1.8]
WP rh S5 e R RE P R | 20.0£10.7 | 1110697
W IERIFRRES & DL 2.1 2.8
[90%1E FEIX 18] [1.5,2.9] | [1.9,4.1]
TR R | 19.245.58 | 1180358
IEHEIFHREE L Dk 2.2 3.4
[90% 12 Hri[X [4]] [1.6,3.0] | [2.3,5.1]

n=6, Pl U 25

16.6.2 BikaelEEEE
Y B Re R A R 2 (eGFR A315~29mlL/min/1.73m?) {2
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

- 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. V-l + FEUEf L
16.6.3 CYP2D6EG TSR DEMEREIC R IT I HE

RHEM S B e SAEIAN 7 — &) 12D v 3 2

L= 3 U HEEMNIZCYP2DEDWEMEA R L T 5

PMiZ. PMESAD LA (non-PM) DEH & Mok L. w6

T D Crax X AUCoan 3 FI2M5E < 72 B EHfEE S h

729, [7.2. 8.3, 9.1.1%ME]

£ YIalb—v a3 Il BELNZCYP2D6DPM KT
non-PMIZH51) 375 L X F ¥ v KONV O i 5 Ik GE
1281 B Cmax X WAUCo-2an D 2 A0l F- Y28 D kb (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 NIUNF I O OEYPENEEICRIF T B
M4 kary—no
NN F UV OYBREIZ RIET T P 3 F ) — LD
FHEANF — %)

HPEHE S5 X — &

BRI S L~ F M T o L [90% 15 TE X ]

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&#]

(@) /50% &£ F >0
AT T OEMBIERIET 0 F €T OB O
AT~ %)

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&1#]

@BUI7ZFrEDO
£ ONARF Y VORMYBIEIZKITTY T 7 Y VOB

SHEAT — %)

HREIE S5 X — &

DEFISE 7S L~ AT M8 D L [90% 15 HE X R ]

R |V R " B FH /B gk
Conas AUCo-
IV 0.68 0.28
F+v v | [0.58,0.80] [0.26, 0.30]

600mg| 80mg |12 —gpre 0.49 0.23

Eikz) [0.41, 0.57] [0.21, 0.25]

[10.2&H4]

@ I5~x7a>, 7)0aFJ -0
R R T T LIS HE DS WY I AL — Y g
U6, ISLRF Y VA0mgE 2 IR 1 Y (100mg.
2 OCYP2D6FH AN V7 L2+ ) — )L (200mg.
TEOCYP3AMEAD Oi s & fHEG Lz gy
N> DV R OTEVERGE D Coax X AUC-w 1, 73N
FOVERMPEG LT ERL T, TRENLITK
UL1.635 ONLRF U V), 1.97 K U3. 2715 (G A EY)
m kB LHEENS, 7. CYP2D6 PMA/ LR F
U U A0mg RN T LT F U — L (200mg) & DEFAEE- L7 &
ZOINILRF D Y K OTEERGHYI O Coas L OFAUCo-o0 1
RN F DY MG Lz & iR L
T, ZFNFNLATRUL.6UEONLRF VYV, 2.16 K T°
3.98%% GHMRH) < kb Lt s hiz, [7.3511]

16.7.2 HFREOEYEREICRIFTEE

Mydx 0
£ UVIFL UV OEYEEIZ KITTNILNF Y U OB HE

AT —4)

VIAF Y OMEYERE T X — 4
ASEAVAY IR ST ME D [90% 15 HE X ]
AR i/ Hiah

Crax AUCo-
1.9 [1.7, 2.2] 1.4 [1.3, 1.5]

0.5mg | 80mg |24

[10.22:H]

(2 IHI T LW
{HEERR A AAI80mgE I 4V T L 2mg & R OB S L

72L&, AN FUVIZCYPIADOEE TCHBIXY T

LADIREBRICHE A LT X A5 (HHEATF— %),

17. ERERELIE

17.1 BIERCLRLMEICEET 555k

17.1.1 EREI/NERER (777 £ RN B_EERHER)
BERMY 23307 26T 2MAITVE. HEIFNRNG
P, AURPERRE SO S SEEOBRE 2RI, —H
HRITCIE., 7RI ILRF Y Y A1H1AE6ER
ROEE Lz, WARF VYOS EIT, 40mg/H X
80mg/H & L. 80mg/H %% 59 2 & 13 #IOLERMIC
40mg/ H % %5 L 72180mg/ HIZHE L 72, Sk 511
T, AN F UV ETHLB42EERO#RS Lz, YL
NF YOS5 EIZ, 40mg/H Xix80mg/HE L, —
ERENCSLRF D VT B - 7205 E ke 50
IZEWTEE—-HEEZRG L, “HERIZT 7R T
B > 7= W ERE IR 50112 35 T 40mg/ H X 1280mg/




HOWFh» 285 L, 7. 7NLRF DV 80me/H
IZDWTIE, 40mg/ HICWET 2 Z & A TJREE L 7248,
TRERIEA & U7z, $25-650 1% 00 S8 AN E B 5 EAt
JUE (AIMS) Adt 227 (HH1~7) ODRX=2 54 V76
OEBIETEDOEBDTHD, 7 EARFL KL T
INUARF DV 40mghE UL R F P L 80mghE L & ISHE
AN G EENGRD SNz,

% B56E%OAIMSEEH 227 (HHLI~7) ODR—ZF54 Vv

5 OEIL
L | EE6HEBD | T RED

JU

& 5-1i v S B2 pfiti
. 01
7TIEAR | g 0+42| [-08, 05] - -
(n=84) s
IRT D L rigg [—3;)2'?1 7] 22| 0,001
40mghf(n=83) | "' T (;1=,68)' [-3.0,-1.3] :
PN F Yl e s | 38 o
8omghr=s2) | 1| L | a5, -2.6) |

PeGi : S0+ RS, RS eE%OZ R K O T T v R
LB REDE  BERIOAIMSGEH 27 48 RE L
MMRME 7L TR S hzim/h 3, [ NEmi95% 5
FEX R, plii : @R (2T 71 7NLRF ¥V 80mghf 4
TR RBFLIE, AETHIEZAT v T2 WLRF DV
40mghta 77 L AR L ) TRk 572 L EMBEH O

F 72 5A8ABDAIMSAEI 2 a7 (HE1~7) DX — 2
FTAVPEDOVHENRIITEROEED THD . ZHRD

itk R S hiz,
* P5ASHEBOAIMSARI 227 (HH1~7) ODRXR—=2 514 ~

25 D2 LR

25 54818 DAL E

INLANF UV 40mglt -3.7+£4.2
(n=125) 79+4.1 (n=64)
2L F UV 80mght -5.7+4.6
(n=124) 7.6+4.2 (n=49)
P fE A e R 2

5B 5 483 % £ T ORIEFH BB 1. 62.7%
DYILRF 2 v 40mghET50.8% (64/126f5) . /3 LXF
¥ 80mghfT74.8% (92/12305)} TH - 7z, F & BIMEHIZ,
HEHR16.9% 3L X F ¥ v 40mghET12.7% (16/12644) .
INILNF D v 80mghE T21.1% (26/123%)} . it HE £
9.6% P SILARF ¥ v A0mghET4.8% (6/126f) . /3L F
U v 80meglET14.6% (18/123%) | . HEHK7.2% P S LxF
UV 40meglET3.2% (4/12645)) . /3L NF P v 80mghE T
11.4% (1471236} T&H - 7212,

17.3 ZOft

17.3.1 QTHERICN § 2 &
TR A (n=48) & R R /N LRF ¥ v 160mg & 6 K¢
HWERRORG Lz QTR 2 M Lz, %548
FERZ W T, QTcFRFE (Fridericiai®ic & 5 DA%l
EQTHIE) ORX—=254 V2 5DEEDT IR E
DENPRAE D . M (L U90%(E FEIX [ _FFRME) (&
8.96msec(11.1)TH - 7= FHEIAF—2)¥, [7.2, 7.3,
8.3, 9.1.2, 10.2&MH]
TE) AN O KGR K 513 80mg Tdh 5 .

18. EEphZIB
18.1 "EA#F
BERMEY 2% 30 7 OFEAMIZE T 235 AT
BHEMN. WMABREKRIZBITEYF T 2HD P8I v
(DA) BEZHEREZE L 5N TWDE, NLXRF VUK
ZOWHMEREMTH B [+]-a-P L FuT b IRF DY
([+]-a-DHTBZ) 1%, Hii#RER ORI > F 7 212k W0
T, B/ 7 3V (DA% Ok L ONEEED =012, i
B o F T ANENDE T IV OHEAL % HIfH L
TWABNEE ) 7IV TV AE—-2—2(VMAT2) %

BEPRICHET 5, 2OME. ERMEY 2+ 120 71Tk
T HRIRERKIET 251605,
18.2 VMAT2FEZ=1EH

INLRFD Y KOZ OEEREMTH % [+]--DHTBZ
X, & FVMAT2ZFHEL. Z OfEHIZ [+]-«-DHTBZ
DI Y4558 5 5 7= (in vitro) ¥, F7-. T v Mk
W, NARF D VKO [+]-a-DHTBZIE. #ffHERIC
B ADARO/XIE /LT % 7)) v OB
Ko TAU 2IRIE T, BRE D R CIh 7 e 5
2 FMEEREG I ERZ LY,

19. BRRAICEET S E(LFHIAR

—f%%  NILRF UV b VILERKE (Valbenazine Tosilate)

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

7y 12 CaaH3sN204 - 2C7Hs03S

S 762.97

PR AEOERTH 5,

Mg

CH, O

HsC < 0y
HN H X

o
HaC”™

M 9243C

21. EBEH
RIS 2 7 PG A R o b, YIS 5 Z &,

22. @
1004 7L [10% 7 X)L (PTP) X10]

23. EEXH

1) FH = 28588 (BR) « fRFER N 2 R & L 7= 384 m)ie
FRER (RENEORE (20224F-3H 28 H %G8, CTD2.7.6.9)

2) A =28 B3 (BR) © HAR AR OSHEA T — 2 & Hu
7= RHE R B REMAT (RLPVERE (20224F-3 H 28 H 7K
8. CTD2.7.2.3.3.4)

3) HHO =28 BUAE (BR) « {2 /R e Lz d
D RZEERER (RENEERE (2022473 11 28 H KR,
CTD2.7.1.2.2.2)

4) A =883 (BR) © ~ 285 v 23Rk (fEAER
(202243 F 28 HK#2., CTD2.7.2.2.2.1)

5) B3 = 28 B (BR) = %72 A IS A 2B 2 M (f
PR (202243 H28 H &2, CTD2.7.2.2.1.2)

6) 3 = 28 B (Bk) - REHZBE 9 2 Bt (fEPERE
(20224F-3 28 H 72, CTD2.7.2.2.1.3)

7) A =S5 3USE (RK) - IFRSReRE SR E 2 R e L
SEYBhREERER (PR (20224F-3 H 28 H KGR,
CTD2.7.6.11)

8) HHII =25 UMK (Fk) : BIpehTERE A R L Lz
S REsRER (LR (20224F-3 H 28 H &GE.
CTD2.7.6.12)

9) 3 =25 838 (Bk) + FHEIA T — 4 & Flv 72 BHER]
SEYIEIREMAT ((EPZRE (20224-3 H 28 H &GE.
CTD2.7.2.3.3.5.1)

10) FH3A = ZE 538 (Bk) « SEY0AH FL AR R AR (fE R
(20224F-3 28 H &2, CTD2.7.2.2.2.5)

11) O =38 8 (k) « AR B iRy i€ 7 L
12D MG GENEORE) (20224F-3 H 28 H KRR,
CTD2.7.2.3.3.5.4)

12) O =28 B (Fk) + BRMEY 25 3 O 7T REE R
& U= ENEETL/ ISR (RENEERE (20224F-3 728 H
KA. CTD2.7.6.16)



13) B3 = 28838 (BR) : QT/QTeiklBk (LD (20224E3
F28 H&#., CTD2.7.6.13)

14) H3H =228 (BR) @ In vitrodBFR/EH (L& F)
(202243 H 28 H &8, CTD2.6.2.2.1)

15) 3 =228 (BR) : In vivodEPEER (RENEEED (2022
fE3H28H K. CTD2.6.2.2.2)

24. XEREERERUVREWVEDESE
=2 ssp A et < Skt 52—
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T101-0065 H HTEETCH X VG AP H3-5-2
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%25, RERIGT EDEE
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26. BIEERTEES
26.1 SLE&ERSETT

// EE T e
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