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Siilp=ei 2R pIpeA o] F3E R FIRE A F3E R
2mg 6 mg 10 mg 16 mg

I 4> 2R 9 1.2 0.9 1.8 2.4 2.6
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1mg 4 mg 8 mg 12 mg 16 mg

F e AR AE 0.6 1.7 2.4 2.9 4.1

EPS KA 7% 12% 17% 18% 20%
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KA EREE . 78 B PEMEER AR A W S ) S LK RS XU T 5 -
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XA RFARFEARSCHE, BT TR A —BURBUAIT FE ) B E A 2 R SR U AN R F A58
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FRTBEATL S T 6 o ) I R B R P ATV R, o3P A 0 B 1 0, T e R R
T AEREF A ZOER I T, 5B, BRAERNAREE (8~16 mg/k) SO
FAINALR IS G Bh 4~6 1) o FEIL A SR B RSB 0 22 BRI ke,
BT/ MR FRAR, BT iR T AL B DU AL .

FEMAE JLEE AN D 4E (5~16 %) [ 2 Tl RGN R G, AR A AL O 2T 238
YR TN 8.4 Ik, M AL N RE S R IE N 6.5 . AR ILHAR B A0 S HR A .
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B IR, A A 2 R R AR T2 08 4.0%A0 3.1%. FET M I~ 5 A0
N 86 % (JuFEITE 67~100 % 2 [A])

1.2 5WREERA
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FEFFURVRIT IO LA RS BAT 4 A 2 35 BB 25 0 75 5 10 1 0 sk 2 R/ e e b 4 i
PR/ SR R AT IR, A A KR RSO, — BRI E A B A, )
82 % FE A P AR o

XTI R b 3 25 ) rP PR L kR PR SR, A B 7 R A B A SR e (R IR B
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5. FkILEREZE (VTE)

A7 FH RS #1993 250 S 0 o B AR A ZE K 81 ER T FRFH BORS #9 2 ¥R 7 1 AR 3 2= B
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HAMENETRNAEE Figs), FEEWTEH K. AiIREGERW, HARS RERIRAERIBR
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o FET, —FhERAL CYP3A4 SR P-gp iS5, FRAR T RIRE R HORS 15 5 1k LA 1) 1

WL o

This copy of the document was generated on 10 Jan 2023 Page 22 of 35
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60412 Version: 3.0 Status: Effective Effective Date: 10 Jan 2023 (EST)

HUIBTREREEZ, -
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I35 4 B FE AR T O-F iR 05 1 ) 1l 2R
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.

o FUBSER ) 25430 702 T i R AH G EE A o
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FURE P9 795 P P8 1) R FE

o WRFPEIT, —FhSEZ CYP2D6 HIHIF, T TR A A R R RS, AR R B A
20mg/ H i, 58 /0 T e R 5 B B0 RS 49008 5 A 0 1) ISR IR P o (R, B R A B P Y T
I B R TS e ¥ A S VAR B

o ZIRPUHIVARZ T RE T R B B LR, ARUAN T s R RO P 0 1 R D LR
VREE o BT KB PR AN S M ) 55 T B B v P p R 245 AR 30 ) 5

o EHAR (—FPI5RL CYP2D6 D FIGARILH] (—FhEIRC CYP3A4 IR & mik
100mg/ I B, 2R 3 SR 5 B BRS A9 08 175 2 3 RV BE R AR A IR PR AR f e (R, 45
AR SRR 7D B 75 T 100mg/ H B, T {80 5 M7 0RS 408 T 1 Rl A7 04 B2 3

R 11 SHAGYNERZAE BSOS FRUE B E A PSS CRISEEE+9- 2T H )

REEBHIRMELS
CIEE] WS SHEER D (RIS | RIEEKIS 25N
W +9-F2 B - F 55 )
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£t bkl
RIGIT 20 mg/iR 28k 3mg, §H | 14 15 BEHMAL. R
2K Bt 8 mg /
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20 mg/ R 4 mglR 1.6 R ﬁiﬂﬁ;_‘ 8mg/
40 mg/R 4 mg/R 1.8 )
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FEIAD FHIA
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] 70
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FEXTFFE DSM-111-R R4 73 2 bk (RORS #005 (5 8 B BEAT IR 4 TR (4 22 8 &) Xf i

WIS, TR T R BRI TR 4> 2O AT K

FEXEEH T, (R T LR L ESRIP S o AR AR, FE o (0 fT R 43 TP &
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(PANSS) DL FHTEAEIR I E 8L (SANS)

I RANT
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JEVEY ST 10, A 4 FIESERAS T2 B 3 AN m AR EIZ4E PANSS B/ &
RITHAR T RGN . e— BT fabs 77 T BE I R S LT 6 mg 4, I HAR W e
FE N FR A N 1

(3) £ 8 LB (n=1356) , i T 5 FrEEHEFIHE (1 mg/K. 4
mg/ K. 8 mg/ K. 12 mg/ KA 16 mg/k, FH 2 ¥ , £ BPRS &4 BPRS A5 S5 A
CGI = H ALV H, 4 M m AR T 1 mg FIREE 7 EH. 75 PANSS Bt
BRI, BAAEHRT 1mg . 76 4 mg 7S 088 i — S0 YRS .

(4) 16T 4 AR BEFE RIS (n=246) , (] T 2 FhfE @R FIEEE (4 A
8mg/k, BEH 1) , 7RG (PANSS S0 B#{%> 20%) . PANSS &53. BPRS H i 5
B (JEH PANSS) %5 JLI5 PANSS fibr /i, 2 NFIEFEHZL 0L T B4 . 8 mg 7L M 4h
R T 4 mg FIEALL.

KT 2K

FE— BRI T, 5755 DSM-IV A5 73 ZUE bR e I BLIUR AR 25 W16 7718 B RAS E
2/ 4 1) 365 G112 BERENL L BRI (2~8 mo/ KD ¥RyT HEGEEXT RRZ52H, W
R1E2FNMEREI. IR, SESETES R EE ML, B2 P REIR TR & E
) 2 BRI ] B 2 A

JUB
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fE 2 A (6 JEA 8 JAD XUE X HEREE HiE Bl 7 RIS EE A TR97 13~17 B & /DR 4y
FUEMITR . P BE TS DSM-IV G 23 ZUE IS WibRitE, N A SUERIE. 725 1 00
Wt (LD, HEEMENEE 3 METHZ —: FIBEE 1~3 mg/ RAEH (n=55, 1
PRSI E= 2.6 mg) ; FIEGHH 4~6 mg/ RAJELA (n=51, “FIHIEHIE=53mg) B H
(n=54) . fE%% 2 WUAWH (T #2) , K EERHL IS FEEE 0.15~0.6 mg/ K& A
(n=132, “FHBEHFE= 05 mg) EiFIREE 1.5~6 mg/ Rl EL4 (n=125, FIREAFIE= 4
mg) . EFTEIRGITR, WA ZIRARIEFIE N 0.5 mg/k (HBFFT #2 ) 0.15~0.6 mg/ K75 & 4
BR4b, HFIEA 0.05 mgiR) , FEEKRLE 7 RiE L HsmEuE. A, 3% 14 K
B, KRR 0 A AR R G A (KT 2 B . BT B AT ) R T R R 2 PANSS
TSN RN LR B L o

WE T 45 AR T IR BT A F B4 (1~6 mg/R) 52 REFIA EL T 2——iB ik PANSS &
o E R BT 2. 1~3 mol R ZH I F S HU T RS 0T # 1 P 4~6 mo/ K7 B A
L, I HRRL TR 5T # 2 H ) 1.5~6 mg/ KA EHUFSLIITAL. Tt #24, 1.5~6 mg/ K&
W7 G2 B E KT 0.15~0.6 molRFIEANIT . fEET 3 mg/ KIFIET, KAALM
7RI .

2. XUAHBEE ---- BEWRIT
IIN

TEXIFFE | BUXUAHBE AT S R B S 1 K A DSM-IV Ut R N 3 #4712 T 3]
(3 J&) R R, R 7R ARG T S B EOR A MR AR T R 1K A A
A BT R PR RHE (1 S

XS P H TP EBEIR ) F EE R A REEREEX (YMRS) , HE—Iad 11
NEHIEREE R, %5 LA TIPEREREE (BEE. BONIETh. R, 15
Zimik. BSOS, HOGE. BT /EMEREE. BEAR. REMEMID , T
N0 CEAEHEAFIE) & 60 (i) « XERIG ) E B R YMRS Xt SR 128 1k .
WIS RUF -
(D 7E—TUXBREIERAE EE 1 3 A Bt BaIG th (n=246) , 5 K AR 55 B 77 =75 L
1~6 mg/k, ®H LIk, &IHFIEN 3 mg/k CRBESHIEN 4.1 mg/ k) , 1EFK YMRS &
Gy 75T, R T 22 R o
(2) {E5—1 3 JH2EFx ERiGt (n=286) , ¥ KMFIEIEE N 1~6 mg/ R, &H 1,
RLUEFIEN 3 mg/k CPIBATRIEN 5.6 mg/R) , TERK YMRS 4751, FHSERET
LR

JLEE
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FE—T0 3 A, BENL. WE. ZEAXIRKZ o, UEsE T REREGTT | 20U
JLEEE DB IITRG WREEIEAER N 10 & 17 B | AU RS Sk BT SR A1 R
R . BB FHEMEN IR 3 MEITH 2 —: FIBEE 0.5~2.5 mg/ RFAlEL (n=50, P
FE= 1.9 mg) ; FRGE 3~6 mg/ RAREA (n=61, THBEFFE= 47 mg) simA

(n=58) . FEFTAMHIT, BRI IRFIES 0.5 mg/R, FFAERLAE 7 KiE 2 H b
BYOHE, 7R85 10 Rt— DA SR N2 B bR7H) & B N BRI 25 & . FE i s,
FARAIT R0 FEEVP 5 THAZ YMRS S50 A% 526 (1281

ST 72 14 45 FRAE BT 035 W 5 A 75 B 2 22 R AR B IR 7 2K it YMRS 505 E
PEARAT YT 2. 3~6 mg/ RAIEHN EESHNIT RS 05~2.5 mg/ KA=HMMLL. fEm&T 25
mg/ RIFIE T, K AR B8 .

3. XUHBIE - (ENM BT 5 E SN R & Y

FEXFFE | U RERS DSM-IV ARk 1 s B8 2EAT 1 1 00 B o, EBA T R 55 5
MR SN R BRI P 299R 9T S BT SR A R AERIT A BRI P S T A BB R b
TR RFAIE LA KA B AT DO A s FE 1) B8

(D 7ERET 3 F. xR BeE 2GR0, 4 Eh i 7 R 6 ¥R 7 Jovk 70 40 2 il BT
BR G PR AERER I 148 B3 BEEk 112 B 34T T RENL A BC, B2 FIERE . 22 JE R B M
7 (BAESHEARIT) o ERIK YMRS S0 7710, FIREE GiIEJEHEl 1~6 mg/k, fH 1
W, FEIAFIEN 2 mglk, TRIBAHIEN 3.8 mgl k) B ke T IR GRITHIRTEE
%14 0.6 mEQ/L % 1.4 mEqg/L; B 50 meg/mL % 120 meg/mL) ()57 250 48 £ 58 P 12 £6
ZIRTT .

(2) TEH W0 3 JA. ZRFINIRL BeE 2, 0 B R #h VA T oIk 78 o ]
FEBOR A MR AR 142 B BTl 112 B3 HEAT T BENLAM T, B2 FIBEIR B2 BR) (BE %
HIEAIRIT) o TERRR YMRS 857510, FIEEH GlIEEE 1~6 mg/k, #H 1k, LA
N2 mglk, CFIIBASFIEN 3.7 mg/R) BeAHEE. NRBREEE R DI GRITHIEIEE %
HIONEEEE 0.6 mEg/L 2 1.4 mEqg/L; NKEZ#: 50 mcg/mL % 125 mcg/mb; RE7EF 4~12
meg/mL) A7 RO TR 2R . AR Fh B R S P R 2Ry . RIS R I T AR JRLR 2
Ty PP 15 5 1R B R A -2 - R BE MRS BR, S EORIEEA A 9-F2 3 -FIEE MR T VR Y7 7K P

4. PIOBAERE S 5 R
TR

{EX 754 DSM-IV AIVBUERRHE R LZE R AD4E (5 & 16 %) BFHATH 2 10 8 Ji Rl
XIS, UERH 7RISR ARG T OIUBCRE AR OC ) S a7 . Hodr 90% L B ZidE N 12 5
LR, KR ARE R 20 kg (16~104.3kg) -
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i 2 MITERIFN TI7 R RHEAT SR (ABC) MIGKEAES - 5% (CGI-
C) BF. PTHRK B FIEirE ABC HiE TEE (ABC-D MELEL S,
ABC-| TE& e T VAR IE S AT R, ARSI s B R EH . AR
LEPUH AR SR . AR T T, 48 SN K CGI-C PPy R R & B4 RidR bR
SR IS S/

(1) T 8 A 2N IR, #8516 % VMR LEME /4 (n=101) %%
fH 2 2. RFISRIREE 0.5~3.5 mg/ K CREIEMRE) o FIBGERMIAZ LGN 0.25 mg/k
5 0.5 mg/k, Bk TIELAE (<20 kg F1=>20 kg) , FE0E EA NKITRAFIE CRAOES
FEAN 1.9 mg/k, FH4TF 0.06 mgkg/ KD 5 HBEAIMEL, EEKE T ABC-I TERAM CGI-
CERWIT.

(2) fER—1 8 FAwEANIBRIGH, FhN 5 & 12 L HIUMIE)LE (n=55)12 1 FI5 A
0.02 % 0.06 mg/kg/ X, BEH 1kEk 2 Ik, #ah7EHN 0.01 mo/kg/ R, FF HiHE A kRST80T
AR CPRBARIEA 0.05 mg/kg/ K, HHMUT L4mg/iR) 5 SLEMMI, BE%ET ABC-
1 FEE.

F3WUAI LI 6 . 2l FENL. XE. RGN, [FEEREST, R
SiE ($% DSM-IV ARAEE SO FAER G FAH AT WIEIRI 5 28 17 &2 #h (N=96) , IF
W AR HERE T B IO RS B (7 RO 2 k. 24 TT% B RN T 12 2 CRI4ER=9
%), 88%EH . KEHEH (73%) MRE/NT 45 kg CPAfAE= 40kg) . £ 90%ff) &
FHAEHE N T B AL I O 0 2440

SHFFIERE, £ 2 AMETARENEEFE (EREAERIE) o WFEEN 20 £<45 kg
W, EAENEH 1.25 mg; X TRE = 45 kg (I E, &FIERNEH 1.75 mg. X TARE
N 20 ZE<45 kg [IEFE, KFEANSH 0125 mg; W THAE= 45 kg (EFE, (K78 A% H
0.175 mg. fEF FHEATREH —k4 2y, WA EER, MIFER B252y.

FESTRAE AR R B 6 FARMFHAT AL - HEMETER (ABC-D T4 1
PR . WEFRUERR 1 R SR B B T A——@id ABC-1 V4 B3R T BT A AR
AR R WA R TT 2. BRI (n=35) ISPk ABC-I Worohy 29 RS R 77 & 41

(n=30) N 27; FIEEEEFEH (n=31) K 28. {ELRFH. KA EMAM ==L, ABC-I
PRI 5 ) -85, -T.4 FI-12.4. mIEALIEE RO R T Gt REE (p <0.00D)
R EH A LR BEME (p=0.164) .

KT 2
TESE—I1 8 FIXUEM LG, A 63 Bl B g NP Fo i K3, #3203 4 81 6 4>
HARREERG YT CRJET B EEXCE AT T B2 (1 2 P RS BRE 2 22 ERD o AERX — UG T
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Wi, BEGEFHEASHE 1.8~2.1 mg/ Kk (FH2%4T 0.05~0.07 mg/kg/K)

T 4-6 N WFFBUEIR ST IR (P32 140 D GRS B OREFAR AR SN 1) B8 COIROBERE X
N ABC-l TEENE 25%, DL CGI-C W4 “RIEME" 5 “IbH KIEmes” ), 4k8HE
8 JHRUE MW T (63 I HK n=39) BEHLHCESZ FIES B S B . e ST ¥ R
SRR B axt e BORWI R 7L 2R (n=32) MM AT 7 B TH R 47, 45 SRR -
SR AL, FIRERALR R RS E R BT g R, T OgiEy 17X E R
B B GGt R E AR, FrAt s gl RE CON: ABC-1 TEER M EHT VP BLIAH]
25% CSEEPLHMBTIBT BURIEZ A LD
5. TR
JUE

B WA TT PEALAT N 9T BOE P OB S 22 B0 JR A 70 P A5 LAESE, I P I FE N4
T 22819 5~12 B EALLNRUEN B & DMS-IV ZWirE HEL AT NSRS (DBD) il
Ve ) Thie, BRI BERS MK B IR R 1% S RS . TEIXBI S, TETRG R E 1 R R4
& (RIZE 6 JAmS, Nisonger JLEAT NPEERER (N-CBRF) ATyl 158 R PE I B A ) A2
1) J7Hl, FIREER 0.02~0.06mg/kg/ K 3 T2
[Z38H ]

Zz/EH

R R — P Bk (R B R A B, % BHT2 3244, Do 24K ou Moo ZAEM Hy ZAKE
M. WHERZEI BTN, E8555. % SHTic. SHTio M1 SHTwa A 1K E] 5 135 A
715 %t Dy S GRIRNE BERUR I 32 RSB R 155, Xt M SZARERBL K B2 2R .

F G 5 H BRI R A o BRE I 29—, TR RS A RLE AL M ANE R . U
T VEFRAT Do Ak I SHT ZMAEHUIR & RN S5 R . % Do & SHT2 LML B Z AR b4 /E
JH A -5 R B R ) e AR R O
FHEHA

e

FUREERD Ames R0 /DR ERREG . AN R4 DNA B5R. /NERR A fiZ st
By FRAEVERRPESOEREE . ARSI 20 A 8 6 B2 A 4 £k R AR 35 S B M

AT

FE=T0 Wistar KRAGFEFEVERS (B E 5 R HIIEG K 8 R R0 A — I 2 AR A5
BRI B, ZO TRIEEE 0.16~5mg/kg[Lh mg/m?2it, A& KHEEFIE (MRHD)10mg/
K (SN (HERE] ) 1 0.16~4.8 5], HWAZHATA, HEALWAET 1. ZEWiORAET
MEPER B, PRUATECORREME K BB 25 AR & 05 B IG K & 156 h R W22 06 22 B AT A I 52
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M. Beagle KM AEMEM ALK, K04 THERFIEN 0.31~5mg/kg (LA mg/m? i, K
MRHD ] 1.0~16.0 fi5) f, ¥ 3G 77 SR BE T Bk, AR [R5 T L35 52 P 7K1 77 5 4 G 1 e
& 525, MUIE BEKT SR F S8 E, (B TIRK. KERBOR AR 2 T
M 751

f£ SD K Wistar K ERIHT PG 22 R IR-IGAF R B BevEikga dr, FIREEHZ 125 2550 & 53 5
4 0.63~10mg/kg. 0.31~5mg/kg (LA mg/m?it, 43779 MRHD (1] 0.64~9.6 £, 0.64~9.6 f%) ,
AR5 BB

TE = TR B A 5 15 R0 (9 0 Bl A 3 0 R — T 2 AR AR B B e i) h RIS R 22 1
Y5 25778~ 0.16~5mg/kg (LA mg/m?it, 4378 MRHD 1) 0.16~4.8 fi5) B, KRIGFLIART 4 K
BIAFFET-HE N WA BRI BB T T X AR AP B4 AF (K B R, 32 o B A IR S R Bl 25
AR T K BRAAFFEC I I e R & . 76— T = E R ik, 2.5mg/kg (BL mg/m?
v 4 MRHD 1) 2.4 £5) B, KEAFIE8EIN. £ —BUKRAE XA T, WALl
A B AR RN AR TR S A B/ . EANAF RO I 45 24 BF RIN S0 AR R G, Uk
Sb, TEWHNTF R XIRTR, HA PRI AR — RICT G 0. B R BRAAT N r] e
U, HOO RS A 1 R 25 25 BERR R IR S0AT IO I B AT AR AE R PR (IRFALER 1~4 XD o X
YEfE R I47E 5Smg/kg (BL mg/m?1t, A MRHD 1] 4.8 fi5) FllE R W22,

B A T SR i A a2 K RS AR A

R it

NN KRB EEDHIS T AREET 0.63. 2.5, 10mg/kg (LA mg/kg it, 205128 MRHD )
3.2, 14.4. 60.8 f; LA mg/m?it, /NRFFIES SIS MRHD (1) 032, 1.2, 4.8 f5, KEAI=E7
A9 MRHD 1) 0.64. 2.4, 9.6 f%) , 252§ WIorn10y 18 S 25 A H o HEVE/NRRIKBHRK
M52 GRS, MEPE/N BRI R RO BRUBR AR P 0 A R P )N SRR A K R
TR H A G2 7 S R

FURE F5 241 ] A5 145 S W e L B /KPR oo 7E ) 3 i 35008 14 30 v A U 5 e L 3R
K, ABYEIRPEREMERIE 48 V45 T S0 MR 6 AR 7] 77) B2 1) 85 1) m 5 /s BRI K BRI
ALEACE R ERBET S, Bma T 52 6 1% . HETUR MR KA ZR, Rk
KW RO AR . FUBRIR R ARSI, IR A RN S ERKS)
P b AL E AT N 23 WA TR 1) R A 5 N XU (R S AN T 2

HAt =ik

g Rr 40 ARG, & 04 TRIEE 031, 1.25. 5mg/kg/K, W% H BRI
FERRAE, TosemasleEy 0.31mg/kg/ K. BEAh, TERTA 75 L A RE P FIME Y B 3 00 4 24 i
IR . FEIF ) 12 FMIEIG, X BETEZN I EIR S AR R B AR R R R
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Zhie K EPERS , T 12~50 HEEE 45 T FISEEE,  AAEBETE S o0l 5 31 w] v (1 2
SIANEIZPE, TR 0.63mglkg/ K. TEREFE 1.25mg/kgl KB A& XS 24T A
FH KB IR o
[Z5R30/1%]

FIBEER LS OIS AT A, R 1~2 /BT Pk B 2R BRI M8, RO 2 B¢
We, PR AT DA B S BRI . FEAR A, FIEERZ CYP2D6 AR 9-Fedk-FIESER, J5
H SR M 2B E R . FIESER S O-F BE- 15 R A ) M A i RS 103 4 280ty s R
BrEATEAR N I A oh— MREHE R A N-BURTER . RIESEE M bR 8h 3 /NN As, 9-F8 k-
FEE R S H ey AR BRI 3N 24 /. RZEORALE 1 K PIEBIFIEER R,
234 4~5 RikF| 9-FB-FIRE MRS, FEVRYTRIEVA R Y, PSR I M 24 9% B 5 45 24 79
Bt ARG AR A, D AERN 1~2L/kg, FEME, FIEER S A& A Ko BOFEE
A S, R E A5 EFN 88%, 9-FFFE-FIBERAM M ERALEEFRN 7T71%.
1 G, T0%RZ5E RBHE, 14%M 254 3R, 2 JRAFKET T, 35~45% AH|H;
M F0 O-F2FL-FURTHE, HAR ARSI . —DURF B A LR, 2FEEFMERA 2R
A S PR B R LR R B e, VR DTS B 23R AE 2 AR SR R Y BRI 30%, 7E'H TR
A4 R A PR 60%. R BEHR ML 3RAR FEAE P D Re AN 4 FR 2 vh B, (ELJR 0L 3% v R 5 i A &5
FRAT PR ING) 35%. FIREEA . 9-F5 K- B R K H e HORS #W e ARSI TE )L E AR A 24
B 7125 5 AR
(5]
HERATE
(3]
BRI, 2X10 FrmR £
(EpiEt)|
36 1™H
(AT R #E]
(R EZG L) 2020 4EAR
a3 as)
1mg: [E ik H20010309
2mg: [E 254k H20010310

[Z5 LT RE Al

YRR PR RRG 25 PR A
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VEMHBRE: BRI T8 22T i X B R R e R B R DURR 195, BRI TE 2T m X
R LK 4 S IC W E PR 17F

(4740 ]
el VARG R A
ArrE L BRI AR P 2 T R X B R ML B P 19 5
MBI g 710304
HLG 5 A% : 4008889988
FEH515:  (029) 82576616

Pdk:  http://www.xian-janssen.com.cn

*+*END OF DOCUMENT***
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