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FPEEE B HERRARIG & B0 AT L BRI 18] Py R] BETE IR TA B H5E
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£ 12 £ 17 % MDD FH/DEBFE AT 7 —BUN 8 A MIBENL. XE . LRGN
R TR M2 R [EE R EE . a4 L B E . ZRFI S A,
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T )L EMAEVEE & FRIBITH (CDRS-R) £, {RERPEYT 10 mg/ KAl 20 mg/ K
BIRIEG 2 ERER T 2B, 3T 2GS GRPEYT 20 mg/R) 522 BHI7E
CDRS-R @ HHEE G ER . BRI E, REEETES DEF A R RN
FRES BNARL, (HT A ER & B IR AR S AR B R AR R AR & T N
SARBRPEIT 10mg/ K (2.7%) #IETT (3.3%) M5 (1.3%) M, #%2R
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M2 AEIRYT B E B o ARBR PG YT V6T B R A RS %0 . MR Rk
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FEFEPEE R (C-SSRS) I H A MEVEAT NA L.

JLENFEZG{CE) 177

BTN T (T E 1T ) VRAREM 2 2N (12 £ 17 2) 1%
Y&, AE VAR AT AT T 1) LB SR AE & 58 il 5-20 mg ARBRPEYT, BEH K
Ja 2B 715 o ARBRPE YT A ) L3 B P I 254080 7 SRk 5 A N B TP R
B IAREL

[ZHERE]
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B . ATk dRik #40: MAOIs 1525 14 KJg A BEFIEAR S IGIT . A fmis2y
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DI A AR o SRT, A 5 IR e /R 24 06 A7 A 24 R
MEAFM, PIReT S0 S, R MEE (S0 EEFSD.
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A it 5 G P B T 1 RGEE 2 2GR R IR B2 A A AR Y o A il 5 3t v
10mg CHLREZG) WRHIJE, AR T AL, RS BRE NI REs H . A
a5 27 H ik Za 2 CHRMERT 30pg/ /2 B Z2 i 150pg) BXHIZJa, AR T2
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R ER AR S MR LRI RS2 E T, 2R TR, RSB A A I
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XTIRFELG R0 2 11 T2
YEARIE , A A il 1) 8 PRGOS G 88 o3 BT Ido il G v B 2 (B R o 2 20T B R PR
FEZG W7 2 45 R SR, FR 2 R R B AR M SR (Al 7 O AT R IA -

[(ZYdE]

I ARAIE 7 A 40mg-75mg IV B A dh 2 Ja Al SR LR A R ROSIHE: &
O AP R TG IEAAE . S BRE. WAL,

Adh LR ok EEAEAYLE, Rk 80mg. ERZHIFL T, TR
AR BRI o B 4 75 RO REIRE B AT

AT 80mg 250 A IR . 8 F 25570 B VR T R B, A e A A
LRI N Z e I RV e o

255 B Ak B 7 AR XPRE VR AR SG I, BT BR SRl

[ PRk ]
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AR T IACLE A R 2 eV DA B IR KI5 GEEITE 6700 1] DL G
3255 0E, HA s T (<12 D NGBS 3700 Fl 8 . CEERAN (BFEZ
FEND) FFFRE T H T PR A ST MDD 58 H31E 2R 12 X « 22 @505
6/8 JH . [EE R EM T, 12 WiwFFid, Hr o WA 20 1 MEHER TA
i A %M, RILAE Montgomery-Asberg #IARTTE € =X (MADRS) B 24 il
Hamilton #L1FE &R (HAM-Daw) W35 2EFIHZ AfFEERD 2 I E
Tt AERVEIT H A B ROMIIE RV B B LU, DL IR R S A BN R -3

(CGI-D WFEEAMEE S TLZEFA, TR T ARMBITIRKRE XL, B3RT
A S M . A R R R PR m TR

XoF N3 22 SRR BT 7E P 28 6/8 il i MADRS e 70 A T J 2R - 242 AL iy
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% 105t/ 3% 16 1T



T 755 2 R 2 (R SR~ 22 S B Gt B 5. 10 F 20mg/ H A&
IRIN-2.3 43 (p=0.007). -3.6 73 (p<0.001) F1-4.6 7 (p<0.001); ZEF/pHrh
15mg/ H & 52 @A 2 M ERRER GRS, HS A2 mE T ES
LH-2.6 73 XSHEIT A RCE WIS BT A A B SE t 7SCRE, IR AR e
IEFNVETT R BB L BE e 46%-49%, SZ M ZRFIAN 34% (p<0.01;
NRI 7471

BEAk,  5-20mg/ H 7l &y Bl U AS o SRR E BB A T 0 Pt iR A SotE Gl By
A MADRS .30 7380 1 el #H 47 vEAL D .

—I MDD B 12 FXE . RIGHIE LRI, H%E 7 AR MABT X SERIT 25
o% S0mg/H, #E—BUERH 7 AN 10 2% 20mg/ H 194G %M. i MADRS R4k
HAE DU VRS TR, RRIES TS FRER TSR], ibEE R
RACRIIG RE R 83 LA DL A CGI-T e 17 450 5t 7 BAD I PR AH S M S RRaX — R

HEFFIIT

FEFRBE B I T AR ARAIE 1 AR W PUMAR T R  FrEeE . 12 AT IR0 )T R8BI
PRIG B B F BN T BIAS (5 80 10mg/HD) HERZEFH, RIETEZ D 24 JH
(24-64 Ji) HIXUEWINMEE RGO £ EE VPG IRR T T IARAE R R
RIFTED, AT 25 (p=0.004), KLY 2.0, B2 R4 2K KN
A AL 2 .

ZFEE

LE—TU ZEHNARRE BB (FEI>65 %, n=452, . 156 ARAAR) RN 8
JAXE R EE IR R, 8RS MADRS A1 HAM-Das 577
N S AR S A i (Smg/ FD AT 22857 . R A 38 N 5 8 A i MADRS
RO 57 RMZ AFAEE 4.7 2HZER (MMRM 8.

AT LN PN 2 T R IS AL B 2

FEEE X L BEAARAE 3% (JEZk MADRS £040>30) LA R & 3 i £ FE SRR (R AT i
B (2 HAM-A £175>20) JF R R T, Ad R 7A R CGF 6/8
JEIF MADRS /8735 22 B0 2 18] () S AT 48 22 S Y T )2 2.8-7.3 73 A1 3.6-7.3
75 (MMRM 734100 AL TTEXZENIBI T, A ST I1X 8 8 AR
XX B NRER TR IR T, R A S PUIAR RN R R 8EE

i X F 775 F B (DSST ), FEHML A A F 2 TAE 55 197 77 5E 77 i
(UPSA) (EXEFO) R A7 2 H 5712 (PDQ ) EAR U T PEL) GE 1 25 1]
Z (CPFQ) (LX) 7757 HI 7207

CVE 2 TRAE AT 1 T4 NS 3 22 R0t R AT 78 PR E A 1 A (5-20mg/HD
X MDD 3 B R

S A, AT S I (DSST) A RF U, £ 2 TUREA
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I, ZRIEHETE A=1.75 (p=0.019) %] 4.26 (p<0.0001) Z [f], 7EZHFENBFF
W25 RN A=2.79 (p=0.023). TEFTA 3 Wi 70+ DSST IEHIFT 5 B T 3628
(K] 352 A i 25 25 40 #rd CANCOVA, LOCF), A EZEFIAA S EER
(p<0.05), FRENEN 0.35. 7E 3 WA H 4, K IET MADRS &
SRS G, G5 R 522 BERIE DSST 1ERA 5 BOM i T R 4k 1~ 2 284k,
B ERIEAEREER (p<0.05), WAESNE RN 0.24.

— TR 50K FH 260 BF K2 AR 55 B AR VR BE IR CUPSAD AN 1 A S %) 2h
RERISEM . A S 2 BRIGAESG T B EEZER . A5 N 8.0 4, ZEAIN 5.1
43 (p=0.0003).

=T A, f# AR E B g% (PDQ) PR EXAMIThAE, AT %
R, AT AR R E, A E N 14.6, T2 EFIN10.5 (p=0.002),
2R A BRI RE A A 1) S AT VRN I, AR A 5 2 B IAE E A AT RE VAN
J7 TV B 2 5, M BT 2R, A B 8.1, T 22 B 71 6.9 (p=0.086) .

2 VERI 221
CAAERIIAICIIRE 78 Pl € 1 AL AE 5-20mgy/ H 77 &30 Bl A 9 22 4 PE AT 32 1k
RKTIARKRNMNIHKER, 20 IAR&M].

FXE T 2R, A AN 51 SR ARAN I I (1) 5 A2 R Ty

FER AN I 22 SRR B PRATE T o, RGEVE PP 1 A i R ORMS 24 J5 T e R AR 1
(EEPAEIR . A WA (6-12 ) BRI (24-64 JD 8775, 1FZOMERMIR AR
BRI S LR 2 R Te I R 2 5 o

FEAS i R A SRR R T, EATHR A PR DI REAS R B R A RIS, FF
H5ZEARML. R RSB ER (ASEXD BHFH, AMaHENRN
5-15mg/H B, 697 I PEDhaebsrg (TESD) KAFH LK ASEX B4 5%
FNZ AR B RA IR E L ZE R AR 20mg/ HIN, 5 22 &5 AH EL i 22
P TESD #% (KRAERZEFN 142%, 95%CI[1.4, 27.0]),

—TUAH 8 . XWEH. RiGHE. ST (n=424), 76455 SSRIs (FHELE
L B FEIT e E AR 3972/ 6 i, SSRIs ¥RYT 5S4 TESD, HINHEE
RIGRGE (LR CGI-S<3) WA, HE— B VPN TRBRUYT 55 3 A Uik 22
SHETHRE RIS . ARFESS 8 & CSFQ-14 MK ZER (2.2 4, p=0.013), R
B PEYT 10-20mg/ H 51421 TESD &35 /b T 3 A] PU B == 10-20mg/H - 2 8 F I,
RERPETTA (162 ] (74.7%)) 5 RIPEELE =240 (137 6 (66.2%)) #tk, H
MR EEZEZSR (OR 1.5, p=0.057). PLIHAERER MR HIER] T 4R,

FEFE SR R AT FE b, AR T2 BT, AR L Lo R BRI R TE 2 o

i PRATF ST A AR UL 5% 1 FFF AR FEE DAty 2285 2Rt A W P T SR AR A
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f£ MDD &, AN ECG 287 AT IR = S, 65 QT.
QTc. PR AT QRS [} 7EXS g FE 2 H I e i) — It 4zl QTe T, fEmiaSF
H 40mg & T, KA QTe MMM HEK ] HEME

[ZEFH]

EER

SRR ARBR PG VT HTAMAR A E AL AN 5 2 WA, (EA e 5 5-F2tuliz (5-
HT) G i a R0 st aitifoc. SURRMRGEITICAR
ol — 235 1, A 5-HTs SZARFSUEMA 5-HTia 2 EEh ], IXEiE A
SRR AR P8 ¥ T AT R FH 1o AR B 5

RERPEIT 5 N 5-HT #igk R EE M /) (Ki=1.6nM), {EX}Z:HE EREEEE

(Ki=113nM) B2 P EHZE 4 (Ki>1000nM) TE3EF 7. ARER PG VT REsma. k31
M) 5S-HT B3R (ICso=5.4nM). RBRPEITH 5-HTs (Ki=3.7aM). 5-HTia
(Ki=15nM). 5-HT; (Ki=19nM). 5-HTip (Ki=54nM). 5-HTp (Ki=33nM) 3Z{k&h
frs J& 5-HTs. 5-HTip M1 5-HT7 2RI B, 5-HT s AR BB FIAT 5-HT)a
AN .

BRHER

i i

RBRPETT Ames 1056 RS Atk EL AR B e PR A2 e . K B 1A 3 B i A 1k s
LERBINIATE

AT

KRAEF NSRRI K E BtElg T, HEsfEN 120mg/kg/H G IEAK
RIS, L9 NAR BRI 7 & 20me/ 1Y) 58 £, RIS HE. HER R A= H A
TR & B A W R

KR RMEAG-IaF & B B, sefEs i 160mg/ke/ H 1 60mg/ke/ H

G IRRRARITE, L8 NAR S R HEFEFRIR 1) 77 £5H0 58 %), KRR
LR s {EAE =30mg/kg/H CKED A1 10mg/kg/H (F) FIEF (FefRik#
AT, 22N AR ECRHEE IR R 15 £581 10 %), TR BIRSE, %
RI AR EREL. FILER,

KRB R, £ =40mgke/HAIE T GRRIARIMARITE, 208 Nk
B RHEFE AR 20 £5) 7] S EOE = EPEK g7 A 5 B BB TR A 5, A,
m7fE 120mg/kg/ H (FEAR AT R, 208 AR E RIEE =T 58 %) 7 &
B AN A 20 B AL TR) B A4 B BRAIG,  40mg/kg AT 120mg/kg AT 50K B A 4E
IR U H BRI R o 204 & B B NOAEL iy 10mg/ke/ H (F B AL AR 5,
LI NIRRT R S A5,

1371/ 4t 16 7T



BoE

KA CD-1 /NRAT Wistar K RIEAT T1ES: 2 FL A 4808 R, /R
YE2h 70BN 50me/ke/ H CHEE) A1 100mg/ke/ H CHETE), KR B 48 26575 840
 4omg/kg/H (HfEPE) A1 80omg/kg/H (MEVE), IZIAR IS, LN A
R RHEFEFI R 124 24 F120. 39 f%.

R, 80mg/kg/H (LI NARERHEREFIE R 39 %) MEVER R B RI%EE
PIRE IR R A 2R THr, H 30mg/keg/H (L9 AR ERORHER IR 15 £5) i
PER ST 40mg/kg/ H (238 NAR B R HEREF B 20 EDMENE R IR Iz R B -
X B 5B A B (10%F2 A 2E-B-2RHRE ) FITSUm RAEAIE A7 9% . /MK
T ke P R B

[26/%3h /1% ]

ik

A H RS 25 e IR G218 78 /B R AT, 7E 7-11 /NN N LSRR SIS B . 5. 10
5 20mg/ 2 G255, MBI KT Conax (129 9-33ng/mL 45t A4 F BE Ny
75%. RMEF MBS ST (B0 URERRD. 7EX2 2 iRk
SRS ML VRE -

S

Gif}

PR ARER (V) N 2,600L, $ERH T 2 0 mAEME sh. ARSI E A2 (A
KAEBEDES (98-99%), HiZ45E S ASKEL T A i i 2

EWEAL
ASENREA 2, FEE@ET CYP2D6 K&/NEirilid CYP3A4/5 A
CYP2CY AT B N, A 2 5 ) F] 4 BRI TR 45 5

25D AE A FH ARG AR W 22 2 A H o CYP [ T.B CYP1A2.CYP2A6.CYP2B6.
CYP2C8. CYP2C9. CYP2C19. CYP2D6. CYP2E1 8% CYP3A4/5 A 3| aki% S
YER . A& —FhEg P-gp AR5 o

A ) EEACH N B 2B AR

THER

SIS 2 2 A AN D ARIE B 24 W 66 /NIEAT 3317/ . K4 2/3 B IE A
m AT R, K 1/3 i SR . i S HE A A ] 2
W o

2R VE/ AR LR

ZIREN AR R I ETEE (2.5-60mg/H ) P R 2R 1t HAS BT IS PR AR g o
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FT 5-20mg/ H Z R4 25 )5 1) AUCo24n, EAIBECH 5-6, 5 HMAT.

IR B

ZFEE

AR FREEZRE (FER>65 % n=20) F, 10mg/H 2 IRG 2G4 TG K
P (Coax 1 AUC) LRI RS2 (FFi<45 %) $25 27%. X T 65 %
UL EEBFE, N RACHZBOHE Sme, & H —IKIE RS EIWIEEAE. 800, X
TZAEBRE, BRI A EHE 10 mg, B H — K MigEEE RLEZERZED.

B LIFEIR T 2

A 10mg IR 2 )5, SHEMNPEREXT AL, SRR Cockeroft-Gault 2 At &
WS (B, hEEREE, 4 n=8) HRENKTFEEFREE (K&
K 30%). FEARME R EEF, 10mg FIEARNBEXRGY G, @EridfER R T
DI AN CAUC FT Conax PRI T 13%H1 27%; n=8). &5 R¥E B Thae it 77 &
WE (WU THERE]Y M EEFHTD.

HF Ly et fly i
VR RE . Bl R AT T RERR S (4R Child-Pugh A5l A B 8¢ C 20 Zik#H
(n=6-8) MZi3N 1% 5 MR E IR FH AT LR B B DhRe 1 3 52 il
1] AUC 2R T 10%, FEEM DR HE A H 1 AUC BT 10%. Fradl
(1) Cmax ZHINET 25%. LHRIEFIIREHTHERE (S0 [HEHE]
[EEFED.

CYP2D6 2[4

CYP2D6 G541 1A PN B AS il 1L 28 9 P 24 s AR A N Y 2 135 . E CYP2D6 55
AR TR 53 CYP3A4/2C9 )57 v BE S 2R F2 /K P3G (0L L% B
EFHD.

7£ CYP2D6 #BHACHIE i, A 10mg/ H AL 32, £E Smg/ H A1 10mg/ H 7 &
FH T om AR U 22 5 125 30 0 L 2 9% B 22 1] o W MR 6 3 AR s 7 2% R 3k 47 771) o 1 ¢
(W [HEREY ) .

5]
A 30°C B HRAE

(%]
7R IR R
Smg F1 10mg: 7 F /& 14 F/&: 28 Fr/&: 56 K&
20mg: 7 F/&hs 14 /6
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(EEFIEED
48 ™ H

[HATFRHE]
JX20140377

(ELTTERG DD |
Smg:  EZjET HI20170381; [EZ45#E5 HI20170382
10mg: [E 257 HI20170383; [E 254E5 HI20170384
20mg: [ 255 HI20202001

(TR IAIESZE PN |
4 F%: H. Lundbeck A/S
VEMHbE: Ottiliavej 9, 2500 Valby, Denmark
BER TR +45 36301311
& E: +4536301940
Y Hik: http://www.lundbeck.com

(774l ]
k4 F: H. Lundbeck A/S
AEFEHbE:  Ottiliavej 9, 2500 Valby, Denmark
HIES6i0: +45 36301311
& H: +4536301940
& ik: http://www.lundbeck.com

[EABRRHLE]

Sk RIE AerD) EH4EEERERA A

Hodik: JES T EARH X AR KHFES 9 54 1 Hoo 11 2 1101 N A01-06 FJT
HEECmiS: 100020

PE L 4008 102 919

f&  H. 4861058750188

& Hik: https://www.lundbeck.com/cn/cn
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