EAEHY: 20194E 09 H 05 H
BITHMI: 2020 4E 08 A 12 H
2020 4E 11 H 09 H
2021405 H 06 H
2022408 H 15 H
2023404 H20H
2024401 H 22 H
2024406 H 18 H
2024406 H 21 H
2024408 H 26 H
2024 4E 10 F 25 H
2025405 H 09 H
ReT e ek B 1 B 5
VAT A0 B B IR BRI ER 2 T i 5 R 18
(4% 7]
AR BT AR
AR % FRF" ERLEADA®
YL FR: Apalutamide Tablets
PUEPEE: Apata’an Pian
(957279
AR StV TR BT B A fr
W8 4-[7- (6-FIE-5-= 5 FF LML E-3-38) -8-48-6-BfR-5,7- AR [3 4] 3 -5-3E]-
2-980-N- FH 6 25 FH

7T
o)

NC ‘NH\ i H/
F.C” > NN F

AF K CaHisFaNsO,S
TR 47743
R A

5
=



Frth: A TRAEE. SR AR BRERFR TN AL AT 4 RIEHIREE (HPMC-
AS) . MWEREREE. TUAmAT4ER . AP 4R RIS AL AL )

MR, AR (B172). A (B172) « RO, ROHEE GRaK
fi AR AR

QLR |

A ORGSR OB R OB EREAR ., —MMZIE“AR 60774, BREABKERAG
BRI T,
(& ME]

® R PEN M IMAITHURMERT S IE (mHSPC) RUFERE

o {7 SR W AR 1k 22 AR AT 5 I (NM-CRPC) R B .
(342 1

60 mg
[HERE]
HEF SR

AR 2 240 mg (4 )7 60 mg/ D . BH—IR, OMRGZ. TEAFT.
A DL IR F S B R R

RO LA 2 52 M R RIRFVRYT, BRI B2 (R ME BRI R RO = 258 (GnRHa)
TRIT BT 52 1 WU S R TTBR A

WA T 1 A, RURPAE S RAMRZ), AR T RIIRE . 1 2SN A
i LAGR AN AR A7
IR

AR >3 RF R OOEM 2 A R, NMEFSY), HREAERGE E<] HERE
BEH, WMRALE, FREMEFREESRE (180 mg &l 120 mg) -
Fofth 452575 1
SRR SR & —&RA .

T IEEE R RIS, AR S BAEAEREOK T, AR5 5 LT AERPRCR R 2
— BV, 2%, ERNE . MTIOHBRYIBUAB IO IRE 5 — IR

LKA S B ALy I TR T2 R BT

2. IMAZ 20 mL (4 580D JERRER/K, PABOR 758 AR IR TE K H .

3.5EF 200, EER AR EL RIEHHHR S

4. N 30 mL (6 7L 2 k) LU TFARMPRICEI B 2 — (B, 4ok SER%E . 7]
HBRYIERFAR YR, HiFR G .

i
N
=i



5. LRIAERIE Y.

6. FLE BRIt 7, LRI, #IRIR N 250 &

7. BRI S D IR AT Ja B
RN
JLE

T AR RE AR Wb AE ) L B TR ) e e PR AT 2
ZEAN

CEBEHELFHENE (W (ZFEMHL] ) .

B DR E

REEREEHRERELTHENR.

H T o AR AE RS B B T SR AT I A A, Rl R ARERIE ] (W D253 )
#1) o WREBHEEZRYT, WNFFSMENEE 2T NI IARKNT A AR RN, Jf
12 1 Y R BT
FrohREtRE

BELRI B R B FR S (49008 Child-Pugh A Z0R1 B 40 (¥ 835 075 R 55 & .

AN TR E B A, RO TC I B AR AR SR, HAS i 32 B2 ATV
RGN €STAw k2 IDR
(AR

IR AR 126 1257 AR 2P ARl ARG I P O B A RS B A B R TS ELge vl B
TIETF e W PR SE Bk LS B A AS RS B e AR

BEHL. 22T HEIG R R3S (TITAN F1 SPARTAN) &5 LI (=10%) H.B bt e
RAEZRE S (LWZEAHE=2%) MARKNAEZ. KT KB, ST, BRE. &
R, SR B BEEME .

HR A IE T SURERT 51 AR (mHSPC)

TITAN & —JTifaHl (1: 1) XWEH. ZEFIXE, S0k, A4 784 mHSPC
R . TEXTUFFLH, BE B RIESZ 240 mg FTIAMAZEZ B AETT . TITAN §F AP T a
BRI TR IR B R B R Y (GnRHa) & 3F3A 77 Bk CL 2% 32 1 0] 52 AL 0 oA
FZ At i T i R B A B ER AR SRR ) 20 M H GER: 0 2 34 M), R
WITHEFE RN 1I8AH GElE: 012 344MH)

TERZBIAfb A T B R, JEE 10 IR (1.9%) A RKRMNAET:. BT FE sk
MO FEE (n=3) , SHEHG (0=2) , FIROBKEE (n=1) , ORI (0= ,
MR R (n=1) , MM AN (=1 FREEE S L (n=1) o 8% R AEA R N1

B3



1 AT AL, f5 i DL B2 (2%) o 23% 0 BB R AR T 5000 My e i & 243 v i sl ) A1
AR B (31%) BB RIS B Z S . R3S B et i 6 7 1Y)
BEMEZ 2 ANRT I EF T, EEAN R RMR AR5 TA 20%F1 20%.

15T TITAN AR et g 2 & 25 R =10% HA 22 B4 R A 350 =2 % A RN
R 2HH TRl A K AERE =15% HRAERE TRERIA (>5%) ML ERaERHE.

#1: TITAN FFA R RN (mHSPC)
R T A R TR
N=524 N=527
RERETR PR 3-4%% FRESN 344
AN RN % % % %
AT B B R G 4E 4 SR
PSS 17 0.4 15 0.9
BRIk e B2 T H AR50
% 2 28 6 9 0.6
SR PEE 11 0.2 4.6 0.2
1 5% B8 2505
R 23 0 16 0
=5 I 18 8 16 9

UORAEA R R SOE AR ESRE (CTCAE) , XSS m ™ =R N 3 4

OB, B, SRS TS JREMES. BOIREE . SR SRR, LR
BB BRI ATEAR RS ARMEEE . HIERIER . 292, DESYE. lag. KE. ©
By KR BPBERE. B AR 2

BT A B Y T 4R R A KT 2% BN A 10% AR 75 TR IR RS S AL IEIETE (9%, %
BRIEHA 6%) » WIPREZE (3.1%, ZEFIHA 1.9%) , R (3.2%, ZEA4HN 0.6%)
FRURIRIHREIGRIE (3.6%, ZRFIHN 0.6%) -

# 2: TITAN (mHSPC) FPMipfhiRA RAER=>15% B RAERT TREME (FAHRpT
BERNEMRRERER>S%) HLRSHERR

A T Ak Jrg LR
N=524 N=527
;(M:% EEET%% Fﬁﬁo/f&ﬁu 3-2;)2& Fﬁﬁi/f&ﬁﬂ 3—2;)2&
ik &2
EE ) 27 0.4 19 0.6
XA
I = S o 17 2.5 12 2.3
BV NSt L e

e B R HIRGHE AT SIS (NM-CRPC)

SPARTAN £ —TiBEHL (2: 1) « WEH. LEAIXE, 250K, ANHT NM-
CRPC ¥ . (EXTMFF A, BER R 240 mg B fl ek 22 B FI3677 . SPARTAN B 78
T S B2 TRMERRIME B SO R 22 (GnRHa) & JFiRYT B C B s ad XU 52 A1 9]

AT



BRA . HesZBmaf i if 7 i B R T AL R B RS )y 33 N GER: 0.1 2 75 AMHD %
ZRBANETREE N 1TAH GER: 01 237N .

TERSZ AR T B, G 24 FIEH Q%) BIARRBIGET:. =2 flEHN
T ERAFEELE (n=7) OIS (n=3)  WILEFMF (n=2) RERMER (0=3) . 11%
¥ 83 PR AR AN R RETTT 4 F BT it e, e IR 2 (3.2%) o 33%M)EERIA B R BL1f
SRR A e BT 45 P 2 AR s L (> 1%) BRSBTS, EZ . Bl Xk,
E ML RALR o« 7E 32 BTt i va o7 1 S A 2 e AR T IR R, TN R RN R AR
RN 25%M 23%. B i i w WP EA RIS (>2%) NEST (34%) , T2
AR (3.8%) -

35T SPARTAN H R At fiie 241 % AF F>10% HL A 22 BT 4 R A 26 m>2% AN B B o
R AGN TRl A A A FR > 15% HORAE S T2 (>5%) ISR Em A R .

#3: SPARTAN F A B Jx B
Ra] i Atk i BRI
N=803 N=398
RABRETR A% 3-4% A% 34
AR R % % % %
A By IR B 4A AL B il I L
= b 39 1.4 28 0.3
B ALV B B8 e 4 40 S R IR
KT 16 0 8 0
BRI B2 T 4H R ENR
K% ¢ 25 5.2 6 0.3
R B F R
BTECT R 12 0.1 9 0
A1 JE 7K i € 11 0 9 0
LK. FPERFAFRE
PIRE 16 1.7 9 0.8
i 12 2.7 7 0.8
BRE
NG T (Ao 16 1.1 6 0.3
M8 59 BB B
e 1L 25 14 20 12
T A 14 0 9 0
B RGEW
iR 20 1.1 15 0.5
M 18 0 16 0

b
=



R ZMZ

b RIEA R BOEAARERE (CTCAE) , XS AR ™ BN 3 4

© QHEEZ. WEE. &SRS TIRE . BRENEE. BRREDE . 4K, 2L, 2
FERZ . BRI AETE AR RE . AN RE . HIERRE R 298, DES. s, K.
B KRB BARBERE . B RAKIEZE

¢ QSRR . AACRRE. SRR e R

¢ QRSN B KB KL RS BIZEAKI . SRR SR REE K
AT RS FR R A i

OO E A MR MR RGET BEEE YT SECE YT W AR BAEE
o BERCEST. BOEWR. TR AEE . BAET. BREET. REEET. WRE S
I WEEI TREI BRRTEE . BEEdT. WiE . B . REmR. BH
I BREE B ETT BOITEES. QUTEE AT SIHEE YT R SUE ST AR E AT

FERESZ B I A a7 I BB v, RAE R S2% I HAR I PR 2 AN R N HE,  HUIRIRTD REIR
B (8%, LREFNMN 2%)  IBFE (6%, ZEFMEN 1.5%) « FLOEFEE (2.2%, ZEFIH
1% .

£ 4 SPARTAN (NM-CRPC) H R & A& E>15% R ERE T RZEHE (FH
HEFIESEFNEMHRERER>5%) KNLRERERE

e T Ak g R
N=803 N=398
IS KT B Fr ﬁo/;%gﬁ 3-; 2% it ﬁO/:%é& 3-2‘/0 %
Jid &3
g 70 0.4 64 0.5
20 o2 i 47 0.3 29 0
HR A0 e 2 i 41 1.8 21 1.6
Yia
v JUEL 2] f @ 76 0.1 46 0
5 IR AE @ 70 2 59 1.0
v I = g A 67 1.6 49 0.8
e £ I 32 1.9 22 0.5
R AR
582

FEWTERL. 227 R IG RIS (SPARTAN A1 TITAND FIC S EdE b, 55 DA Bl iy
AR O 2 A BER BOZ BB [ . B2 BT in b i va 7 (1 (3 52 BN s, oy
A 26%H1 8%IR e T KB R HeSZB At 67 1f) B 532 22 RERIVA T 1 1835 43 5l
H 6% 0.5%H % T 3R L GE LUNE T >30% AR TF[BSAD

TEBTMA I T 4L, BB KA R AL (AR 83 Ko T8%IMEE K Z IR, AR [E A H
BB RETMRIG 78 Ko H O RPUARZ . J5E 5 R RETT E, 19%0EFEH T

H
o
=i



GRS R . S 14%F0 28% ) B R AIKER T 4 2 . e IS 2B E T,
AL F BT A R, 59% 1 B R B R R .
R R T B R

EPIBENL. B FIRIGRFF9T (SPARTAN Al TITAN) B sk, T4 4 4NH
— XM HCIRER R (TSHD PPl , FERESZRInAb a7 Fe 2 2 AT s b, 0 0A
8%FH 1.5% 4R & HUIRBR D BE IR . FERSZ B iR th i I 7 I3 22 AR T T I B b, 00l 25%
M 7%5 M TSH T SPALAARIS A9 TR SE — PPl I o REIEL 3 REk 4 AR B 72
P2 B ip At i i T 7 i) A, 4.9% K B E A T HUIRIRBER B AOGIT . WA IR RTRIE, RIAE
FIHCIR IR B AR 7 s B 5n & (L D29 EAERY O .
EwEEE

A BT RIS T MR RN . BT B R E IR SN AR EA AN, B
UEAN REAERA A5 TH A R SR IR R AR A B o He 5 FH 24 2 T IR LR K &R

AR KB TR BN %

BRMAE RGN AN TIREAEIE

WY 2R G0 B SRR - 1B s g

BERR LB T ASSBIR 2 S LA e R A B 38 2 A B PESRECIR L S SO -2 i 5 5 it/
T BRI R BN SEAR AR AE

(€359

Lo A et 1 RS B e ek A A R U

2 AEARMIECH RIPR A I OO D200 R AL SO 25 D

(EERFmR]

R A4 AP PR TSR L A i XL A8

A BB LB AR N 5 R AE S MO B AR M i L s, s SRR T . R
ISP L P o HUFE 5 AR AL O LB 0 RO AR AE MR IR o IS B R R B0 B8, i fL i s W PR
By L 5

FE—TBENLIF 5T (SPARTAND 1, HeS2 7K MR YT (132l A 32 2 BRIV IT I 321k
G A% 3% AR PE O« FE—TREALIE ST (TITAND 1, 2 AR SR YT I 238
B AR IR E T, A 4% 2% KA OB . 7E SPARTAN F1 TITAN fiff
For, 6 1 (0.5%) HeSZARGIBITIEE R 2 6] (0.2%) 52 B 3 B0 Tk P o0 -

f£ SPARTAN WIFLH, Adhifyr i) P AL g2 g 0y 32.9 AN H, 2REGIHN 11.5 4,
A IBST BRI FNEIT H I3 A 4% 1% 83 KA SR PRI & 5pi . 72 TITAN BE5iH,

BT



AR (1.5%) BRIl (1.5%) kAR B i P A i 85 22 9 1 & 3% Ll AR AL . 7
SPARTAN I TITAN A e, 2 6] (0.2%) H5Z2 A5G y7 1 88 S0 TR i PR 55, 22
FRVZE T R 0Tt e i 185 5096

SPARTAN I TITAN AfF 7t HERR T BEHLS 41LAT 6 A H A AR B0 OAUESE. 7o
ERNYAB-37 NI by R 28 TN V& (S i) e
CEil

FeZ B A A i ie 7 R R G R A BT VA R I T AR . AR TS IR T e e
FE BAELE ST R (R B3, 25 R A B ) 2490

TE— TG T AR A Ve 25 AR i 21 e S5 I BE AL 78 (SPARTAND w1, 433l 12%
e 52 T A ST 7 )RR R 7% 52 2 RERIVR YT IR AR E AT . TEREZ BTt i va 77 1 26
FH R ZRFNAITHREE T, DHE 2.7%M 0.8% K4 3-4 S . HZ itz ia T i &
F AT A R R AN 314 K G : 20 45 953 KD o #£ SPARTAN BF 7 i R BEAT 5 BB 25
FEVPA, A B R i B R 250V T B BB AL E

TE— TR TR 1t 4 43 b v o7 BBURR M 1 27 e S I BE LB 7L (TITAND 1, 9%[1#%%
BTt i Y6 T (R B 6% 2 e REFIIAYT M B R A E . P4 3-4 E I RAERMEL
1.5%. $SZBiafh a7 1B I BT AL AR R D 56 K (GERL: 22 111°K) o 7E TITAN
BT R AT 8 R B PP A A S 1) 2R 9T LA TE o
R

A BB AEZ I 5 R A ], HZ A NGB AR (W CEFAZAY ) o BF
it R AR RS o

FE—TBENLI 5T (SPARTAN) v, FEHSZRaIAMH e vayT 10 8 A2 e AR o7 1 8
th, S RIE 16% F1 9% & A BB, BRE) 5 2R 2k mOmUR & 1 TE o5 .
W A

Bz B R Ta T I B 8 U R A . FEIRTT HIITR] H BILRORN R 1 (1 55 R K A% FH Bl
WPt o 1A BB O 2470 /2 75 T LAIS LB BT We b e R R o L R, ZERRT A i
WA, FTREAEWURRAE, S5TEFIR AT Re AR R EIN, X B Sl G s .

FEPITIBENLIT 78 (SPARTAN Al TITAN) 1, 5 B3z B0t i va 7 i) % (0.4%) 1 1
G452 ZROANEIT B (0.1%) KA RAE WU A AE BT a6 8 F BT ia Al iz 5 1 159
KA 650 Ko BFFHEMR 7AW K AERT S AFTERUIN 5 A B8 3 BRAETE A3 0 AT FRAR B R A
R B N A E RO Z I BB o A R A1 S8 P R A T e i 1 R PR 22565
FEEBERARKRI (SCAR)

W
=t



A AE R T L) SCAR(ELIE 2454 J B A WE TR AT i 189 22 A1 4= B VESEIR[DRES S A
S S -2 I SR A AR/ P BRI R IR SEAA ASE[SIS/TEND LT fE9fl, SCAR W REfE & A fi
BFHIETT (W CRR&MY ) o WR B SCAR ARAESER, NATEIEHAN, FHeEL
B BEAT PRAL AR TT o
6] B PR (ILD)

R PSR CRAERTIAAL ¥a97 1B g 3] BT 5 ILD s, Hrh e REsET
il ot SR H I B IR Bk A A R /AN W R A, RO BT AR VR ST, JEXS IX R
BEATRE— B . WRZWTY ILD, NZabRiafbiziayy, Jie bt — B hiEBER 24T
(W IARRELT D .

HRAMZ &

BTl Jie & — PR AL S 70), TRE S SEUA 2 WA R BT B, Bk, TEFFURETIY
fbfia I AT A S 2. — RIS, WERRT iz e T ERN S AR EE R, JFH
TEFANAN E S W 7 KB L AR AR P SR AT R R, D) AL Gk BT it fie 5 A Dy 2 P AR U A
iz AR BURIR B 251E

JSL38E G 5 HEE ORI SR PR A . RBTInAk i 5 2 CYP2CY R IHTEER] Cante
MBS AT ) A, R E R EE S (INRD) HEATARAM .
HEBERRFRIT A BESIEK QT A

XTAH QT [HIME K S a7 7E QT [AIHIAE K XU R I &8 3, AR & IR Al e QT [A)
WIE 25 o, B A AR TT AR Bl et i e T 7 T VE AL 3R 28 - KU bE A0 35 H IR A o 1L e 24 =5
R AT REVE o
O BE AR 2

FE—TELHE 45 15 CRPC [F ITIE . X, e, BB, LI QT HTFTH, Pl T
BrTiE iz 240 mg (BFH—) X QTe MR . FaSH, P QTcF B4 i i KL Ny
12.4 ms G 90% CI EMR: 16.0 ms) . #RFE-QT /&M, Bt A Hadm s
QTCF [ i 5294 J5E A i 1k

X2 BAE A BLAS RE T K RZ M
AT frde Xk 225 AT A58 AL S 1) 8 70 B0 oM B S T S AN T o (B, P I e i 14
BB ATIR A AR o L B O B R AR AL (0 XU
HETILEASZERL.
[Z0 R E L 2]

H
o
=i



55 A Ltk e S T v

AN RS PR AR TERT I A e s AR Y . AR AT REXT R B iR ) L i 5 . TEA
ST IR RIR IR 255 3 N AW, B RIEA A E e 0 LR R A VAT BT, 8 [ B A
FHIEZ 2 DA J 5 b — ol v O 25 77 o
IR

BTt e 2 F T SRR B IR 2 e 2 (L D4R Y D o AR AR FIALA, 2 S 4R 1)
BT AR TTRES AR LG R o M TCIE R Lo (5 AR s (0 s
M 7,

AN A B A fre AR A 75 23 0 N LI v o ASREHEIROT Il L 28 L XU o ol L 34
() A JS2ASE P ] e e «
EET

RIS AE R, Bt ] Re s PRI AL B RE M B A E ) (L (2 EREEE] D
[LEAZ]

W A AT TE ) L2 R PP R e A PR A
[ZERA]

FE I PR FE o3 2 Bl Al 1) 1327 B3, 19%H B EHFEENT 65 %, 41%H B FHE
WATE 65 B 74 B 2 18], 0% BE R 75 % KU L

FEIX 8 2 0 SR AR B0 2 (B R SR BT R E A A 7 7

TERZ BRI IR TT M (n=1073) 1, FI/INT 65 S HIEE 1A 39%. 65-74 H 1
EHE 1% 75 5 KUL R ERERE 49% KA 3-4 AR R IR . B2 52 B b e MR T W R T
[ S5 BRI AR R B S TG N . AR08/ T 65 B IR KA 8%, HFIRTE 65-74 % 2 [H]
[FIEE RAFN 10%, FRTE 75 8 U EREHERERN 19%.
(2 HAER ]
SR Aty 24 9 o o W A i 4 52
SR CYP2C8 51 CYP3A4 il 5

Tttt SR CYP2C8 B CYP3 A4 #5772 WG IV PE R A RS S R SR & Ul B9 Bl At Jie
RO R N-25 PSSR Al i (R D o TR BRI AA TR, (AT AR R T 52 4 A e
el R (L DAEREY O o Bl 552kt &% CYP2C8 Bt CYP3 A4 Hil 77 AN 22 5 el B i i
i B e R
I W fre o JEC A 245 ¥ 5
CYP3A4. CYP2C9. CYP2C19 fll UGT J&#)
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TENPRAF, FaiEfffz /& CYP3A4 FI CYP2C19 [I5RALHEF7), /& CYP2CY 1552415 T35
BT ft e 5 1 B2 CYP3A4. CYP2C19 B CYP2CY R IIZEHI A I, £ MR MRX s 254 (1) 2
Fei. WERE, UG EAY: RS AL, R TE B G . BT i S
Ny UDP-# & M IR MG (UGT) JRMM A& RN, 2SBOLRERERD . Rk
UGT J&Y) SRt & H, ROEEAEE, JFrimEt skl Ol [AR3177%1 ) .

P-gp. BCRP & OATP1B1 JEY

R 5 o, i fh s - 1 (P-gp) « FLARSEIN 252K (BCRP) AT HLIAE T
Iz Z K 1B1 (OATPIBL) WIFSRGE S, ERREST, Bl fEdERIEME (—Fh P-gp %
Y1) FiEG&FRAYT (—Fh BCRP/OATPIBI JR¥) MMk 5 55 2 4%, FTma Mz 51E K P-gp.
BCRP 8¢ OATP1B1 KW ZiW) & Iy, PRy R &, R0 P-gp. BCRP
5 OATP1B1 IR SRTIAM &, REAEAE A, W RS2, ROPPASEVES RSO (I
(258 71%1 ) .

(Z%id&]

SHFAMAZSE, WA EMER. WA E, WERR A, R
SCREPERS M, B RWIKTE PR . ARSI 21 S A R RS, TR S ik
(SR @N=YIND BiYTIE e
[ RZ2 ]
wRF

FEARHT S IR As AR DTR (PSAD

HRHE XS TITAN M1 SPARTAN Hf 75 i 32483 1) PSA 3 )12 W 5 70 i 4 2R

mHSPC # #3232 [ fth iz 240 mg &F H— XA ADT (TITAND J&, 68%[H &3 AF =
[ AT SRRE  EPUR (PSA) WIEKERMAZIFKF (< 0.2 ng/mL) , 1M ADT SHIGITH,
0 32% 1) B E B BNZIRIT RO . 2B IS ADT V877 (1 53 A7 28 PSA BEARZEAIIA
IR 1.9 AN H o BIIAAB IS S ADT 18 90%I1) B (AF RN /B] PSA Bt £ 1A% >
50%, TMHE52 ADT BH0RTT I8 P X— 1y 55%.

nmCRPC EH 2Btz 240 mg & H—IRIEE ADT ¥697 (SPARTAN) J&, 38%MH&
H AT Z S ) PSA B EAMA R F/KTF (<02ng/mL) , 1 ADT HAMAITI, A &H
(0%) IEFNZIATT AR B2 FiafhiEIc s ADT 1897 B E AL PSA PR AR I 1)
AR 2.8 N H o BTIAAR RIS A ADT i 90% ) 8 2 AT s 7] PSA B2 P11k > 50%,
M52 ADT SR YT 1 835 X — N 2.2%.

BRFh 1%

11



BrAE AU, PO 2530 1 SRR R ME R EZE (SD) T. 30 % 480 mg Fifif
iz (0.125 2 2 5 HERERIE) MH - RELLZAE, HMZREIEHE (Couo FIZNHIZ T
L (AUC) BEFIERLLEIE M. SRR ES S, PIRMALE 4 8 EXRRE, FHERL
Y18 55, ERAST, FIMEAMAZR Cun A 6.0 pg/mL (1.7) , AUC A 100 pgh/mL (32) . [
At e I 2453k P A L B BB, TR Eoh 1.63. 7F B A 25 MBI R MIE R R (CL/F)
I, X AT RE A BT A B S S . TR IR M TE 30 A% 480 mg G P 2
FRE BN, PTUEMEERE T, B9l SRN R CIAR K.

ARG Y)E, ERET, EEFEMEAMY N-EH BRI ML Cnu N 5.9 ng/mL

(1.0) , AUC M 124 pgh/mL (23) . FaFSHT N-2: HFERip fih e 200 250 dh 2k, P8
W ELA 1.27. BREAZAE, N-23 P ERTIb A Y/ BHA 257 AUC LUAEIE N 1.3,
HTRGRFE. MRB S 1285, N-25 5 LR i g T 6843 Bl B i A i 1) s
RYEE o
TS

¥Rt O RAEDRI LN 100%. AR ] (tma) 8 2 /DB GER: 1 5 5 /)
) .

FUR 4 Fr 23 BILE S 508 R (BT At g 75 (60 mg /F7) » SRS TR 4 5 2 i
A% Fr 7] (60 mg /) AL, Crax AT AUC TEMGARAR AL
BT

@RS R G fE S A IR R (K4 500 & 600 R BASHT . 250 1% BB KL A4 AN
150 REEELAEATD K0 MEZITMMIZE LS, Cnu 1 AUC A GRS . BEE A
G WAL tmax EIR T 2] 2 /NI
Zigiil

T A I B et fi (1) ~F- 35 2 A A AR 20 276 Lo

R 1At fre A N-25 FE ] e i i 5 1 2 1 5 S R L9 3 iR 96% R 95%, TRk FE AR M .
HER

B[ Ath e B R 25 25 )5 1) CL/F N 1.3 L, BH—IRG 25, RS FHEE 2.0 L/h, XATRE
A TR 515 SE. ERET, Finfikr FEa 8024 h 3 K.
ni

AR A A et i Y ok 1) R B A% . BT AL i 2 222 CYP2C8 Il CYP3A4 AR, TR RGE AR
W) N-2 LRI MR . kg 2)a, At CYP2CS A1 CYP3A4 16 Rl i A e gt ke 1 1 /F
F 7305 58%A1 13%, (HAERRAS T 707132y 40%A1 37%.
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SRR IRTBUS MR C RIBRT M A i 240 mg J5 5 BRI (5 6 AUC 1) 45%, N-25 HUE: R irify
5 44%.
it

VR RIS AR L BT I A 70 R P, FESRIRHR R T 7B 65% (1.2% 4 JR BY Bl iy
filfi, 2.7%9 N-2< BRI Ml i), FESRME PRI T 24% (1.5% MR BURT Al E, 2% N-2%
R BT AAd D
[ PR ]

A 4 TR AL 2 T 7 FER I R 560 i 0 S 1 B At e P 7 200 2 A

TITAN: EBIEN 767 BRI B (mHSPC)

TITAN 2 —TiFENL. XE . ZEFHE . EERZ oI RiR%E, 1052 4] mHSPC &3l
(1: 1) 52 DRRTIA AR 240 mg & H—Ri69T7 (N=525) B @5l H —IkiGIT (N=527) .
TITAN F 50 1 BT A S 10852 7 AR PE IR R B R ) (GnRHa) & IR T BRBE AL 2
ik WM IR A . BE LW Gleason 43 BEAL 2 P53 {155 SO A b [X 3k 47
O E o ELE AR 47 A7 AT s R 0 () mHSPC BB I B S INAT I . i IR S s 72 X
NAEAE N REFE RS BAEE | A kLB A7 AE 4 Bl B ik, HILR S 1AL T 5 4
FE 2 S B g S

PIANRTT B BN Gevk 2 AR R PR R . TP LRI 68 & (VEH A 43-94
%), %HEFEL=T5 5. NFAGIER AN 68%, WA 22%, BN 2%. 63%H]
B A v R SRR B, 37 %1 S B R ST . 16% M B BRI TR |
FIRRIBOT B A . RZHUEE Gleason 1T/ =84 (67%) o 68%IH B BT HZ it bt
HEMFEZY) (RS, FibEESJE SRR 7. HEATITRT, B 10l @ima sz s, B
A B 2L AR AR R UM E AR BRRES (ECOG PS) 1F43 A 0B 1 43«

AHIF T 0 BT RS R As kR R A (OS) MR it R AEE ) (PFS) . MRS
BV AR I R, 8 SO BN 2 58 i ik R BUAE LIRS [R] . SEAR 22k
J& 58 SURAEE AT R 2 Ab B 20 B i kAR BN (Rl e AR 2H 2 hritl) A/Ea
LB .

SN 2 NG YT 1B AL, BEALIESZ BT i 16 7 1K 1) OS #1 rPFS 1 41t
BEBE. OS ML BT TS HUE 1 I7 20 o FESZHIE T BT AT T d5ofi i) OS 4
B, WELR 405 BISET .. TPALBETIT Ay 44 4 H o 2R 39% 1) 32 1R F e N 2 A B Iy
TITAN 97 34 g L3k 5 DU 1 R 2,

1371



x 5: TITAN B 58 7 &5 R

Y 5 o Ak frg 2RI
(N=525) (N=527)
A T
HET (%) 83 (16%) 117 (22%)
HAZE ], A (95% CD P NE (NE, NE) NE (NE, NE)
AR EE (95% CI) 0.67 (0.51, 0.89)
pfa¢ 0.0053
ARSI
BET (%) 170 (32%) 235 (45%)
HAEES AT, H(95% CI)° NE (NE, NE) 52 (42, NE)
A EE(95% CT)© 0.651 (0.534, 0.793)
pfa¢ <0.0001
BT RETH
P HE R BB T (%) 134 (26%) 231 (44%)

rRAEEsEE], A (95% CD °
KU EE (95% CD) ©
pfE ¢

NE (NE, NE)
0.48 (0.39, 0.60)
<0.0001

22.1 (18, 33)

NE=TCiAd 1t

[=9 o o ®

TEFAEC T RIEAT B 2 M A3 50% 0, HEAT AR i . 3 C i) @ =0.01,

JAUSE BE ER 43 2 1 B A AR A o XU Bl A 1) BT Ao i
K AW Gleason ¥4 (<7 vs.>7) . HilX (NA/EU vs. HAh[E ZX) FIEEF: 2 Fhfth 2843 175
(B—5H) 7 Z R BRAG515 p {H .

TELLT B WA AW 22 3] — 201 rPFS 0% : S isd Tifer (G vs ) , BEAE Z iEfth 2846
HEN G2l FHZ W # Gleason #4) (<7 vs>7) &

FEULT B H WA R OS i3k B iR B fif

YA (K7 5>7)

(FE 5K FHZWiE i Gleason

R hE Ath i mT 72 S vt 2 B 2 SR IR A B B AL T I T 4R I 18] (HR=0.39, 95%CI=0.27, 0.56;

p<0.0001) .
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A 1.

BAFH (0S) BZ&HTH Kaplan-Meier B; & [RVEJT mHSPC A&
(TITAN)
1007 | —e— Al
- o R
80
3
©
e
= i
e 60
=
=
o 40
4
_]_K
20
0_
I I I I I I 1 I 1 I I I I I I I I I I |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
B FEE B RIES R CH D
AR 2 Ee

) 527 524 510 503 474 458 436 408 374 357 339 322 301 248 181102 43 10 0 0
Fliffil iz 525 519 513 500 489 469 452 438 425 412 384 376 362 321 227 139 52 15 3 0
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& 2: MBS HBEAEEY (rPFS) i) Kaplan-Meier &; B AISYT mHSPC AR
(TITAN)

100 — IR J

------- Bl ey i A
80 -

60 —

40 —

AREFAH L E %

20

0 3 6 9 12 15 18 21 24 27 30 33 36
B B 5 AL I TR
BREERA
2R 527 488 437 381 325 240 229 140 57 14 3 1 o]

Fig4thfz 525 498 469 434 389 326 315 194 B9 21 2 1 [s]

SPARTAN: FEEEBM X LTI AR (NM-CRPC)

SPARTAN (ARN-509-003) £ —Ii&EKZ .t WHE. B (2: 1D BRI R
4%, 1207 # NM-CRPC EZFEHLAAL (2: 1) 22 DRFTIHM AL 240 mg £ H —XIBIT
(N=806) Bz FI4& H—IRiGIT (N=401) . SPARTAN {5+ (T g 8352 7 (et iR
WE BB ZERY) (GnRHa) & FFiA 97 5 O 32 1 M 52 AP0 BRoR o« ARE 1l 51 R S 1
Ji (PSA) 5S4 TA] (PSADT)  H DRAP I FH 9 50 A0 o 3 DX S xof J 5 kAT 70 2 FAAN
HEA SRR SR, B XCWNART PSADT<I0 MH . g =t s (il CT.
MRI FlEEH RKIEAAER HEEHMIOH A2 (BICR) UESEH &5 Kbk HERR .
PSA 4 FNEE DAMENELKIE . BENL B S AT — 4 2R W SR B4 BICR 3IESZ(F8UH
PRt R IR . FFEHIIATT . AT MR EOR AT, W IRIRTT

PRI HZ A LA B N DGk S AR R R AR P . TR ARl 74 & GERDN
48-97 %) , 26%HIEFHF >80 & . NM MBI NEM N 66%, WA 12%, BN 6%. M
MRITHETA 77% 0 8 & A2 AT IR T REURT . KEHEF W Gleason W=7 43
(78%) o BEAWIFUNS, 15%H) BFAFAE <2 BRI AW . 73% 0 8 BEAE 3L 32 0 ok
WRIBTT: 69%M B FH B2 LR &, 10%M S B itz . BEABFAR, B BE
IR M EALREEIRZES (ECOG PS) 1434 0 438k 1 47
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R I  B7 ks AR A R BB AN (MFS) , & SUNMBEHLAL R RZ: BICR i
SONIEALEERS CGE SCNE B S0 1 B8R 2 3k o BT iR ER A oKD Bk R ART SR R BT T
BT, DLOERAEE k. HAT A& RO BB (TTMD « G RAZH (PFS, HE
FERER X )« FEREE R R . SRR (OS) LUK AN i #E kAT I FF UG B R o

SRS 22 BANR T R SR, BENLESZRTI A VA 9T 1R SR 1K) MFS F1 OS A 4 it 2
BEHENE. TTM. PFSHAHNGE, Bt bl 7 Y7L R (MFS) o f£MFS. TTMAIPFS
ST SE UG 324, X OS A B B MEAGTT R TFURI (BT T iR Mr. B 3. B 4 FIgR 6 &4
457 SPARTAN H 37345 3

% 6: SPARTAN BT RT3 4 R

o 2 Re W A Ji TR
" (N=806) (N=401)
THBEFE >
HE (%) 184 (23%) 194 (48%)
AL TR, H (95% CD ¢ 40.5 (NE, NE) 16.2 (15, 18)
KR (95% CD 0.28 (0.23, 0.35)
pfE*® <0.0001
ZEBR R
FH (%) 175 (22%) 191 (48%)
A TE, H (95% CD ¢ 40.5 (NE, NE) 16.6 (15, 18)
R EE (95% CD 0.27 (0.22, 0.34)
pfH*® <0.0001
TR
FHH (%) 200 (25%) 204 (51%)
TR, H (95% CD ¢ 40.5 (NE, NE) 14.7 (14, 18)
R EL (95% CD 0.29 (0.24, 0.36)
pfH*® <0.0001
BAR
FHE (%) 274 (34%) 154 (38%)
TR, H (95% CD ¢ 73.9 (61, NE) 59.9 (53, NE)
K EE (95% CD 0.78 (0.64, 0.96)
pfE*® 0.0161

a B oy Br¥g AR T PSA RESGET[A]. B ORGP 7S F 15 AN J& 3 X S i RS AT 20 2
b T BICR vHAE AN FHA4E

¢ BARINE, 2.4%MEEH IR ERE.

d NE=Am] {11

T MFS, &ILABHEMEBNGER—E, 46 PSADT (<6 PMHE>6MH) o BEEE R
AR GEEE) MURFRX A (NO B ND .

Rl hE A % B ] 78 G it 2 b S 3 S IR 40 B M AL T B9 4R B[R] [HR=0.63 (95% CI=0.49, 0.81) ;
p=0.0002]
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K 3. SPARTAN FEEBAEFY (MFS) ) Kaplan-Meier B8

100 <

T
—+—— [ MA{#RE-
80
3
=
— 60 -
-
%
40
+H
.
&
ik 20
0- [}
I I T | ] I ] ] I I T I
O 4 8 12 16 20 24 28 32 36 40 44
= RRALAIESE] (B <
AR ERE
AT 401 201 220 153 91 S8 3¢ 13 5 1 0 0
PIOEHLRE 06 713 652 514 398 282 180 96 36 16 3 0
& 4: SPARTAN (nmCRPC) H 84FH (0S) ) Kaplan-Meier ik
100 A I—— T
‘ VLIRS
80 -
e 60 -
e
i
g 40
{E
1H
e
20
=
U_ T T T T T T T T I T T T T T | T T T T T
0O 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76
. \ RS FEHLLTIESR] C(H)Y «
B RAERERE
ff‘%‘?ﬁﬁ'] 401 392 385 373 357 339 328 306 286 263 240 204 155114 82 38 21 & 2 0
P HR-fiL

BOG 791 774 758 739 717 691 658 625 593 558 489 374 269 181 100 47 18 4 O
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[Z3ss]
HEEA

BTt e oM 2R 2 1R (AR IR, B S AR RS & 3845 6. BTie b i T 41
i AR B ¥ A0 [ DNA 454, JFBHIE AR /3 4. EBARIY) N-25 B BE R f e 2 — Foh i
PEECHR 1) AR HIHIFA],  TE AR A1 SRR 4 DR ARSI o s A BT e b i ) = 2 — o FE I8 e
/NGRS PR AR AL R, T At fr T e 8 200 8 LR D O FLAR R IR T, AT U R A
HERR

puE =LA

BTEfth i Ames BR50% . MR AM UL RIS . K B B BRI IR . K B A 5 RS
SN

A FE M

FEREPE R (L2500 26 D) AR (4525 R ik 39 D ERAHFMM AT, KRAE
R E>25 mgkg/ R (FET AUC, WARBEEM 1475 , RIAEGZATE>2.5 mg/kg/ Rk (O
T AUC, NWARFEEM 0.9 B, ARG RIFIIRAERESES . TR R &
G /INAE A A R/ ) 400 3 A B K

FEMEME R BRAAE B W7, Bh>25 mg/kg/ Rk (T AUC, N ARBEREN 0.8 ) HIfIE
U 4G, FTIKETWREANE ) TR, R TRAREIEM, SCRREMAETRE (SR ZIME
PERBACHC) A, DASCRITERRAIPH 52 & . DL 150 mg/kg/ RINFIE (FET AUC, AN
RN ST B 4l)E, BTERITA/EGEREZRIEM, S80EHEERD. ER
N2 8 G, HETE KB Z BN sm i

FE—TUR RATL IER-Ra A K & SR 7, RS RAES (EIREE 6-20 K) 4 L4 TR
Atz 25 50 Fl 100 mg/kg/ Rk SER B M. EERKIEHE =25 mg/kg/ KA EHA AT E
AETHAS PR RS AR . AR E R R (B AREA, REEE 2, Sl ks
HAR/EIE) 5 =50 mg/kg/ K& T WAEAR/REAT 200 (ISR 5 100 mg/kg/ R 4H
A LEASE M DLESE, T AUC, AL ANREBEER 2. 471615,

Bom i

TEHEME R 2 FEEUE RIS, MR RS DA FRIMAfbAZ 5. 15 F1 50 mg/kg/ K. FifA
MIETE =5 mg/kg/ KRR T (BET AUC, 299 NBEEEM 0.2 ) 7T 5 S8 AL 3 1K A 5 40 A i
SRR AEZRIG N, Z RIS BT A i 2 B E PEAE DG, 7E AR S RUIRD A BB T T, KR LA
UK. HEE rasH2 FEIE /N RUESE 6 4 H 4 U4 T BT A A% 5 &= IE 30 mg/kg/ R, A S HU
R R BT
REBR B

1971



EAFEFER (18-94 %) | ik CEAL AAL WMAEFEHAAN]. HAN | BEZEH

J% (eGFR 30-89 mL/min/1.73 m?, i %5 i £ ok B [MDRD] 7 R fi 55 B3 sl
(Child-Pugh A) #HE (Child-Pugh B) 4R & F, AUWEBIFIEMRIZEL N-2 2 fi
M 1 25 ARE) 3 25 THAEAE IR R 8 3 22 5

IV A P L W 1 S B R I B IE 5% (eGFR <29 mL/min/1.73 m?, MDRD) Bl ¥ iT
i #E  (Child-Pugh C) X it i 25 K80 77 5 H 52 o
ik /LR
R 20 BT SR T 5
HECCYP2CS FIHI7)

240 mg I EFTIAbIE 55 IR 5 (—FRM CYP2C8 1D A G, FTMAfIE ¥ Crax
B T 21%, 10 AUC 9N T 68%. TRt A 2 55 AT A Brl e it e A2 25 B Conan $E 711 32%,  AUC
FEIN 44%. TRUUE T TR B e et e I A R D N2 FE R o At e P D
FAASHS ) Crnax 390 19%, AUC 3411 23%.

HRE CYP3A4 #4177

240 mg 5 PPl S A7 AR (— B R CYP3AHIHIFTD A G, BT Crax
AR T 22%, 1 AUC AHAL. TRUFEAFEME (—PFhaml CYP3A4 HHIFD vy {5 550 & B i e Jie 1y
AUC 34111 24%, ABXS Conax JCREMA o TR PR P4 7T {58 ] )l fle A A ST ) Crnan G011 38%, AUC 14
M 51%. FTE A EME AR FRAS N 1K) Conax 381 23%,  AUC 39111 28%.

CYP3A44/CYP2CS8 i%-F77)

TR (—F5R2 CYP3A4 5 SR CYP2C8 15557 A fdt By fih A 25 B 1)
Crnax P 25%, AUC F#AIK 34%.  TUT AT (35 P BUAR AR S B 1) Conax PR 15%,  AUC PR 19%.
2y

HITAEAHORABE pH 2640, FTMAMb AT B 746, BRI IR 2 (9 G o 5S40 1l 77
Ho-SZORFEHUF, BRI AN 2 5 M0 Bu] M A Jo PR e P2 AR A 00
SENIFEIE 251

FEARSL, Brafi e AN N-25 BB fth i /2 P-gp MIJEKH, (A2 BCRP. OATP1IB1 Al
OATPIB3 4. Bl i b i@ it 1 RO AR 28 24 J5 v o 52 AR, P-gp AN 2 R sl Bl iy it e
IS, R T P-gp (R340 1) B 5 541 A 2 5 S e Ak e ) 2 0 B
BT s e Xy B A 25 R 5
CYP J&#)
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RO T, BT A AT N-25 FR SRR Al i 2 CYP3A4 Al CYP2B6 )bk 2 55 5
#. CYP2B6 Fl CYP2CS [ &l 71 L B CYP2C9. CYP2C19 Al CYP3A4 (¥ 85 2371 . 7
TRITARDGIREE T, BT e e A N-25 FHE LR A e AN 23 52 CYP1A2 #1 CYP2D6.

A 5 B R D IRBUSE CYP JRE IR, SEEKEMS (CYP3A4 JRY) ) AUC FEIK
92%, BESEHiME (CYP2CI9 JEY) HJ AUC FEK 85%, S-TiZEMk (CYP2CO JEE#Y)) H AUC F#fik
46%. A 5l CYP2CS JiEA) 5 85 & K A IR 535 281k .

P-gp. BCRP 11 OATP1BI JEH)

A5 B D IR AR R A R, SEEERIEE (P-gp JIRYD 19 AUC FE(K 30%,
H#F VT (BCRP/OATPIBL JEY)) (1) AUC F#MIK 41%, AHXF Crnax A RN o
UGT I

BrTEth i PT BE 5 S UGT. AR S51E N UGT JRPI 2594 FHIE, o] e R I L 24 (1) 5
e
OCT2. OATI. OAT3 I MATE JE&EYY

FEARSL, B e fie A N-2 R e i i ol $0sk A HLBH B8 5 #6324k 2 (OCT2) « AL
THeiatk 3 (OAT3) MEHLFRIMIFLIZER (MATE) , (HAHIAEHLBIE 7FHzk 1.
PR AL A 2 5] OAT3 M2 B &k A IR B E 21k

(58t ]
AL 30°CTRAfE. BT EaET, HEFTEN, LOELB.
(3]
160 ml =% £ 5 M (HDPE) i, FCABS)LEIFE R EME (PP) 3 aa AR5 120
F
[(H%H]
241 H
(AT AR HE]
HEC 25 S pRE: 7X20190110
[#tHEC 5]
=] 24 1k =7 HI20200029
[ EH#HATRFAA]

% FK: Janssen-Cilag International NV

VEMHAE: Turnhoutseweg 30, B-2340 Beerse, Belgium
(4724l ]

M4 FK: Janssen Ortho, LLC
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AP E: State Road 933, Km 0.1, Mamey Ward, Gurabo, Puerto Rico 00778, USA
V4 FK:  Catalent Pharma Solutions, LLC

A2 HiAE: 1100 Enterprise, Drive, Winchester, Kentucky (KY) 40391, USA

(B3]
4 FK: Janssen-Cilag S.p.A.
Hitik: Via C. Janssen, Borgo S. Michele, 04100 Latina, Italy
[BEATEA]
SRR PRI TR A A
T AL 8 P 2 T 22 s X R L S B U 195, BRIPE 4 1 22 T TR X
R4S I E R 7F
HEE WD : 710304
B &7 400 888 9988
3. (029) 82576616

P HE:  http:/www.xian-janssen.com.cn
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