B H M 2019 4E 09 A 05 H
BT HA: 20204E 08 A 12 H
2020 4F 11 H 09 H
2021 4 05 H 06 H

B bt fr v e B
AT G B U B P R AE R TR 5 A

(25 4&FR]

AR BT b F

P b 44 FR: %A% F" ERLEADA"

HE A FR: Apalutamide Tablets

PUEPFE : Apata’an Pian
[553]

A TR B3 D9 B e At

4 A-[7- (6-FIE-5-=F0 FFFELE-3-38) -8-48-6-Hif-5,7- Z A IR[3.4]3-5-3E)-

23 N- FF 5 245 P e fe

e ZaEN
o)
N
NC\\"/LSL H/
F.C” > “N” N F

¥ CuHisFaNsO2S

TR 47743

R

Fith: IRAE AR SR AR, BEERFR AL A 4 R IRHIRAS (HPMC-

AS) . TERREREE. PLAAT4ER. REURLRA 4R

A AR (E172). B (B172) « RO . RO GRYK

fiD AR ZEAER
[#4R]

AR GO B IR GR ORI R A, — MM ZIT“AR 6074, BREARERAG

FR OB .



& RAE ]

® HRSME N A IR BUR M BT SI IE (mHSPC) U

® EfaiE R WIS AR AL ML 2 R BUERT AUl (NM-CRPC) U B .
[Hi4% 1

60 mg
[FZERE]
HEER

A IHERE R 240 mg (4 77 60 mg/ D, BH—R, BIREGZ . TEAET.
A ELE R S B R R .

B PL R N S ME R RIRF R YT, BRI N 2 AR PE R R RO &= 25 84 (GnRHa)
TRIT B C S I U S AL R AR

WAREEE T 1 O, RRRAE S RAMRZY, I R IR RIRE . 16 20BN A

sty AR AR o

FIE R

AR ERE >3 G ERER 2 A RS, N R4 2, HBEMRRSGEE<] 45
BHn, mBEALE, FYKEMFENESDIE (180 mg 5 120 mg) .
A B LT

X T A A 2GR A BB, AR R R BT i A e 5 R TR A R IR

R ER BRI 5 120 mL 30 RE —ERHER G . E R

2. HRF 150 ED, BHEREY.

3. WAL 15 0, FHXBHHR SV HEZEA R B RE S (RRS, THRE Ak
") .

4. Hz B iR EYSLRIRH .

5. F 60 mL KM 88 S RIKH . T 60 mL /K& P ss =ik, DAE IR T e
[R5 257 &
MG 1NN A IRFTR G . B2 RIA e i 5 3 SRS R S AR L3 7% T
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REZRTEFMERELHAENE.
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1) o WRBEEZAIT, WRRFSEENEHE ST HI AR KRBT F5H AR KRR, I
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FR RS E AT (454 Child-Pugh A 2081 B 20 K& LT REHE.

AN gV FE AR BB A, A M TE R AR AR OGS, HLAR S = A AT
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[FAR&RR]

BT I PR RS (1 2 At &, S R 2450 DI PR s A W 5% 381 R A 1R IR B AR 28 T B AT B A
WLIGIE PR S B SR B AN RSOV R AE R

BEAL. 2270 R RS (TITAN Al SPARTAN) HHg UL (=10%) H B e i 2H
KRARTER (HZEAHE=2%) WARKRNAEZ . KT K2 BT, BEL &
HEK, @R W IRERET.

A UG BURERT 51 B (mHSPC)

TITAN & —TFEHL (1: 1D WEH. LEFE. 250K, ANHT Ef mHSPC
B . EXTUFF, BFHGREZ 240 mg FIiEfb ek 2B 7EI7 . TITAN #F 58 i By
B P2 AR ME IR ORI Z R (GnRHa) & 1877 B CL 32 32 3 XU 2 AL VIR AR
HeZ Bt i 7 i) BB T AL B R R SRR D 20 M H GEH: 0 2 34 MDD |, R
BITEENISANH GEll: 0123440

TEBZ BT VA T B R, T 10 BIEEE (2%) AN R RNAET:. BETJE R Ay
PO FEE (n=3) , BWEBRG (n=2) , FROBEE (=D , OEMERE (=D ,
WP R (n=1) , MM RSN (=1 FREEE L (n=1) o 8% R AA R BT
{5 B A A, B LR 2 (2%) o 23%0 £ 3 R A 5 SR b A g £ 24 v WK 85 2 Dk A1
MR R e I (51%) IR R IR FE . 5 Z ML . TEHSZ Bt e i 7
SR 2 AR T B T, PRER R RBLR AEZ 5 R 20%F0 20%.

R 1B T TITAN ARt 41 52 25 2 =10 % BB B R A R =2 % A BB .
K2 T BIIAMR I R A =15% BOR S m T2 RIFIH (>5%) MISEi =/ 7w,

*1: TITAN FRAR KN (mHSPC)
Rel A Ak i LRI
N=524 N=527
RGiBENAE BB 255 3-4 %% BB 255 3-4 %%
AR % % % %




BRI B B R G S AR

S5 17 0.4 15 0.9
Rk B R N AR

9% 2 28 6 9 0.6

P 11 <1 5 <1
& S EERER

i 23 0 16 0

B 18 8 16 9

bORIEA R BDEAARERRE (CTCAE) , XUEHEM e BN 35> BfRE. B
By EVERE. SRVE . RIFVERDE . BUREOS . SRR RN, B REEE . RIRR
B AEFEARROZ . ABHMERE . DRERIR. 252, Db MoEZ. Au. 2. KRR,
BERRBELE e RAKILZ

BT A B 1 T 4 AR 5 A KT 2% BN AL 10% R AR 75 SRVE IR R S A IERETE (9%, %
BRI N 6%) » WINEZE (3%, EFIAAN 2%) , WRIEREE (3%, LEFILN 1%) fH
WRIRTHREWGRIE (4%, LEFIAN 1%) .

& 2: TITAN (mHSPC) HfJMhizHRER>15% B RERRTREFH (FARFT

BERMBHRERER>SY) HLBRERERE

Ra] ey e i ZRFH
N=524 N=527
SR A R B 95 3-4 %% B 25 3-4 %%
% % % %
I ¥ 2
241 A gl 2> 27 0.4 19 0.6
A4
v H I = R fE ! 17 3 12 2
U R 22 A

e LA PE RS ARE (NM-CRPC)
SPARTAN & —TiFEAL (2: 1) « WH. ZEFXH. ZH0IKKTR, ANHT NM-

CRPC &5 . fEXIRFiH, BERERZ 240 mg FIEARLIZEL 2B FGYT . SPARTAN 50
T A B 8 TR VE IR BB B0 Z R ) (GnRHa) & JFiR Y7 B O F 52 i L) 52 A1)
BRAR . HeZBamafb e va T i) B 1 P B R R IRy 33 M H GER: 0.1 2 75 M HD , #2
ZREANRTREE N NIAH GER: 01237410 H) .
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AN 25% 23%. BTBAAd i 2H B WA A RN (>2%) NEHT (3%) , 125
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R 3G T SPARTAN Hh Bl i fifJiie 21 AE 28>10% HLASE 22 B 4 % A Z im>2 %o AN R B o
R A G T BT R A He>15% HOR A e i T2 (>5%) HISE = KA 7

% 3: SPARTAN F A B KM
el At friz ZRF
N=803 N=398
RAFRETR sk 3-44% TS 34%
AR % % % %
2 B VRN T 2R B A B e L
= P 39 1 28 0.3
S LN R = g Y e A kAL
K 16 0 8 0
B R B2 R RSB
R © 25 5 6 0.3
R B F I
BHECT R 12 0.1 9 0
A1 JE 7K i 11 0 9 0
XA PEERFRFRE
HIRE 16 2 9 0.8
CE 12 3 7 0.8
R E
A E B AR ° 16 1 6 0.3
I8 559 BB R0
T I 25 14 20 12
A 14 0 9 0
B MRS
iR 20 1 15 0.5
DL 18 0 16 0
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b RAEA R ROEH ARERE (CTCAE) |, XSSy ™ ERERE N 3
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KA RS F R 7K i

OSBRSS AR T SRR WO EE AT A
Pro BBCEIT ME B P AEET. SEE T BREE AT R . e
Pro WEEI TRCE BT AT . HEEE . R, i
I BREEIT BEEST BRI QIR AT ST BeE SR A




EREZ M f Va7 I BB v, R AERS2% I HoAth e PR B 28 A B NS, FURBR I BEUR
B (8%, ZEFAEN 2%) « BB (6%, ZEFAEN 2%) « FLOMFEEE (2.2%, ZREFIAHN
1%) &

= 4: SPARTAN (NM-CRPC) R Mg &k AEFE>15% B RERF T ZEFH (H
HEFTASERNEGRERER>5%) NERSRERYE

Ra] e e i ZRFH
N=803 N=398
S SRR Fﬁﬁj‘%%ﬁ 3-;) & Fﬁﬁj‘%éﬁ 3—;} %
ik
Z3 1M 70 0.4 64 0.5
41 B gk 2 i 47 0.3 29 0
NG s i 41 2 21 2
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v JUEL ] f @ 76 0.1 46 0
e TURRAE @ 70 2 59 1
I = S A @ 67 2 49 0.8
15 LR 32 2 22 0.5
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FEPIRBENL . 2B R I R 7T (SPARTAN Al TITAN) (R S5 b, 55 A B iy
fil i AR 5 B2 A BEIR FOZ BB e . H 2 BTt i ity 7 (¥ 3 52 AT a4y
S 26%F1 8%k T RBEA RN . HeZBTinfb i i y7 it 2 542 2 AR T 1 s 7
B 6%H 0.5%R % T 3R/ LE CGE NE T >30%MRER A [BSAD .

LERTME IR TT 24, BB RAEMT AR 83 K. 78%IMEE B HIE, T ENE
BB RATGEE 78 Ko J8H T O RPUAIKZ . R R E R TT %, 19%MEFH M T
LB PR SR S35 14%F1 28% () &3 S R B h Wi 2h 24 . 7E P ITaa 2R,
UAE BT A R R, S9% R R B R R
FR R D) BR iR

EPIRFENL . 220 BRIG PR (SPARTAN # TITAN) (iC %R, BT84 4MH
— IR RRIR I (TSH) VPG, 7EREZRTIAAR GG TT FIEe 2 ZRRa T &, o hlA
8% 2% i HUR IR D) REIkIR . TEHSZRA A i if T A2 2 RERIVR YT 3 b, 20 il 25%
A 7% A TSH Frde AR AERS R A THRI S8 — VP A I o R 3 R 4 AR Y. 7R
Pz BTt VR T I B T, 5% ERE A T HOIRER MR B AT . WA IR TR AE, AR
HUIR B B B T BOR R & (K TAWMEEAERT D .
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A E BT RIS S TR RA RN BT BRI X N AT A R A,
BEASBEHER At TH AN R SRE AR R A A B 5 e 5 FH 25 2 IR AR R R SR &R o

RSB TR AT B

WP RS B S ARG« 8] Sl

Bk K B2 N AL ERASB : SA SCH-2 i 4 A AL v R AR R IR SERA ARAE
(#5321

Lo A ity il P B 70 BRAE AT AR 5 A B BB o

2 MR R A e O D2 A B L a oM 251 30 .
[ERFEI]

R it A4 o AR A L 2 U L

A B TEBSZ A g R AR I O B 975 R i e i 3 e, BLAE S B T EAE . ME
P 0 P o U AR R 1L O L 9 PRV AR AE AR IR o s S o R 2 (0 P B, v i F e o R R
BTG 57

FE—TRRENLHT AL (SPARTAN) H, H2 AT 321 ML 22 NG T 2 il
I3 IAT 4% 3% K AR IAECIER . FE—TBENLITST (TITAN) H, $E2 A GIRTT 21 M
B AR IR E T, A 4% 2% RAESR O ER . 7E SPARTAN Al TTTAN fff
Fir, 64 (0.5%) HEZAGIRITIEERA 2 4] (0.2%) 25222 B 5 HE T 6RO IE G o

f£ SPARTAN WHFirh, Aghifyr dligrh L2 70y 32.9 N H, =G40y 11.5 A,
A IR TT RN B FNETT 5 A 4% 1% 3 AR B PRI I B9 500« 7E TITAN 50,
AREIRITH (1.5%) FI2 B (1.5%) & A SR v i i 8 92 o 1) 26 3 L B AR ABh . 72
SPARTAN 1 TITAN e, 261 (0.2%) #5324 5hiR YT 1) B S0 T ok RN LB 2w,
TR TG 53 A0 T o A A L7 00

SPARTAN 1 TITAN A 7L HERR T BEHL 2 HT 6 N A WA A FaE BLOS0H . QUG 7l
PO v AR T B PR I L R A B A R
B

sz B VA T I R R A BT VRS B BB AR . AR L BRI 48 T
AVE BAEAE B AT R 83, 25 A A ¥ R 2590

FE— TR T AR RS L 2 SR PIVE AT 7 B B I BENLIE AL (SPARTAND H, 735045 12%
FRIFE 32 BT A AR VG 7 (R BB A 7% 352 RN T BB R AR BT AEHSZ BT A i e 97 1) A
BB AT R T, R 3% 1% K4 3-4 FeF . BE2Rmaf LG T 1 1)
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B HRALAIEI T 314 K (JEH: 20 % 953 KX)o 7E SPARTAN B 5 AR AT & 152 FE o
i, R A R S 1) 25 TR R B AL I

TE— TR T H A5 14 9 43 WAV 97 BB 1 T 9 e JB S O BB LA 8 (TITAND vh, 9%I¥#52
BTE At AT T I B R 6% 452 REFIVARIT IR R A BT . AL 3-4 E TR AEZRMML N
2%. HEZRMAME G YT (1 A B BT R A R AR R 56 R (JER: 2 2 111 KD . 7E TITAN
BT R IEAT 8 WU B FE VR A, AR A S 1) 2R 9T R AR o
B3

A BFE ARSI 5 R A BE, H2EANBRER AR (U CEFHZAY ) o R
il FR TR A3 IR o

FE—TRENLIF 5T (SPARTAND v, FEHESZ R MAMLALE 16T (1 58 52 22 BRI 7 ¥ (3
H, PRI 16% R 9% KA k). BB 5 R e 2R SRR R AE TE 5%

B KA

Fe sz B ie b e 7 1 S R IR A o TEVRYT I IR] H BN 2 1 (1 £ 58 R 7k A5 FH ]
WEV R o v R B B 70 2470 A2 75 T DA Lk i b R A A o N BB, FE BTk i VR T
WA, WTRERAEWUN R AE, S HIEZIN IR RIAE R IN, 22X E S N & Bt # .

FEPITIBENLIF 78 (SPARTAN Al TITAN) 1, 5 G332 B ipfi i 6y i) B (0.4%) Fl 1
B2 ZRGAVAIT IR (0.1%) RAEBRAAE o 0 A AE LT FFEa 45 F BT i i f5 1 159
RZ 650 Ko WFFCHEER 7 AR AR AER L AALERIN &) R 8 3 BRAELE A3 O 0 mT B e R A
IR0 B R AV E I 2 B3 o AT A R 1 BB P R A T e e i (1 R PR 2256
S5RAMZ A

BTy fth i — R G S T30, T RES SEUA 2 W 2 INIT B B R, ZEFFLARTIY
a7 AT A & A 2. — RIS, WSRETIA b L a7 (R S AE E R L, HFH
TCIFAN A I W 07 28808 2R P SRS A TR B R, ) ik Sk BT At i 5 10 Ry 22 AR 1 i
2 B A M BURIRY M 257 & .

N3 G 5 ORI RSB o iSRRIkl 5 22 CYP2C9 AR HTRER] Cante
PHREEEE S SR G, MR EPRREELE (INR) BEATARSM I
HEBERIFHRIT T RRESEK QT A

ST QT K SLEAFE QT MK AR H R 83, UG HEH TR QT [H]
WAE K25 (o, R A RETE R AR BT A At T 7 B VP Ak 3R A - RUR L, 0468 H Ity 41 3% 21 =2
AT REME o



Wi ke e

TE— T 4% 45 7] CRPC B3 P cHE . Ext iR, 2l B, LI QT BT H, VHE T
BiriE At i 240 mg (FEH—RD X QTe [HIAMIFM . FaSK, P QTcF BUEEA MR RE N
12.4 ms U 90% CI EfR: 16.0 ms) o ZEE-QT 0], Bilbp i & Him A S
QTCF PR3 T 2 34 FEE AR
Xt 25 B A4S FI AL A% HE 1 I RE

AT fre o 25 T NS L ATLAES 1) B 70 080 S BSCH S v M AN T o B, IR T o e e 174
BN R AE TR o L 0 SR O B R L 2% 1 XU
HETIILEASGERL.
[ZE REAME L HZ]
SR L R B T v

AN R RSV P AP TERT A e S AR . AR AT REXT R B i ) LG ot . TEA
IR MR RUR IR 25 )5 3 N AW, BB RBRA R E RN LR R A VAT RS, R R
FH 3l 2725 DA J% 5 T v 8 2 75 o
iR

BT e At A2 FH TR RIS R 2 i 2 (L K422 ) o ARFEILAEFIMLE], TELEGR A
BT AR TTRES AR LG RRAGTE . M TCUE IR L1 A it i 5
M 7,

NI A BT A e AR U A 75 23 b 2 N LR o SRR HERROG I LR LI XU o i 7L
(L] A 7 A58 Y BT A e o
BN

IR LB B, BIAM A T e S A AL BRI B AT 1 L [ZEEEEE] )
[LERZ]

G A B o A A E ) L2 RE A PP ) e A MR 0k
[ZFR%]

TEIG PRI FE B2 BT Z (¥ 1327 B R, 19%1 B ER N T 65 2, 41%MEHE
WETE 65 % % 74 B 2 (0], 40%[H EAE ERATE 75 5 KDL .

FEIX BE 240 SR IR I8 R 2 B AR G2 7 28 AR SR 2 S

FEFSZ BT A At VG YT 1) 3 (n=1073) o, 4RI/INT 65 & B AT 39%. 65-74 % 1 i
B 41%. 758 UL ERIEE R 49% KA 3-4 TR RN . 1% 52 B il i R BT IR 9
[ £ (R R AR SR BRI TG 0. SR8/ T 65 B IEH BRA KN 8%, FRE 65-74 & 2 [H]
(BB R AERN 10%, FIRTE 75 5 DL LIS RAEFRN 19%.
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(2 EAER ]
FLAth 25 0% ] o At iz FR e
SR CYP2C8 5 CYP3A4 #iil 5]

Filit& SR CYP2C8 B CYP3 A4 #IH Sx SEIvE PE ey (RS JR R & (Ul 3 B Wi e e m
RO IR HE T B N-25 FOIEFAT A A I R R R o AT B B AA T, AT i 52 1 PR AR B
AR R R (L DA ET D o Bt g5l 2 CYP2C8 5 CYP3 A4 il 71| AN 23 5 wi B i s
i 1) B R
o W A Xk A 2459 ) R
CYP3A4. CYP2C9. CYP2C19 il UGT k¥

ENARA, BTiEfhE /2 CYP3A4 Rl CYP2C19 1AL 57, A2 CYP2C9 1554405 T -
BT fli i 5 B4 CYP3A4. CYP2C19 5% CYP2CY fRIFHIZIM & FIR, £ FRARIX L 2511 2
Fei. WETRE, EUGRHEAY: WIRAKSL Y, W RIS RS L. BT S R
N UDP-Hi & WERE IR ¥ 2 (UGT) RV A& IR, 2S8R ERD . R0 a0
UGT Y 5RTmath iz, RAEEEH, JRPAETESR RGN (W LZR3) 1251 D .

P-gp. BCRP & OATPIB1 &%

PRI 7 B, i P-pE R (P-gp) « FUIRIEMT 2558 (BCRP) I HLBIE 7
iz Z Ik 1B1 (OATPIBL) WIgS&E 3. AT, Mz fEdERAEME (—Fh P-gp K
Y Rk EFAAMYT (—Fh BCRP/OATPIB R4 I 5. 55 K. FUmafhiz 51E 4 P-gp.
BCRP 5 OATPI1B1 KM ZY) & RS, S RXSZYITRERE. WRALIE P-gp. BCRP
B OATPIBI R SRUMath e & R, POEEMEH, W42, NITAETER RGN (I
(23 71%1 ) .

(g &]

ARG E, MECMR e AR, MR R, NEHERE b, R
SCREESS I, ERWGRTSERREEM . MRS 255 B A RS, TG w2k
(USE @N=3~I00 Biviilaka
(179509

T 19 T AT 2 7055 HR s PR w0 S BT A fi P 7 280 22 4

TITAN: FEBLIER W67 BB BT Z)RE (mHSPC)

TITAN 2 —TiFEAL. AE . EFIX . B bR FoimRits, 1052 4] mHSPC & # Bl
(1: 1) 82 RFTE AR 240 mg B H—RIGY7 (N=525) B EAe H—xigyr (N=527) .
TITAN Hff 58 I BT BB 3 1352 TR RIS R B = 22 (GnRHa) & FFi6 77 B RE 14 %
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2t AR . BE IS WK Gleason W43 BEAE 2 P A28 (10 s Y55 LA b [X 47
ONE o BAT AR G A v R T () mHSPC BB A RS ST T . i R T 5 5 L
NAFTE W TGRS BAEHE 1 A B LB A7AE 4 Absk bl B ikt, HILhE/b 1 AbRkE T
FE B AN B R A

AR R Z AN I Gevh 2 AR R B A T . PRIy 68 % (JEHE Dl 43-94
B, B%MEEFER=T75 5. NMOAER NEMA 68%, WA 22%, BN 2%. 63%H]
B R R R ST, 37 %I B AR U . 16% MR E MR TR Al
HIBRT B 3 « KZHUEE ) Gleason PF4 N=8 71 (67%) . 68%I1 & BEAE#Z i it
HEMERZY (RS, SRS ERE BT . NIRRT, B 1 GIBFEEHS, fr
A B I R R UM E AR RRIRES (ECOG PS) 1414 0 51 1 47

AT FE 0 32 BT RS R AR kR N R AR (OS) Mgt Rt R AEAE I (PFS) o HIfFAE
TIPSR ST AR, 58 SO BN 2 58 i 1t R BUAE T2 I 8] o SAR i it
J& 58 SONTE T R 2 A B 285 kR BRI (RIS e AR 2 b)) /B A
SRR .

SN RS2 22 RN T AL, BEHLE SZR At e va o7 1) SR 1K) OS Al tPFS A 4t it
REYE . OS Mg RET WeME M7 20 . TITAN 7 s R g iR 5 LUK 1
FE 2.

% 5: TITAN B 5 A T S R
s )2 o e i g Z R
(N=525) (N=527)
SAELEH®
HET (%) 83 (16%) 117 (22%)
HiE ], A (95% CD ° NE (NE, NE) NE (NE, NE)
KRS (95% CD) © 0.67 (0.51, 0.89)
pfE ¢ 0.0053
MR RETN
P 1 R BUAE T (%) 134 (26%) 231 (44%)
HzE ], A (95% CD ° NE (NE, NE) 22.1 (18, 33)
HEEEE (95% CD) © 0.48 (0.39, 0.60)
pfE ¢ <0.0001
o IR EONTERIBET B W S0%T, 3T BT . M BCE « =0.01.
b NE=LEAf T
© RS EE A R B AR AR A4S o XU El<1 A T R A
d

K2 Wil Gleason W4 (<7vs.>7) . HiX (NA/EU vs. A E ) FREA: £ 754 2848 FH 1550
(BE®) 5 RN EHARIETT & plE.
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FELLF S WA ol 8 31— 301 tPFS o e 1A (i vs (KD, BEAE 2 P R4
B GRELTE) FHZEIN ) Gleason W43 (<7 vs>7)

LV BE EA TR — ) OS B HiiiE fifr (a5l A2 Gleason
P (75> .

e M At i AT AE & v b R 2 IR AR B EE VEAL ST BOJT AR ] (HR=0.39, 95%CI1=0.27, 0.56;
p<0.0001) .

& 1: BAFR (0S) i Kaplan-Meier B; Z[A¥657 mHSPC AE (TITAN)
1004 —— miAl
el V11,4
80
N
::F}-%I 60
X
=
&+
i
ke 40
&
#®
20
D— I I I | I I I I | I I I I
0 3 6 9 12 15 18 21 24 27 30 33 36
PE S Bl LA R B TR
R 2R

2R 927 924 508 502 473 456 387 263 142 99 18 3 o

BIIRMEIE 525 519 513 S00 490 467 410 289 165 60 14 3 0
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& 2: MBRETHBEEY (rPFS) B Kaplan-Meier &; R [A¥8Y7 mHSPC A#E

(TITAN)
o —e— 7|
R - - TR
80
NN
% 60
BN
=
i
lﬁﬂ" 40 -
4
¥
20 -
O_
| | | | I [ I | I [ [ [ T
0 3 6 9 12 15 18 21 24 27 30 33 36
_ 0 B BE AL B[R]
A S 52 iR

2RI 527 488 437 381 325 240 229 140 57 14 3 1 0
FTiffthfie 525 498 469 434 389 326 315 194 89 21 2 1 0

SPARTAN: FEFBIHELZLIIIERIF)BRE (NM-CRPC)

SPARTAN (ARN-509-003) & —Hi&RLF0. XE. FHL (2: 1) . 2R FX IR
R4, 1207 1 NM-CRPC HBgFEHLA AL (2: 1) #52 LRBTWAfh % 240 mg & H —IXIEIT
(N=806) B ZEHI4& H—WiAI7 (N=401) . SPARTAN {36 H ()BT AT i & 832 7 e P iR
BB MR (GnRHa) & I 1877 B C 12 32 1 XU 22 AL DI BR A o AR i 471 B S L
J& (PSA) fEH4IS[A] (PSADT) B CRIFFRIE HI T SR 8 DX S s ;B AT 0 2 . BEFEN
A EEHEB NGRS, & NN PSADT<I0 MH . HBSEAGERAE (Fl CT.
MRI B RILEAAHER AE EEMA O H &% R4 (BICR) IESE MBS HERR
PSA S FNE R B A NELZKIE . BN B S AT — 41 o i R H B4 BICR A SEA U
PR X IR FFEHIAIT . AT R BUR T, & IRIETT .

PIANRIT HZ A LR 83 N A Geit R 2R i R AR T . PRy 74 % GEHA
48-97 %) , 26%HIEFHF >80 & . AMpAEI NEM N 66%, WA 12%, HAN 6%. M
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MRITHAR 771% 0 EFE AR T IR T ARBURYT . REEEF M Gleason V53 H>T7 47
(78%) o BENWFFUN, 15%M)BFAFAE<2 BRI Rk LA . 73% 1) B BEAE B 2 i pik
WEIRIT: 9%MIEF LT L RER, 10%H) B2 fAtle . AR, B BEm
ZRER PR IME LR BEIR A (ECOG PS) $E40A 0 43R 1 43«

R I  B7 kes AR R R LN (MFS) |, & SUNMBENLAL S V& BICR iiE
SUNIEANERS (8 SURE SR SH0 EB R R Sk o X E Dk e S R BRI fe] S5 (R AR T
(RImfiE], DAZeRAEE . HoAhy T R SO BRI (TTM) |« Tt AEAA (PFS, H4
FERFR IR | AR R (A S AEAF (OS) LA 4H M BRI A ST I TF 4G I 1]

SN RS2 22 AN T B AL, BEHLESZR At e va I7 1) B ) MES Fl OS A 41t
REMEE. TTM. PFSHIANGE, Bkl 7 F8YT 4R (MFS) . fEMFS. TTM I PFS
SIHTERUE 324, X OS A B MEAL T I FUAI (B EAT T 2. B3, Bl 4K 6 &
45 7 SPARTAN H#I7 2445 R

# 6: SPARTAN R A HIITHRER

4 )52 o e A fr S R
o (N=806) (N=401)
TEBET
FE (%) 184 (23%) 194 (48%)
HfiRtEl, A (95% CD ¢ 40.5 (NE, NE) 16.2 (15, 18)
KBS (95% CD 0.28 (0.23, 0.35)
pfE*® <0.0001
ZFEBR
FE (%) 175 (22%) 191 (48%)
Wi, A (95% CD ¢ 40.5 (NE, NE) 16.6 (15, 18)
KBS (95% CD 0.27 (0.22, 0.34)
pfE*® <0.0001
LB ™
(%) 200 (25%) 204 (51%)
HfiEtE], A (95% CD ¢ 40.5 (NE, NE) 14.7 (14, 18)
KRS (95% CD 0.29 (0.24, 0.36)
pfE*® <0.0001
BAEH
FE (%) 274 (34%) 154 (38%)
HfietEl, A (95% CD ¢ 73.9 (61, NE) 59.9 (53, NE)
KBS (95% CD 0.78 (0.64, 0.96)
pfE*® 0.0161
@ BT 73 TSR Y PSA A HEINFa] B CRAP 778 FH 15 0 A 50 X S B RS HEAT 70 2
b #:T BICR PHAAAN A A
¢ SRS, 2.4%0) 8 E O IR E0 R .
d

NE=ANA] i i1
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X+ MFS, # WA EEWERHLER 2, B PSADT (<6 MHH>6 NH) . %
B FE S L 2T MEEEX IR (NO B ND)

BAT e At J12 B T AE G v 2 1 S5 2 1 IR 4 i B A 7 B R IR B [A] [HR=0.63  (95% CI1=0.49,
0.81) ; p=0.0002]
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& 3: SPARTAN FEHEBATFZE (MFS) ] Kaplan-Meier Bi£%

100 A —
=m0 - - i
——+—— Bl
80 i"th
A 3
AN
~ 60
: kN
= )
& 40 1"'*9
R o
% ) %%_SG}GBGG
i 20
T T T | T T T T T T T
0 4 12 16 20 24 28 32 36 40 44
PR SSREMLAL IR CHD
Sl
G2t 401 291 220 153 91 58 34 13 5 1 0 0
BIdEfbi% sos 713 652 514 398 282 180 96 36 16 3 0
& 4: SPARTAN (nmCRPC) FEAEFH (0S) [ Kaplan-Meier HiZ8
100 [ =
Ra[p Atk i
80
. 60
X
Jons 40
i
H
%
20
R
0~ T T T T T T T T I T T T T I T T T I I T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76
FEESREALAL AR TR CHD
Sl e

ZIEF 401 392 385 373 357 339 328 306 286 263 240 204 155114 82 38 21 6 2

0

Bl e e 806 791 774 758 739 717 691 658 625 593 558 499 374 269 181 100 47 19 4 O
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[Z3 ]
ZEAEH

BT bAoA R 32 MR (AR IR, T B S AR MIRCRSS A I84h &0 BTip b i o 4
il AR BZHEAL [ DNA 454, FFBHIE AR A S0k, FBAR) N-2¢ BT i i & — Fhis
PEECHT 1) AR HVHIF,  TEAARHI A SRR 5 PRSI o JH V8 A BT i b i ) = 2 — o FE T 91 e
/NGRS FP R AEASE AL e, S fre T e 4 P ek 2D ELA S LR T, AT k) 88 1 A
HHEMA

BAE R

BTEfth i Ames B30 M AM UL KRB ARIRIG . K B B BRI RS0 . K B A B G
NI

A FEFE M

FEREMER B (425K 26 JB) AR (4525 ik 39 i) BE LR T, KA
AR >25 mgkg/ K (GETF AUC, NABRZEMN 1445 , RIEHAFE>2.S mgkg/ K (3
T AUC, NABBERN 0.9 5 B, ATWAHARGH RS RARE RS OREAEHRAZ . &
il /N AR A/ JoT 4 P 1 A BRI K

FEMEPER R E I 5erh, LL>25 mg/kg/ R (BT AUC, N ANFEEREM 0.8 %) HIFI&E
LY ARE, PTLKE TIREERIE T, KT RAEREN, TREMEER (GREA M
PR BRASHD) FRAK, DAREIPERA B S B8 R . B 150 mg/kg/ RIFIE (BT AUC, NA

REREM 5765 B 4FE, mTHEKITA/ESEIKE ZRWHN, SECEREERD . 5K
Ry 8 JE 5, HEMERRZ B i R .

FERRIRIG-IA1T R B E Fe b, RS 6-20 R& 4 FRTiaflA% 25, 50, 100 mg/kg/
K >%m@@%”i@(ﬁ$Nm NANZEBEER 236 AJRRFERER (BRE
b BB . BB RE) AL RS EAR AR (R , =50
myqiui@(ﬁ?NXtﬁkiﬁém44P)TA%PE%%$ﬂ%\WW%,1
mg/kg/ RAIEH (BT AUC, NAREEMN 5.6 %) TERSGE.

Bom it

HEMEREFE RN (CByB6F1/Tg rasH2) £ 45 FRTMAMRAL 3. 10, 30 mg/kg/ R (FETF
AUC, NAFEEREM 1.265) 26 J, AR ILE K145 2540 5% (1 g A 0
[Z5R30 /151

BRAES AU, FTia e 25080 ) 2 BEOR N AMAFRHEZ (SD) 1. 30 £ 480 mg KM
iz (0.125 2 2 R FIE) BH - RERLAE, HMAGKEIEE (Cneo MZGHIHE T
L (AUC) BRI . AR mA e, FIniiErE 4 G RIREs, THERK
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Y18 515, HRAAT, FIMAMAER) Coa N 6.0 pg/mL (1.7) , AUC A 100 pg.h/mL (32) . i
e Ath e i 2459k P S Bh AR, PSR LN 1.63. E R A 25 WAL R RMIBERE (CL/F)
$EI, X VT Re A BTl E B S SR BT RTIAfKTE 30 A% 480 mg &G Y 2
BRI, FTUVEHEERIE T, ASESMN TR CIARK.

R RG )G, ERET, EEIEMERBMY N-2 M MALT Coe ¥ 5.9 pg/mL
(1.0) , AUC A 124 pgh/mL (23) . FazShy N-25 H R i A i 52005736 (1K 251 i 28, 3%
WAL 1.27. BEELGZ )G, N-2 3Rz A/ BHA 25 AUC EUERIIIME N 1.3,
BT R FFE . AR IZREN) IR, N-2¢ BT fth i mT e A BT B i Ak Jie £ s
RIETE o
MR

SRR O IRAEVIFIFHFELI N 100% . FALEIER ] (tna) 4 2 ZBEE GER: 1 2 5 /)
) .

1R 4 P 43 BRAESE B8 b B A At i o751 (60 mg /F7) » S8 BRIRAE T IR 4 5 B ]
MAARRE A 75 (60 mg /F ) AL, Coa F1 AUC TEIGIARF AL
B

R NG E S MR (K2 500 & 600 R # L ARNT . 250 - H BAk/KIL & A
150 RESEEATD FAFFHEZIMMILLA 25, Cun M1 AUC B IGRAHCAE L. BE%E A
JG s AL tmax FEIR T 2] 2 AN/
Zaiil

T 2 B Bl il Jig (1) 35 WL A3 A 25 AR 20 276 Lo

BAT LAt e N N -2 FEBE BRI b i 5 ML 2 1 258 IO L1 3 R 96% 1 95%, TG B2 ARk
THER

BTt i SR IR 25 24 )5 1) CL/F 4 1.3 L, BEH —IR&G 25, AN TH&EE 2.0 L/h, AR
A& TR R G 3B RS ITE R, B S H RCE L 3 K.
A

AR 2 BTl fie Y Bk 1) 2 A% . Bt i 3= 2222 CYP2C8 # CYP3A4 R, JERUA AR
W) N-25 HOERTIG . BAIRGA25)E, fhTE CYP2CS A CYP3A4 £ Kl i b A i r b 31 (1
F 73505 58%A1 13%, (HAERSA T 7328 40%H1 37%.

BRI I BRI PEFRAC IR A B Jf2 240 mg J&, BaTiE ALl o5 52 AUC 1) 45%, N-25 HI LR i i
&5 44%.
ot
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B IRTBCR PERR IS IR E A2l 70 RN, FERRBE R RIS T IR 65% (1.2% 9 R AR
fifi, 2.7% N-2 FEERTiAAbfiE ) , TES(EA R T 24% (1.5% AR BB IAMALE, 2%H N-2
R A )

REER B

FEARFFE (1894 %) | Fpie (AL AN EIMAEFEHAAN]L. HAAN) . BEZEF
J (eGFR 30-89 mL/min/1.73 m?, @it ¥ % € & K [MDRD] 7 B G 5D B HiHE. SR E
(Child-Pugh A) ZHJE (Child-Pugh B) 3 & d, ARG BIFiE AR iKEL N-2 I f
il i 25 AR 30 207 AR TE I PR S22 22 5+

IV A FF T L 1 B R ) B JIF 50 (eGFR<<29 mL/min/1.73 m?, MDRD) B¢ J& fif
#1F (Child-Pugh C) X BaTWE i 2443 7527 B FE I
2y EAER
H 25T BT b S T80T
HA CYP2CS )7

240 mg P EBTIAfL IR S # D 55 (—Fhoiak CYP2C8 #IHIFD GG, BIMAMRIZ ) Crax
B T 21%, 1 AUC H801 T 68%. Tlit 75 AF 2 55 Al A B i A i A A5 I ) Conn B0 32%,  AUC
SN 44%. TRUERTAEE PRSIl BT At S T 507 R R (e 5 N- 2 R ey Ak e ) D
FAASIF I Crax 391 19%, AUC 3411 23%.

HRL CYP3A4 FHI7)

240 mg 7 EERT A Al 5 07 T RERE (— PSR AL CYP3A4HIHIFD &G, FTMAARAL ) Crax
BT 22%, 1M AUC AL, FRTHEAFEME (—FhamR CYP3A4 f0HIF)) AT A5 Ao ) o ] i i e 1)
AUC 11 24%, AEXY Conax FCFEM o T3] 52 I AT A5 AT E1 At AT S IS Y Conen 5111 38%, AUC 18§
I 51%. P AT 1 il 70 RS S I Y Conax 3900 23%,  AUC $8 1111 28%

CYP3A44/CYP2CS8 i%-F7)

Tt AR (—FhiEgk CYP3A4 753 2 CYP2C8 75357 wI A B i A i A 2 I i)
Conax FEAIK 25%, AUC FEAIK 34%. Pt PTGV L7 RS I 1) Conax BEAIS 15%,  AUC FEAIS 19%.
75

BT IEAH A B pH 264N, BMA M A AT -1k, BRI TRTH IR 2 (9] i~ 24 il 571,
Ho-SZARFEPUAL, HUBRND AN 2 5 MRSl iy il e 1) 25 e PS8 A0 AR 0 R LS
SENTFEIE EHIZ5 1)

TEARSL, BTME fd i A N-25 FRBERT A A i /2 P-gp MUY, {HAZ BCRP. OATPIBI1 A
OATPIB3 KA. Bl i fth il it 1 IR AR 25 24 5 v 5 4RI, P-gp AN 2 R il Bl i e
I USE, RIS P-gp (4] S5 51 FH A 2 S T ] e At e P 2B 0 P B
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BT f6 X e Al 25 T8
CYP J&H)

PRAMIT TR, BTie el A N-25 FERTiE {1l 2 CYP3A4 F1 CYP2B6 I H 2% 2 5k 75
#. CYP2B6 Fll CYP2CS 7 2l 77 LL K CYP2C9. CYP2C19 Al CYP3A4 [ 55 Rkl . #E
TRITAROGUREE T, BTWE At AT N-25 R RE R i f i AN 22 52 CYP1A2 F1 CYP2D6.

A 5 B R D IRBURE CYP SR I, SEMKEMS (CYP3A4 IRY)) 1) AUC FEIK
92%, HFERM: (CYP2C19 i) 1) AUC F#MIK 85%, S-HEiEM (CYP2CY JEA) 1) AUC FEAIK
46%. ASEhI%A 51 CYP2CS K2 i B K A IR R B 3 A2 4K
P-gp. BCRP F1OATPI1BI J&¥)

A il 5 R O IR S R S I, REEAERAERE (P-gp J&Y) 1) AUC [#1IK 30%,
I EFARARYT (BCRP/OATPIBI R 1) AUC F#MIK 41%, AEXS Crnax 5 510 o
UGT &Y

BT R T B 5 5 UGT. ASS1E N UGT JRMIMZIY) & IR, 7T e RIX L 2 i) 2 5%
e
OCT2. OATI. OAT3 FI MATE J&¥)

FEARSL, B i fde i N-25 B BER A At e o] 05k A AR 28 7 #i84k 2 (OCT2) « AHLEES
Tk 3 (OAT3) MEH RERIMEELIZER (MATE) , (HAHIHIATHI RS 7k 1.
TRTT B MR AN 23 51 T OAT3 A2 55 55t A= I PR i 35 284K,

(5]
A 30°CHRAF. BT RO%ET, H2EFF T, LB
[Bik]

160 ml &% R LJf (HDPE) fif, BCAHBJLEITERIZEPNME (PP) & da AT 15570
120 /i /&
[BRH]

241 H
[PATAR#E]

B2 S FRE: 1X20190110
U O 25 iEAHES 1

H20190050
[Ht#EsCS ]

[ 25 #E 7 HJ20200029
[Z5 EHFaTREA A
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4 FK: Janssen-Cilag International NV

VEMHbE: Turnhoutseweg 30, B-2340 Beerse, Belgium
(4740 ]

Mk 44 FR: Janssen Ortho, LLC

AEFEHbAE:  State Road 933, Km 0.1, Mamey Ward, Gurabo, Puerto Rico 00778, USA
[f3%) 4] Janssen-Cilag S.p.A.

B35 Hihk: Via C. Janssen, Borgo S. Michele, 04100 Latina, Italy
[EABRRNLE ]

BRR: PEZRRRI 2 R A A

Hudike BRPGAE TH 22 T R X B R L DU 195

HEEL g : 710304

&7 400 888 9988

fEH: (029) 82576616

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