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Wi (<7557

By Wiy At i W] AE v o7 b R AE IR AR M EE MR AT IO T AR N 1] (HR=0.39, 95%CI1=0.27, 0.56;
p<0.0001)
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A 2. MG ZTHREATY (fPFS) B Kaplan-Meier B; EE¥GYF mHSPC A\#
(TITAN)
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BWERBBOR R (GnRHa) & FFiA Y7 B O 32 10U 52 AL IR oA o AR A1 471 s = 1 Bt
J7 (PSA) 518 1A] (PSADT) B CRIF I HI 5 HLA R 8 DX B xR AT 0 2 . WA
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PSA S5 FONE A BAME NS 2514 . BEHLABC AT ] — 4010 8 8 4 2R B2 BICR HIE S8 AU
SRR SR X IR . FREFEIT . AT S EGR M, WK IETT

PIAEIT AL IR LA 3 N OV RIE 2R e R HE P AT PRIy 74 8 B
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AMRITHEPAE T7%0BE A2 AP RFARBURT . KZHEFN Gleason VF4r =7 47
(78%) o BENWFFCHT, 15%[H) BFHAFE <2 BRI TR L4 . 73%I1) 3 BEA: 4 2 i i e
WERIRIT: 69%M B H A2 bR EHE, 10001 B e il widh i . BEARFRES, BraBEr
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[ ]
ZHEIER

BT WA A s A B R 2 AR (AR JIRIFR, AT B S AR IUBCIRS: S84 G o B b i mT 410
il AR B 00 & DNA Z54, JRFHLIE AR/ S . BRI N-25 R BT i e 2 — b il
PEELIS 0 AR HIHITR,  TEAA &M SRR AL J5= BRI Hh JH 3 A S BRT  fb i (4) = 43 2 — o FE AT 51 s
ZIN B S AR ARLAE RS e, B e A 0 0 384 e 5 ELARE LU T, AT I/ g A AR
HET

pu-gaz A

BT A At Ames TREE . RSN AR AR IRG . R A RO R . R P R
GNP

AT

TEREVERER. (SR 29 EHIE 26 D RIR (4AZ5EMIE 39 D ERGAFEMIH, KRIE
RYFHE>25 mglkg/ Rk (T AUC, NABRBEEM 1LA4F5 , RIAEGAFIE>2.S5 mgkg R (%
T AUC, WAREEMN 0915 B, W WAFRGHAFIRAETEESE . TR E . &
5/ INE AR R ) S 40 e 1 A BRI K

TEHESE R R IAER e, Di>25 mgkg/ K (BT AUC, NAZEBEEM 0.8 15 MFIE
GY ARG, WREFIRERNE TR, BrRASREIN, TREMAEE (GRAZMM
PERBRAZHE) FEAK, DASEIPERRAIT S 8 T . P 150 mg/kg/ R HIfI&E (B&T AUC, WA
REEM ST A% 4G, BTEKRIREEREERNBM, SEIEHREGERLD. 1K
WY 8 G, MEMER R Z B m kA .

FERRIEIR-FAF & B BT 50, YIRS 6-20 R4 M4 TRl iAfhi% 25, 50, 100 mg/kg/
K, =25 mglkg/ RFIEH (BT AUC, AHNFREEEMN 2365 IR ERER CBERE
W BERE NS 2. S RE) o LTS A M S 4 A R AR CEFD , =50
mg/kg/ RFIEA (T AUC, NWARBZEEN 4.4 65 AT IERGERRF . WIHE, 100
mg/kg/ RFIEH (BT AUC, WABRFEEN 5.6 ) TLUEIREEA.

Bog

HEMEFERL R/, (CBYB6FL/Tg rasH2) £ 145 TR bfff iz 3. 10. 30 mg/kg/ K (T
AUC, NANFEFEEN 1.245) 26 8, AWML ZHCH IR R I
[R5 71%]

BRAESTAE UL, B ZiR8) 1) S S HEER R N BIE bR % (SD) 1. 30 % 480 mg Rl
iz (0.125 % 2 f5HEFEN D) H —IREELYE, HIMZIKREIEHE (Chno MZGHHIZE T
L (AUC) BRI LEIIGIN. HARIERIRAS )5, BIMLTE 4 R RRes, FHERLL
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Y3l 5. ERAAT, BTN Crax /9 6.0 pg/mL (1.7) , AUC A 100 pg.h/mL (32) .
EL At i 1L 245 9% B H U B, PRI TN 1.63. 7R B LA 2 MR BRI R % (CLIF)
BN, X TR BTG B 5 AR U . BRI Al ZE 30 22 480 mg 7 P A
B EAIEANE, FTUEMRERE T, ASESRN TR CA R K.

IEEN RS )G, ERET, TEEMEREY N-ZH IR Cre A 5.9 pg/mL
(1.0) , AUC &y 124 pg.h/imL (23) . F2ZSHS N-25 HFJER b fih % 2 00 FHE R 25 1) 2k, 713
WS LR 1.27. EEGBYE, N-ZHEERTIAAR ARSI BHAZY) AUC LLIEIISME S 1.3,
T REFTEE. MR RZRBI 54, N-25 F 3 BT i fh i mT R B Bl A e i 1 11
RIETE
MR

SEILa T RAEVIFIFH LA 100% . HALISWEER[A] (tne) 2 ZNF (FER]: 1 &2 5 /)
B .

FUIR 4 F 23 807e S B b (BT ie i 5 700 (60 mg /F) » SEBTIRA T 4 )7 52 8k
At 77 (60 mg /) HALL,  CraFl AUC TEIARAR AR o
BN

il R AE S A m e & (K% 500 % 600 REEHLASHT . 250 R B% B /KL & A
150 REf AN KM FHZBIAMIZLA 25, Cra FI AUC BA IGRAAZ L . B AR
Jas HAL tmax IEIR T 29 2 4N/

il

T2 IF 5] P At i P S B30 22 W43 AT 2R 0 276 L

BT LA R N2 HE R BTt Jie 55 1 3 2R A 45 A IR L9 23 53 0 96% 1 959%, Tk B AR ik«

BTiA i IR A 2 JE I CLIF Oy 1.3 Lh, B H—IRG %5, FadiTtmE 2.0 Lh, XnlkE
TRl B S5 ERET, B FH oL 3 K.
1CH

AR BT b 1 Bk 1 32 B3R 4% . BT i 32 B2 CYP2C8 Al CYP3A4 R, RS AR
I N-25 FRIERT I M . BREAZ5)5, il CYP2C8 Rl CYP3A4 1o Kl iyt e £ it v b 2 ) 41
F13 5 i 58%741 13%, {HAEFZZS N 70742 N 40%41 37%.

BRI IRTBU AR e BB a4t iz 240 mg S5, BRTBE ARG 5 5 AUC 1Y) 45%, N-25 HI ERaT i i
5 44%.
it
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LR IR AR BT At 70 R, FE SRR RIS T IR 65% (12929 JE AR
flbfi, 2.7%y N-25 FEERT IR ) , 7ESE(Eh T 24% (1.5% A R AR fh L, 2%y N-2%
R A D)

577 YN

EANFFR (18-94 %) |« Pk (BA. AN, EMAEFEHAANL. HAN | BEZRF
J% (eGFR 30-89 mL/min/1.73 m?, i@ id ¥ ik & & ot R [MDRD] ;R4 50 B s . st &
(Child-Pugh A) & (Child-Pugh B) 55 B3, RMEZHIFTMAMAZEL N-25 B Fif
fil i (K 25 AR 3 3 2 07 AR I PR 83 22 5o

I A W ff L 0 2 B R S IR (eGFR<<29 mL/min/1.73 m?, MDRD) &k & J¥ T
$15E (Child-Pugh C) B i 25 1% 3h /1 2 2
ZiYrE EAE R
R AL BT 8 A T
HZC CYP2C8 #Ii)7)

240 mg BT BB ARG S H AR D FF Rk CYP2C8 IR S HJS, BTMAMIL K] Crax
PEAR T 21%, 17 AUC 3N T 68%. TRt k%' 55 nl A Raf it f i A2 AS BT 1) Conen 300 32%, AUC
SN 44%. TRUEATAEVE PRSI BT I A T S N2 R R BT A fe £ D
FEASIF I Crax 391 19%, AUC #8111 23%.

R CYP3AAL #I#7)

240 mg B 7 E ] A e 5 o RE e (— ik CYP3AA D & HJE, BT K] Crnax
PEAR T 22%, 1 AUC AHBL. TRTHER FRME (—Fhamai CYP3AS T D A A5 5 75 £ i i b it 14
AUC 311 24%, {HXF Crax JCFEMA o TR FR] R P AT A5 B eyl i A A T B Cren 38 1 38%, AUC 3
B 51%. Tt AT AL B ARSI R Crax 90 23%,  AUC 8111 28%.

CYP3A4/CYP2C8 i% Z77/

AR (—FhEik CYP3A4 537t &% CYP2C8 5 355D mId Ry i fib e A 245 It )
Crnax FE{% 25%, AUC F#IK 34%. T AT (751 e B A5 B ) Crnax PR 15%,  AUC PRI 19%.
2y

B TTEAHORAEE pH & 4F N, BTMEb AT 14k, R HIRRZS (i -S4 ),
Ho-S2ARFEHUFR, BURRTND A2 5 1 B e f P 2 Ak S R A= R L
S 25

TEARSL, Blmafd e Al N-25 B BB fh i 2 P-gp B, {HANE BCRP. OATP1B1 A
OATP1B3 [ FH TRl fth i idid LR A2 25 24 J5 T 52 2L, P-gp A2 Rl Bl e At i
O, DRI T P-gp P40 1) B 541 A 2 S0 ] s el i £ A= 0 R T
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PTG B 1 2
CYP J&#y

M TR, BT Al N-25 HEBE R ff iz 2 CYP3A4 FI CYP2B6 [#H &k 2 3R ALFE
#. CYP2B6 1 CYP2C8 [t 245 LA & CYP2C9. CYP2C19 Al CYP3A4 155 &4l £
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46%. AR A BIEE CYP2CS W) 75 R Ax I R S5 3% A8 1K
P-gp. BCRP #/OATP1B1 /&#)

A b R R D IR S IR YE RS, SEAERIERE (P-gp KD 1) AUC B 30%,
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UGT &#
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