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WP 0 25 9 FE A H IR BB, PRI R 1.63. 7E B A2 MEE R R MWIHRRE (CLIF)
BN, X AT R BRI RG B S A A SR, BRI A E 30 %X 480 mg FI R R P £
PR AR, FTUAEHER IR T, ASFESRN TR CARK.

HHERRIESA)E, ERET, EEEEAUY N-2FEERTIAMAZT) Crax ¥ 5.9 pg/mL
(1.0) , AUC &y 124 pg.himL (23) . FazSiF N-25 B LR e i 52 00T 38 i 25 2k, P2
WS LA 1.27. EELGHJE, N-25HEERTIA AR e R AR S BHAZ ) AUC LLIEIISME 1.3,
BT RGFFEE . MR FZARBN IR, N-2% HF BT i b i m] R B Bl i e iz (e 11
RYETE o
IThe

SIS CUIRAEVIFIHFEL R 100%. FALIEERT ] (tne) 9 2 /NB) (G 1 2 5 /)
B .

CUAR 4 23 BCAE S5 B35 BT At e 77 (60 mg /A7), S BRIRAS TR 4 Fr 52 Bl
At 77 (60 mg /B ) AHEL,  Crax F1 AUC JEIR AR AR 1E
BN

2R G fE S M mEAE S (K% 500 %5 600 FiEHASHT . 250 R BAR KL S
150 REEHLEAN) &M FEZBIMMIEA 25, Cra M1 AUC WA IEIRAH S . B AR H]
J& s AL tmax IEIR T 2] 24N
pagiil

R A ST BT M At 2 R~ 38 R4 A A AR 20 276 Lo

BT LAt e R IN- 2 B R il i 5 1 5 2 1 5 5 RO B9 43 iR 96% 1 95%,  TE IR BE ARSI .
THER

BTir i KA 2 JE IR CLIF D 1.3 Lh, B H—IRG 25, FREHTHEE 2.0 Lh, XATEE
A& TR B BB ST ERAETR, B Rk L0 3 K.
1C8f

AR 2 BT e e Y B 1 2 L A% . Bt i 3= 2222 CYP2C8 #1 CYP3A4 AXHf, JERUEMEAR
) N-2 LR M. kg 2h)E, flitt CYP2C8 A1 CYP3A4 15 il iyl fiie At ke 21 (1 /F
F 7351 5 58%71 13%, (HAERRAS T 735132y 40041 37%.
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LYK T R AR BT A At 240 mg S, BT A o5 S AUC 1 45%,  N-25 F R it
fHZ 5 44%.
ot

ALY RSO MR BRI A i 70 RPN, FERRI PRI T FIER Y 65% (1.2% J& Ry
iz, 2.7%J9 N-Z HEERTIEftiE ) , FESEErP A T 24% (1.5% 4R BRI AL, 2%79 N-%
BRI A i) o
il KR ]

TE 5 TRBE AL 2 FRt 7 5 HE I PAC 1R 6 7. BT At i P 28R 22 4

TITAN: EEEHE 0767 BB BT A B (MHSPC)

TITAN & —TifEHL. WE . ZEAXH, EEr2dooinkKils, 1052 4] mHSPC & & il
(1: 1) sz ORFiA A 240 mg & H— X697 (N=525) BBt H—xiGIT (N=527) .
TITAN B 58 1T A B 39452 T IR MR IR RO R MUY (GnRHa) & JRif 7 sl B A 42
I IR A . BE RIS W 1) Gleason 14> BEAE: 2 7h fth 2% 1) £ i 175 vl Al X3R4T
Gy ELAE R IR 47 A A R AT (K mHSPC SR ¥ A S INAT AT . e ihRg S r i 18
NAEAE R IERERS AL 1AL E W BE AP 00 4 Abek bl Bkt, AP ED 1w 50
FIB 22 AN B R SR

PIANIRYT H B Z AN H et 2 MR A IR R . TP AE 6y 68 % (JUHH Dy 43-94
%), 23%HIBFEER=T5 5. ANMOAGIE IER A 68%, WA 22%, BN 2%. 63%H]
FR SR R SR, 37% 1 B A IR ST R . 16% 1 SR E BRI R AT
HIRRIBT BH # e . K2 HUR A1 Gleason W4 =841 (67%) . 68%I1) 3 BEAE B2 i bt
MR (RS, FAEEE 8KED Ja97. SEANTRTERT, B 10 2@AH &4, B
1 B 3 B AR R I E AL IR BEIRE (ECOG PS) 143y 08 143«

AT E BT RS R IE AR NS EE (0S) BB Tk A fE ] (rPFS) . HIBFST
FVER R T A AR, s SO BN ZE 524 2 R BOAE T (IR 1) o A5 2 i ik
J& 58 SONAE B H TR 2 A B 2585 Wi kAR BN (RIS R4 2 btk AI/EER A
Ut .

SRS 2 RRR YT 1 AR LG, BEALEE SZ BTt i i6 7 1R SR 2 ) OS R rPRS  Suit 2%
RENE . OS (MG BRI T TS HE I TIT BT FEBCEAH LM EAT T 5k OS 43
B, WLEER405BIBE T, PALBEIIS A A 4440 H o 2R FHI2 39% ) 32 i e A IR T
TITAN 97 3k &b g 3 5 LA 1 FE 2.
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% 5: TITAN BF 7T B F7 305 31
o iz o e ik g 2RI
- (N=525) (N=527)
A AT @
HET (%) 83 (16%) 117 (22%)
Wz, H (95% CID P NE (NE, NE) NE (NE, NE)
R EE (95% CID ¢ 0.67 (0.51, 0.89)
pfH ¢ 0.0053
ERRA ST
FET: (%) 170 (32%) 235 (45%)
s [E],  H (95% CI)°® NE (NE, NE) 52 (42, NE)
AU E(95% Cl) © 0.651 (0.534, 0.793)
pfH ¢ <0.0001
MBI R
P 1t PR BRI T (%) 134 (26%) 231 (44%)
Hfzis ], H (95% CID P NE (NE, NE) 22.1 (18, 33)
R EE (95% CID ¢ 0.48 (0.39, 0.60)
pfA ¢ <0.0001

LEFAEBON T RIFEAT B 20 W 5 50%Int, 34T % 04 . 20 B @ =0.01.

NE=TCikAtiit

P LE EH 43 2 B BB XU A ZR A o XU bl< 2 A R BT i fth iz o

K12 Wi Gleason W4 (<7vs.>7) . #ilX (NA/EU vs. HAE 5D FIREA: 22 P4 fih 248 FAE 0
GESER) 2R IR T 5 p {E.

a o o o

FELLNN BFH WA S H) — 3 rPFS B35 BOmR s G vs (0D, BEAE 2 VEAhZE4E
FtESL CRELE) AHZIK ) Gleason P4) (<7 vs.>7) .

FELLF B WA W3 — 5 OS B3 i i (R 518 AZHI K Gleason
W (K751 .

By ey b Jie T AE S v 2 b 8 3 S AR A i AT I AR ) (HR=0.39, 95%C1=0.27, 0.56:
p<0.0001) .

This copy of the document was generated on 19 May 2025 Page 14 of 24
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60336 Version: 9.0 Status: Effective Effective Date: 19 May 2025 (EST)

A 1:

BAFY (0S) B& i Kaplan-Meier B; R [A¥EYF mHSPC A#E
(TITAN)
1007 —— Rl
e 1 =
80
%
&
X
=t 60 -
it
E
i
Tﬁ 40
&
_]_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 FRE BRI TR CHD <
AR 2 E
TR 527 524 510 503 474 458 436 408 374 357 339 322 301 248 181102 43 10 0 O
B iz 525 519 513 500 489 469 452 438 425 412 394 376 362321227139 52 15 3 0
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& 2. BT HBAEFS (rPFS) 1 Kaplan-Meier B; ZEET mHSPC AR
(TITAN)
100 ——— R
- - -+ - - - fApEitAE- J
80
e 60 -
i
=
=
b 40
i
He
20 -
O_ T ] L T T ] L] L T T L L L
0 3 6 9 12 15 18 21 24 27 30 33 36
_ BE B BEHLIL K ]
B R R
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: FEEBH LG FHE (NM-CRPC)

SPARTAN (ARN-509-003) & —Ii4EkZ . WE. BNl (2: 1 . R RIGK
R, 1207 4] NM-CRPC S BENLAES (2: 1) 432 DRBT A4 240 mg & H —KIGIT
(N=806) B Z @74 H—WiG)r (N=401) . SPARTAN 56 (AT s Bde sz 7 (e v iR
BB R I (GnRHa) & JFIA77 B E 1 32 1 XU 22 AL DI BR AR o KR4 i 51 RS S P L
J& (PSA) 534S 1H] (PSADT) B LRAP 7RI HI 1 LA R 8 X e 3k & AT 40 2 . BEFEN
HEAA RS, & XCWNART PSADT<I0 MH . g B ma (il CT.
MRI FIEHEHD RIZEAEERS BA S OFEZ 4 (BICR) UESEI B Z K4 HER: .
PSA 5N E A HAENEZKHE . BEHLBL 2 AT AT — 4100 3 5 2 BICR I S s
PR R XK . TR AT R GR AR, R IETT

PANIETT L2 TR LL R 3 N VG RS 2R e RRIE . PRI 74 8 GIEELA
48-97 %) , 26%H)EHFE>80 & AM AL E A 66%, YA 12%, BN 6%. H
AMRITHETA T7%0BE A2 AT SR FARBUT . KEHEFN Gleason V43 h>7 4
(78%) o HEANWEFURT, 15%M)EFHAATE <2 KM RIS . 73%0 B REAL 3 2l ke
WERIRIT: 69%M B H 2 bR EHE, 10001 3 e il g . HEABFARR, FraBE R
RO E LR REIRE (ECOG PS) ¥4+ 0 438k 143
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T FT 0 3 BT R AR R R TR A A (MFS) |, & SCNMBENLIL I R4 BICR ilF
SONTAN R G SUNE B AL SU3 9 kB S SR 2> X7 R R SR B R AT S R B T
U IE], DAk A . HAlyT 2 SO BRI R (TTMD G RAAA (PFS, i
R R |« BAEREEERE AR (0S) DL AH MR I T 4G I ]

SN2 2 BANG T B LG, BEALE S BT A i 16 o7 1 8 1 MFS F1 OS A 4t it
BENGE. TIM. PRSI SGE, #E— el 7 REYT SR (MFS) o fEMFS. TTMHIPFS
srirseE 32 4 H, X OS A4m MR AL T BT AR I EAT T e o0t Bl 3. K 4 FI5R 6 4t
457 SPARTAN H ()77 3 4h

% 6: SPARTAN Bt T R4 5

Koy WA e i TR
FR (N=806) (N=401)
TR AT 20c
H4E (%) 184 (23%) 194 (48%)
WAL fE], A (95% CID ¢ 40.5 (NE, NE) 16.2 (15, 18)
KR (95% CD 0.28 (0.23, 0.35)
pia® <0.0001
ZHERBRT 2P
FHE (%W 175 (22%) 191 (48%)
HAzfE], A (95% CID ¢ 40.5 (NE, NE) 16.6 (15, 18)
KR (95% C1D 0.27 (0.22, 0.34)
pia® <0.0001
Tt A &P
I (%) 200 (25%) 204 (51%)
Az Ta), H (95% CD ¢ 40.5 (NE, NE) 14.7 (14, 18)
R (95% C1D 0.29 (0.24, 0.36)
pfH ° <0.0001
HEE (%) 274 (34%) 154 (38%)
s la), H (95% CD ¢ 73.9 (61, NE) 59.9 (53, NE)
KR (95% CI) 0.78 (0.64, 0.96)
piE ® 0.0161

2 P 0 T AR s PSA A5 B I 8] L B R 0 (8 A DU A =) 38 X I RS AT 20 )2
b BT BICR WAL AN A0 S-41

¢ AT, 2.4%0) B8 A LR Bt g

‘ NE=A AT it

X MFS, % V2H HBE MR 14 R —5, 45 PSADT (<6 MHI>61MH)  BEAEE R
FME R EG GREEE) ASEX %R (NO B N1

B ey fth Jiz o mT 7E Se T 2 b 5 25 G IR A i B 14 A0 T IR T 46 B 1] [HR=0.63 (95% CI1=0.49, 0.81) ;
p=0.0002]
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& 3: SPARTAN FFEHEBAELEH (MFS) i Kaplan-Meier ik
100 ---0 -~ HEHL
——+—— [MA{hiE-
80 -
I
=
~ 60 -
B
%
40 -
H
o
H 20
0_ ]
I I T | 1 I 1 ] I I ] I
0 4 8 12 16 20 24 28 32 36 40 44
EEEE R ENRTE (B) «
BRRENERE
J7RIF| 401 291 220 153 91 58 34 13 5 1 0 0
PUOEHA? s0s 713 652 514 398 282 180 96 36 16 3 0
& 4: SPARTAN (nmCRPC) HEAFH (0OS) ) Kaplan-Meier £k
100 A I—— T
. Pl A%
80
e 60
=
$4-
23 40 -
ke
H
B
20
H=
0_ T T T T T T T T I T T T T T I T T T T T
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76
: \ FEEFAALILAIRT ] CHD «
CH SR EEE
ff%TﬁU 401 392 385 373 357 339 328 306 286 263 240 204 155114 82 38 21 6 2 0
Eﬁjma.ﬁﬂ'ﬁﬁ BOB 791 774 758 739 717 691 658 625 593 558 489 374 269 181 100 47 19 4 0
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[Z3EE]
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 B0 & DNA Z54, JRFHLIE AR/ S BRI N-25 T JE 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
HEMT

BiEN:

BTt Ames TR58 . PRSP e O AR AR RS R SRR P BEOZ AR . KR A Py B e
SR

AT

TEREVERER. (SR 29 EHIE 26 D RIR (4AZ5EMIE 39 D ERGAFEMIH, KRIE
RYFE>25 mgkg/ Rk (BT AUC, NAZRBEEM LA4F) , RIAEGAFIE>2.S mgky K (%
T AUC, NWAZEEER 095 B, o WAERGHAIFIRARERES . ORISR L. &
G /INAE AR A AR 5 5 200 38 A BRI K

TEHESE R R IAER e, Bi>25 mgkg/ Kk (BT AUC, NAZEBEEMN 0.815) MFIE
GY ARG, WREFIRERNE TR, BrRASREIN, TREMAEE (GRAZMM
PERBRASHD) BEAR, DARCEIVERRANB S & R . Bl 150 mo/kg/ R I7AIE (JET AUC, HA
REEM ST A2 4F)E, BTERITREGEREERMBEN, SSRGS . 1K
Wen?) 8 Ji G, HEVER BRZ B m] K

TE—TUK RV M IR-IGAF K B TR, ER B RN (MRS 6-20 K) 41145 5
A% 25, 50 F1 100 mg/kg/ K FEUR B # itk EERILAHE =25 mg/kg/ K] WAL T4
AR EE B AR . EAARTE AR R R CHARE L, BEREhS 2, SEdA. R
HAAEIGIE) ;=50 mg/kg/ RIS WM AG/EFE5EM: (RUSIE) 5 100 mg/kg/ K7 &4
AT LRHARER M DLESRIE, 3T AUC, a2 NEEEER 2. 4 F1 6 f%.

Bom

FEREPE R R 2 FESUm RS P, M KR A O FRTIAME 5. 15 A1 50 mglkg/ K. B
I 7E =5 mg/kg/ KFIE N (BT AUC, 2y NZGEE 0.2 %) 7J 53505 FU 3 I ) i 40 ff Jiw
SR AZRIGNN, RIS B b e 2 RS PEAE DG, TR R A S IR R AN M R T, KR LA
SRR MEVE rasH2 F53EIR /N ROESE 6 A H 28 1144 T BT ip i 1) &0k 30 mglkgl R, & S S0
R A2 T
527 IN S
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FEARRFER (18-94 ) | Ak (BA. AN, WMAEAEEAAN]. HEAAN | BEEF
J% (eGFR 30-89 mL/min/1.73 m?, i id & Jis i & ot R [MDRD] 7 & Al 5D B9 . sl i
(Child-Pugh A) &1 (Child-Pugh B) FH3 B3, RMEZBIFTMAMAZEL N-25 B R
Ml (K 25 AR 3 732 7 AL IR R S8 22

v A A P A0 T B R R % (eGFR<<29 mL/min/1.73 m?, MDRD) &k & J¥ Jif
1% (Child-Pugh C) X Rt iic 25 4R 3 71 2% 1 2 i
ZYAHEAER
A 25X T T e 1 1 T R A
HiZE CYP2C8 #Ii 7

240 mg F BRIl 55 AE P55 (—Fhoma CYP2C8 | 71)D & 5, BT IZ ) Crnax
BT 21%, 10 AUC 390N T 68%. it I %' 55 AT A BT e e i A2 A Y 1Y) Crnax 391 32%, AUC
BN 44%. FRCT TR B Ol 2 R At I A0 R P 25 N2 R oy e e £ D
FRASH ) Crax B0 19%, AUC 341 23%.
2 CYP3AAL 77

240 mg FL 75 B P Al g 5 A0 il REE - (—FhaR % CYP3AA IR & S, B f % () Crna
IS T 22%, 1M AUC AL, TITHERFRME (—Fhaik CYP3A4 T ) AT {5 80 7] e Be] e At Jiz 10
AUC 38111 24%, AHXF Crax FCREM o TR BE W T {8 T 1At e A5 N 1) Crnan 1011 38%,  AUC 3
I 51%. Tt TG AR RS AS I ) Crnex 3901 23%,  AUC 31111 28%.
CYP3A4/CYP2C8 1557

FHARHEF (—F5Ea CYP3A4 SRR AL CYP2C8 155D wl il i fib e R ieF 7
Crnax PEAIC 25%, AUC FEAIK 34%. Pt w0 M A R &S I 1) Cnax PEAIG 15%, AUC FEAIK 19%.
RZ5

B T7EARSCAE I pH 4, Bl ANl 854k, BRI THIERZS (] o - 2 el )
Ho- S ARFE B, BURRTID A2 5 0 B e f £ 5 A P R A= 2 ) L
S 25

TEVRAN, BT fhu g Al N- 25 FJER At i 2 P-gp AU, {HR/Z BCRP. OATP1BL Al
OATP1B3 (). Hh T Bt i S it 1 BRI 120 24 ) vl ol 52 AR, P-gp 7 2 BRL Al o o fil i
FOWRIAL, DRI T P-gp P40 I B 541 P A 2 500 ] s el i 1) A= 2 R T
BTG 0T A 25 )
CYP J&Hy
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PRAMIFFER I, TP fd i A N-25 B BB iR fl iz & CYP3A4 Al CYP2B6 ) H &k 22 3 Ak 75 3
7. CYP2B6 ll CYP2C8 [fJ b 24 LA 2 CYP2C9. CYP2C19 Fll CYP3A4 [ 55 3% il 7). 7E
RITAHRIREE T, B Ml Al N-25 YRR i i AN 22 50 CYPLA2 A CYP2D6.

A% ity 5 BB L IRBURYE CYP JR& IR, S EWKIAME (CYP3A4 R 1) AUC FE1IK
92%, HERME (CYP2C19 ) (1) AUC F#1IK 85%, S-HE3pk (CYP2CY JE4) 1) AUC F#1IG
46%. A A 51 CYP2CS i) 2 fe 8 K A Im AR 2. & 221k .

P-gp. BCRP #70ATP1Bl /&%)

A it 5 A IR R R & RS, SEEERAERE (P-gp JRY) 1) AUC FE1IK 30%,
I &P AYT (BCRP/OATP1BL JEE#)) (1) AUC FEAIK 41%, (X Crax %A 5210 6
UGT &#

FIBEARIZ AT BE5 3 UGT. A 51/EA UGT IRMIRIZ5W& S, Al BeFRCIX Le 25 i) 5 5%

=

Ho
OCT2. OATL. OAT3 #/MATE J&#

FEARAL,  BATBE e A N-25 FREERA e At i mT 40 A HLRA & 7 #%ia ik 2 (OCT2) « AHLHIE
THiglk 3 (OAT3) M2 L RIMIFIEER (MATE) , EAMGIEILIE sk 1.
TR At e A 22 51 ke OAT3 KA 2 i3 B R AR I IR B 25 A2 k.

(5]

AHERE 30°CHRTF. BT RALT, B2 EFTEA, s .
(2]

160 ml =¥ Z R 24 (HDPE) Jiil, FCAT B JLEIF AR WM (PP) & E i AT 457
120 1kl & -

[B20H]

241 H
(AT HRE]

BE 2 S bRt 0X20190110
[HtH#ESC5]

] 24 7f - HJ20200029
[ EHFAREA]

#F5: Janssen-Cilag International NV

VEMHHE: Turnhoutseweg 30, B-2340 Beerse, Belgium
(A4 4k ]

k4 Fx: Janssen Ortho, LLC
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A= Hihk:  State Road 933, Km 0.1, Mamey Ward, Gurabo, Puerto Rico 00778, USA
k4 #x:  Catalent Pharma Solutions, LLC
A= Hitik: - 1100 Enterprise, Drive, Winchester, Kentucky (KY) 40391, USA

(B3]
ZFR: Janssen-Cilag S.p.A.
Huhk: Via C. Janssen, Borgo S. Michele, 04100 Latina, Italy
[BAFHEA]
BRR: PR ARA 2 H PR A 7]
b BRPEAE PG 2 T ER X R A R L A B DU R 195, BRIE A P 22 T =B X &
B TLER A ST E FR17F
BB 710304
Bt % 7730: 400 888 9988
fEH: (029) 82576616

M4k:  http://www.xian-janssen.com.cn

*+*END OF DOCUMENT***
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