Number: TV-FRM-60337 Version: 7.0 Status: Effective Effective Date: 27 May 2025 (EST)

o F 1 2019 4 09 7 05 H
BT H#H: 202045 08 A 12 H
2020 £ 10 A 30 H
2021 4£ 05 f 28 H
2022 4 08 /3 15 H
2023 4£ 05 f 26 H
2023407 H 01 H
2024402 A 22 H
2024 4£ 08 A 23 H
2024 #£ 12 1 12 H
2025 £ 05 /1 24 H

el e i 22 Ut R
VBT ] 152 350 B P PR PR T B 25 i 5 T A

ISR T ARSI IR RSP b7 —4E)
(2 4&Kx]

A ARR: Bz

P dh 4 FR: % ARF® ERLEADA®

YL A FR: Apalutamide Tablets

PUEPFE: Apata’an Pian
[t 1

PN TR e 95X ] S R EY 7

24 4-[7- (6-FJE-5- =45 FH LML mE-3-38) -8-%4-6-HifQ-5,7- 4 24 18[3.4]3:-5-3E)-

2-3-N- FF 5 2 F i fre

22T AEW

This copy of the document was generated on 28 May 2025 Page 1 of 24
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60337 Version: 7.0 Status: Effective Effective Date: 27 May 2025 (EST)

NC

FiC” N’LLN F
o

¥ : CaHisFaNsO2S
oy 477.43
RS YAF
Frith: IR AR BRI AgER . BERRR NI A4 R IEHIRRES (HPMC-
AS) | REMRRREE. WA 4ER . MR AHERIRE SR I
IO AL (E172). AL (E172) « B . BB (oK
f) WAk AR
[#4R]
AR B SO B RGO R R, —MIMZIA“AR 6078, BREAKEREAG
FERA G,
(& RZAE ]
® R MEN IR EURMERT S I (mMHSPC) AR R
o G S AR R 2 Bk PiE AT S e (NM-CRPC) FRFE B .
(3% 1
60 mg

[(RERE]
HEETR

A EHIGAERERI R /L 240 mg (4 B 60 mg/ IR AD , BH—K, OR%AH. FBAE .
] LS R Bl I R

SRR L R P B B2 e B R IR YT, RIS R M IR R RO R 25U (GnRHa)
YT B C S U AL BRAR

WMARENS T 1A, RRRIE M RAMRZY, IR AR IER T RIIRE . 208 IR A
i LR AR B
IR B

R R >3 REE R IAIN 2 AN R RS, NS4, BHEREREEE <1 HaH
B, MPEHLE, HKEAMRRESEE (180 mg & 120 mg) .
HAGH Tk

Iz

This copy of the document was generated on 28 May 2025 Page 2 of 24
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60337 Version: 7.0 Status: Effective Effective Date: 27 May 2025 (EST)

SAERPRUOB 8K & — AR -

T TEBRA AR EE, PRA R B RREOK T, R)5 5 LT ARMPRYOR Bl 2
— GRS 2%, SERNE . ATOHRYIBEHAR TR IR &5 — AR

LA S e BT B B T MR o AR 20 IR EREIT Fr i

2. INAZ120 mL (4 ) ARBRIR/K, LAAER Al 58 iR B K

3.y 2 0%k, HERFIEWBAIEL REHFHEEY)

4. A 30 mL (6 ZRALER 2 L) VLR ARMPIRYCRI B ez — (B, ok, SR, T
PR RS

5. M EIFIRIR & .

6. 2 B MK edt 1, JEZENIH, BRI T 455 & .

T ARG A S BN NTR G ) DR A7 26 Jm B4
FERAREH A
JLE
I AR R A i £ ) L B B ) 22 A PR A Rt
ZEAN
CHEBELFRENE (L (ZEHA]) .
B ThREHR
e P8 5 o R A T SR T AR R BT R
HT T PR AE R B T R T B AT I AR S ORI AT, R R AR (L (254838070
#1) o WREBEEZGYT, WNFFELENEE 2T IARKMT FAH A R,
12 18 FE ) AT
FrohREsR
FELR I 5 B B BEFER S (43309 Child-Pugh A 201 B 20D 195535 J0 5 A B 77 &
AN LR E B A, UON JC I B N R ORI, HLAS 2 B TV
B (L [RE0 %1 ) .
(@NEYIA
I I ARG A 25 12557 AN TR 20 Al PR X 6 P UL % B PR AS B B B A AE - T LR B
IE I B PR S ke LR B AN RS o A

BEAL. 2R BIG AR (TITAN 1 SPARTAN) Rz WL (=10%) H.Fal i i e 2H
KRAERFE (WZEAHE=2%) AIARKNMNANEZ . KTR. K2, BN BE. 14K
G, s, FHG EMEr.

This copy of the document was generated on 28 May 2025 Page 3 of 24
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60337 Version: 7.0 Status: Effective Effective Date: 27 May 2025 (EST)

N NG T BURYERT SR (mHSPC)

TITAN 2 —TEHL (1: 1 WE. LRFIER. 29006 KRIETE, AT 8 mHSPC
B . EXTUFEP, BHGREZ 240 mg FliAfb e 2B AT . TITAN BF R AT
BRI TR IR R B R U (GnRHa) & 337 Bk 233 32 3 XU <2 AL TR A
FeZ [ WA f TR T ) R R AL B ER R SRR R 20 M H GERl: 0 2 34 MHD |, B2 7
WITHEFE N 18 H GERl: 012 344MH)

EBZ PO AT I R, 5 10 BIEHE (1.9%) IR RMAET . FET-JE K At
MO MEFEE (n=3) , 2HERG (n=2) , FFRGBEE (n=1 , OIEEHIE (n=1) ,
IR s (n=1) , WIS (n=1) FRMGEE L (n=1) . 8% EE IR AEN R RS
15 BT A i, J80 0 DLAR AR 2 (2%) o 23% ) 3 R A 5 SSOBRT  fih f £45 24 v I S R A1
AR I (51%) IXEANR BRI 2 ME il EHSZBTinible a7 1
SRS RGP EA RO R A2 25051 9 200410 20%.

1T TITAN R it 4 % A4 5% =10 % B B 74 R AR 3R 1 =2 % 1A B
25 TR R A A =15% HORAE RS T EAIA (>5%) ML= a s .

x1: TITAN FEA B M (MHSPC)
] Atk fr ZRFH
N=524 N=527
RAHRBETRE B 4253 344 FTEY 3-4 4%
NS % % % %
EFUAE B R B R R
KT L 17 0.4 15 0.9
Rk j2 R HRBRIR
52 28 6 9 0.6
JRIERE 11 0.2 4.6 0.2
18 590k B B 2R
T EA 23 0 16 0
I 18 8 16 9

LIRS B R NOE I ARIESRE (CTCAE) , XULH 1™ RS N 3%

2 QREEE. HEE. £ KE. SE. BEERLE. BUIREE. SIEL. ZREa. BB
5. RBRRIM, AR E. AR ZE. OEFEL. 252, O KEZS. KE. &
B BRI RIRBEE. R K
Rl At Va7 i R AR T 29%H A2 10% 1) HiA 35 6V A B R M ALFEIEYE (9%, %%

BHRNHEN 6%) , WUAYEZE (3.1%, ZEFIHEN 1.9%) , WRIFERS (3.2%, ZEFHN 0.6%)

FIHIR BRI REOEGE (3.6%, Z2RFIZHA 0.6%)

F 2: TITAN (mMHSPC) HfiafhfkH R AER>15% H RAERBTLZRIFIA (FHAHRFT

AEFNBHRERZER>5%) NLREHBRYE

AT i fie R
N=524 N=527
This copy of the document was generated on 28 May 2025 Page 4 of 24

Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60337 Version: 7.0 Status: Effective Effective Date: 27 May 2025 (EST)

IREE S 3-4 2% IEEE S 3-4 4%

K= A

P % % % %
JiiR &S

EEE Y% 27 0.4 19 0.6
£

T H I = foAE L 17 25 12 2.3

bR R

B R HITHERFIE (NM-CRPC)

SPARTAN & —HiEHL (2: 1) « WE. EFE., 20wk, A4 7 NM-
CRPC 3. fEIXIATFH, HER RIS 240 mg B i % 5 22 & F)VA T . SPARTAN B 78
I FTA B B2 TR IR R B O R Y (GnRHa) & JF¥AY7 BT 352 1 XU 52 L)
BRA . Bz Bl e i 67 1) R ) A R R R AR IR 33 M GGEF: 0.1 & 75 ANHD 8
ZEEFNRTHREE N 1L GER: 012371 ) .

fERZ P fb e T B E T, 35 24 BIEH (3%) AR KM H=2 HlEEN
SR REFEEYE (n=7)  OIWEISE (n=3) . WILEFMF (n=2) FRFER (n=3) . 11%
i £ DR R AR AN R ST A5 FH BT A At e, i LRI 2 (3.2%) o 33% 11 |3 PRI AS R LT
ST Al i T4 FH 24 AR R R O L (>19%) MRS BETS. . KO, R,
e MR« 7E3eSZ BTt e va T 7 (¥ B 3 R s e AR T I R b, TN RS R A
FIrHIN 25%H 23%. BTMaAt i i WA M AN R (>2%) Edr (3.4%) , 1
FIA R (3.8%) .

R 35T SPARTAN HH sl A ft e 4 & A= 5>109% FLA 2 B I R A 3R m>2% AN B R B
R AT BT R A Fe>15% HOR A 3 T2 R4l (>5%) SEi =k & m .

x3: SPARTAN H fIA B & B
) vbiihic TR
N=803 N=398
REBEAL FHSg A% FHSS S4H
AR % % % %
L= 5 PRI K 45 2 AL %P IR B
Bz 2 39 1.4 28 0.3
LTINS gk Y et AR
KA P 16 0 8 0
Bk B B2 T HR PR
Ji% © 25 5.2 6 0.3
R BB FRRBTH
BT B 12 0.1 9 0
AR JE K e 11 0 9 0
BRBG . PEREFARIFRE
B fE P 16 1.7 9 0.8
This copy of the document was generated on 28 May 2025 Page 5 of 24

Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60337 Version: 7.0 Status: Effective Effective Date: 27 May 2025 (EST)

CEi 12 2.7 7 0.8
BREE

ZNE R 16 1.1 6 0.3
& 59 BB 2R

o 1L 25 14 20 12

iR 14 0 9 0
B RSG5

[iizHE] 20 1.1 15 0.5

DL 18 0 16 0

¢ Mz

b RAEA RS IE AR ERE (CTCAE) , XS (15 ™ B2 3 4%

¢ HWHEKRE. REE. EAVEEE . SRE . REERE. BRURRE . SRR, ZRELAR. B2
FER . RRRINL . AR RS . ARMEEE . OEFMER. 292, OERE. HEZ. KE.
. KRR BRRBERE . BERAUKIEZ

¢ IR, AT R R

¢ QHEEANEIKI . A E K K. ARFEER K BRI SRR BFEAK . R ER K
AT 0 FR) 7K f

USRI T EMEREIT. MERISEEAT . A IT. CRVE T W, e R
#ro BECEAT. BUEWR. FTE. AEEST. SAE. SR, Eatea . iRE
Yoo WEEI TRES EREmREEIr. BmEdr. #hiadr. BEadh. BamR. 38
T BEES BEES BOEE . QU0 E T SRS AT B S S AR

FEREZ B At f Va7 B ER v, R AR >20% 1) HoAth Il PR 838 AN B N AL 4E,  BUIR AR I e ik
B (8%, ZEFIHN 2%)  JRFE (6%, ZEFIHEN 1.5%)  FLOIFFEE (2.2%, ZEFIH
H1%) .

* 4; SPARTAN (NM-CRPC) At &k AER>15% H RAERE TREFH (F
HRFTBEEZNBEHERERER>5%) HERERERE

e W ek 2 TR
N=803 N=398
3 o P 4544 3-4%% P 554 342
TR E R A % % % %
ik &
i 70 0.4 64 0.5
1 2 0 el i 47 0.3 29 0
IR A g i 41 1.8 21 1.6
A4
e I [ I ILAE 76 0.1 46 0
T LB A @ 70 2 59 1.0
e H i =R LA @ 67 16 49 0.8
BT IR 32 19 22 0.5
& AN i AE
K
This copy of the document was generated on 28 May 2025 Page 6 of 24

Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60337 Version: 7.0 Status: Effective Effective Date: 27 May 2025 (EST)

EPTRBERL. 2RI IR R T 78 (SPARTAN A1 TITAND FRVC A EcdE o, B 0 Al ey
Ml DG B 32 N BEIR B B BB s . 2Bl i flh e v T 7 1) B 5 B2 e RR T M B eh, oy
AH 26%F1 8%IRT T B A RN HeSZ B iG 7 1) B S He 52 2 RGRA YT (1 35 43
H 6%F1 0.5% T 32 GE X NE > 30% M AL HFA[BSAD -

FERT bR VG T 4L, e R AR AL 1A 83 K. 78%[I R R iR, AL AN
BB RATHGIE 78 Ko W O RPTAIEZ . R iR BR YT K%, 19%m B &M T
LB PR RS . S35 1A%FI 28% 11 3 SR AR h W2 2. 7E TP IR 2 R T,
URAE BT At RNy, 59% [ S B R K
NI B

FEPITBENL . 2R R IR 7E (SPARTAN Al TITAND KL 2 ¥di+, T4 440 H
— R FR IR (TSHDY Vb, TERZ BT il i ia 7 Rl 2 e REGRR T I B b, il
89 FI1 1.5%4R 3% HUR MR THREIOR o TEHSZ BT WAt iy 7 A2 e ANR YT IR, 3 3 25%
7% TSH T AR ] g TR )58 — VA I o AR I 3 a4 HAR R, £
Fe sZBi b IR TT B T, 4.9% M B E A T HURIREE BRIAYT . WA IRRIRAE, R
FI R I SRR BOR R L LAMMEEER] D .

b RS

At BRI T NRA R RN BT B R XL SR AN BEREA R A E

UEAS AR A VT AN RS 1 R AR A Bl s e 5 P 2 2 R R R G &R

(R B RS AR
BRA RGN T A
VRS TSR T A
BB FLGVIBRS: 250 BRI N £ A4 B PEREIR S SO0 B )
oA 2 B A FER A
€35)
Lo AR A T SR A T R
2. SRS 220000 4 (L L5E SO LA I 25 1 0
€G3
L AL B

A TR R R B LN RS PR L0, 8 SEGEC R T, Rl
L Lo AL PR A R E AR . ISR 2 ORI, SRS L BRI
SR 5

This copy of the document was generated on 28 May 2025 Page 7 of 24
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60337 Version: 7.0 Status: Effective Effective Date: 27 May 2025 (EST)

FE—TIBEHLAT5E (SPARTAND o, HESZA G IR YT 132 1 A 52 22 BRI I 3R &
Iy A %M 3% R AL O IER . FE—TREENLT AT (TITAND o, $E2ARIRTT 12 1
B2 2 EFNRIT ISR E R, il 4% 0 2% R AESRIIPE O BER . 7E SPARTAN Al TITAN
Fort, 61 (0.5%) HSZAGIRITIEEF 2 4] (0.2%) #2552 22 3 S0 TR PR O EN -

£ SPARTAN W7t , A itifyr ALy b Az J gk 160y 32.9 A, LRGHAEDy 11.5 M,
AR IRTT AN RRIRTT 250 A% 1% 3 R AR S M I L8 i . 7E TITAN BT,
AT A (1.5%) Rz B4l (1.5%) kA B i P i i e 9 0 B 3 L AR AL . 7
SPARTAN M TITAN A7, 2 4] (0.2%) 52 hiB T I 8 S0 T B M VR L s, 22 @l
FRVZE TG R85 B0 S i e oL 50

SPARTAN F1 TITAN ff 75 HEBR T BENL 480 6 N H WA AR ALO LR OVUAEAE. 7o il
PG J) 308 . 2% v BRI I AR L e B A
CEul

P2 B A M IR YT IR G R AR BT PP R I T R . AR T LI IR T 4 R
G BAETE AT AR 2, 5 S B L 2459

TE—TOR T AR A P APV i 21 i SR I BE AL 5T (SPARTAND HH, 7351 12%
e SZ BT AR T I I B R T35 52 e JRRIVA YT IR R A B T . TEH 2 I A At e v 97 1) 2
FHNEZ AT B T, DHE 2.7%H 0.8% K4 3-4 Zei . HZ irihiziayT i &
HHE PR ALERA A 314 K (FJuFE: 20 2 953 KD . fF SPARTAN B 58 A A3k A7 4 Ml %
FEVPAL, R A ¥R ) 25 W0V T B TR R AAYE .

TE— TR T3R5 1 P9 49 W 97 BRI i 0 e S RO BE AL L (TITAND v, 9%I14252
BTE A TR T IR SRR 6% 82 L RRVRIT IR R AE . WAL 3-4 JeE T RAEZRMAL N
1.5%. 32 FMAA a1 B B T A R AR TR A 56 K (R 2% 111°K) o fETITAN
T R BEAT H R B EEVT A, R A B S 1) 2506 9T R BRAAE o
Btz

A BB TEHSZ BT 5 R A k], B2 N AR (W LZERZA]Y ) o NIF
it R AR AR XU o

FE—IIEHLIT 7T (SPARTAND H, 7R 52 B i flLJlie v 97 1) 63 RN 52 2 BERIIA T T 10 B8
Hr, S RIAT 16% A1 9% KA R . R3] 5 R R e 2k SRR & AETE
W R AE

FeSZ B A iR 97 1) B R IR A o FEIR T 1R R IR A A 1) 6 38 L 7K A 15 P o
WPt o 1R B AR ORI 247 2 75 T LARTS LB BT We it e B 1 o R S B, FERT A iR T
SN, ATRERAEWUR AR, S5 IEEIN AT RE SRR RN, % B sl N i R E .

This copy of the document was generated on 28 May 2025 Page 8 of 24
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60337 Version: 7.0 Status: Effective Effective Date: 27 May 2025 (EST)

TEPIEENLAT 7T (SPARTAN A1 TITAN) H1, 5 il 52 Byt i va o7 i) 3% (0.4%) 1 1
B2 R FNRIT IR (0.1%) RABRNRAE . W0 R AR B BT TFa6 3 B A i S (¥ 159
KA 650 Ko BFFUHERR 1A B A VEW S0 AEFERUIN &) % R 32 BROETE A FH O 0 vl FARC I 1
BRI B AR R E M 2T R o AL R R A BB P At R o e At fe PR PR 22565
T2 B R BB (SCAR)

A AE T RS T 2R WK SCAR (LA 2454 s LAY W TR 4H i 3 22 1 4> B PERE IR [DRESS] AN
S SO L A R R B MR B IR BEAAMRAE[SIS/TEND BT 5%, SCAR I REfE K fE A
B SHIET: (W IARKT ) o R I SCAR MAESUER, RISLRIEIA S, FHiLEE
BT P RETT
I B B (1ILD)

TERZ IR CREERIM) A7 i S s ] BT s ILD 6], Hrh B HE5ET
o Gt 5% B R DR P R A RIS B D5 IR ST A, BT A5 BT M A T T, RS R R
BATHE— B A, WSR2 Wiy ILD, M2 IbRTiaftizifyy, J5 bl — D e 4mia T

(W IARKMT D .
RS RS

BTt e — AR A S0, TTRES SR 2 WA AT AU B Rk, 7R AR R
VBT AT NG A 254 — MM, WRET Atz e T AE R S AE EEE X, A
FEAFANAS I Sk W 07 A o 5 94 P SR A7 ) R, ) L3 ot T e A 5 4 S 22 b AR Tl
2 B A BURIR Y I 25 & F

o7 3k G S A AN B R BB A . W R BTIR i 5 2 CYP2CO AR BLEER] (e
MBI A SR A, MINE BRI EEEE (INRD BEAT ARSI .
BRI RIT RS EK QT A3

STE QT MWK i AF7E QT MK WK R 3, LA FE R AT REAE QT[]
WASE K 2P A, A SLAE T 46 Bl A A e v 7 R VP Al R 2 - U L, 458 H B S i HL A B =
AT REME .

Ok AT

fE—TELHE 45 ) CRPC B IFFUE . M. 2t B8, LI QT W7, iT4h T
BTt e 240 mg (BEH—¥0) %t QTe MR . FaRS, P QTcF BFELmm BN
12.4 ms (U 90% CI LFR: 16.0 ms) o Fix&E-QT MR, Babi e b Him A HH I
QTCF (48 i1 2 < B Ml

This copy of the document was generated on 28 May 2025 Page 9 of 24
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60337 Version: 7.0 Status: Effective Effective Date: 27 May 2025 (EST)

Xt 25 B A8 A A% B 7 B e

Wiy Mt e 5o 725 B AT FHATL 28 1R B 70 3 S I B 52 0 T 2 AN T o E S I FH AT A fr )
BB IR R AE AR o L R S O B R B 2R 1 XU
HETILEAZERNL.
[0 R AR E Z ]
S L RS T VR

W AN T R T PR 75 A7 AE BT A B BRI . A vT et R A R AR JLiE it . EA
IR IR ARIRG 255 3 /N A N, BEAEA A E R 1ML AR R A AT B, R [ B el
FH 2 2 DA S 53 b — Tl s 5B 2 77 2 o
IR

BTt e 2 FH AR R s R R A i tE e (0 D8RR ] D o MRAEILAE IR, 7ESEgR AR
BT ARRATRE SR R LI R o TR Lo P A P 280
M 7,

I3 AN V7 2 R T A e/ AR A 15 2 236 28 N LI o AN REHERA X ol L 22 ) LI SRR o ol 7L 44
(L] AR 17 A58 Y BT At e «
HET

IR IR T J, BIiA e T B S PRI A AR TR B AEE 1 (L (2B EE) )
[LEAZ]

WA T A R TE ) LB R TR I 22 A MR 2
[ZER%]

FEIG PRI TC 2 Bl i i ¥y 1327 v, 19% M BE FE /N T 65 %, 41%f B4
WATE 65 & 22 74 % 2 (8], 40%M B E HFRTE 75 5 K UL L.

FEIR e AR 35 AR IR (63 2 () I AR LS 37 3 B AR AE SR ZE e

TEREZ Bt iV 7 1) B (n=1073) H, fEI/NT 65 & & AT 39%. 65-74 % (1 i
HHE 41%. 75 5 KU LB E T 49% KA 3-4 N RN . 257 B At i R R B WA T
P B PR B 1 AR AR BB AR IS TGN 4E W8/ T 65 B IR K AE RN 8%, 4EMATE 65-74 % 2 [l
(R R AR RN 10%, EIRTE 75 % Ll B R AE RN 19%.
[ ZAEEAER ]
A 24 o o e At i 4 5
SR CYP2C8 B CYP3A4 i

Tiit-& 5% CYP2C8 B CYP3A4 Il 7)< I 1tk e 3 AR A 2 e B (U A R A b i m
RO VAR B RS N-25 I IERA AR I SR o AT B IAA TR, (E AT AR 52 b R A

This copy of the document was generated on 28 May 2025 Page 10 of 24
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60337 Version: 7.0 Status: Effective Effective Date: 27 May 2025 (EST)

bR (O DRV EY D o FTH5520EH 2 CYP2C8 B CYP3A4 HIil 71148 2 5 i bl i fihy
i B

I fe o JFC A 240 4 5
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NG, ERET, FEEMEREY N-ZH T AAL T Crex A 5.9 pg/mL
(1.0) , AUC &y 124 pg.h/imL (23) . F2ZSHS N-25 LR fib g 5 00 FHE R 25 1) 2k, 71
W LEN 1.27. BEEAHGE, N-25 SR fb A S BHA 2 AUC LA RISSME R 1.3,
BT RG GG RIS IR, N-2% B BT b i mT REAT B Bl e e e 1 11
RIS
MR

SR U IRAEVIRIFHEELN 100%. HALEIERTE] (tna) A 2 ZNSF GER: 1 2 5 /)
D

FUIR 4 F5 43 807e S s vh BT ie i 5 700 (60 mg /F) » S2BRIRA TR 4 )7 52 8
WE A% 77 (60 mg /F) AHEL,  Crmax F1 AUC Kl R SARE
g/

i R HAE S A E e & (K% 500 % 600 REEHLASHT . 250 R B% B KL & A
150 RE A KM FHZBIMAMIZA 25, Croa F1 AUC SA IGRACAE L . B AR
Ja s HAL tma LEIR T 29 24NN
pagil

T A BT BT LAt fl P P B3 W o0 A1 AR 20k 276 L

BTt e R IN-2 FE B i i 5 1 2 1 45 B RO B9 3 3 96% 1 95%, T JEE AR i
THER

BT fib i SRR 25 2 JE 1 CLIF Dy 1.3 Lih, REH —IR& 25 )5, RANTHEE 2.0 Lh, XAT§
TRl B S5 ERET, B FH oL 3 K.
1C8
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AR 2 BT el fie Y Bk 1 2 L A% . BTt i 3= 222 CYP2C8 # CYP3AA A, JERUEMEAR
WY N-2& FIERTIEMbRE . BRes25)E, it CYP2C8 Ml CYP3AA4 7 Kl it fiie £ i e ik 2] iy 41
F 735 5 58%71 13%, (HAERRAS T 735132 )y 40041 37%.

B VRSN PEAR T IR AL} 240 mg Je, BT L% 7 & AUC ) 45%, N-25 L BT i
1z 44%.

HEH

LR RSO AR B M A i 70 R P, FERRIEHR R T SRR 65% (1.2% Ji AU B iy
filfi, 2.7% N-2 BRIl ) , TESE(ER I T 24% (1.5% 4 JE AR M fl %, 2% N-2
R M A D)

[R5
4 T L 22 T 7 Sk BRI AR 56 i 7. 1 T ) e e F 7 A0OR 2 A

TITAN: FEEEHEA 46T BIE T F) R (mMHSPC)

TITAN & —TFENL. XE . ZEAXS I EHERZ doim R, 1052 4] mHSPC & Fal
(1: 1) $52 FURFTMAfhE 240 mg £ H— 3RS (N=525) B2 @RI H—IRifyr (N=527) .
TITAN B 5 A S8 34852 TR TE IR R SO R 28U (GnRHa) & 1R Y7 BUIEAT 42
23 W IR AR . B RIS W Gleason TE4r . BEAE 22 T4 fth 28 (4 4% B ATt [X 64T
O3 o ELATARE 4 A A SR ST (K mHSPC B 9 SRS SN 72 o e IR 07 6 12 S
SNAELE P ERERS BALH 1B ks 727E 4 Abak DL BB st, HILhE A 1 bkt fr T8k
FIE B AN B R AR

PIANETT AL I RN GE it 2 IR R B R . PRIy 68 % (S A 43-94
%), 23%MEBEFR=T5 5. AP AR 68%, M A 22%, BA 2%. 63%f]
B B S IR AT, 7% R AR SR B . 16%I A B2 TR L AT
HIRRIBOT BRI # HEH « K2 HUE T Gleason W4 =84 (67%) . 68%[H) 3 BEAEHe52id i
HERERZY (L REE. FAEEUB 8RR BT BAPIAR, B 1O RFEEZS, BT
A B I AR R M E AR BRIRES (ECOG PS) 1F40 4 0B 143«

ASHEFE ) 3 BT RS R AR bR BB TR (OS) AR ot R AEAE ) (rPFS) . AT
TV AR IO AR AR, OB 2 58 B R BAE T I IR . SEAR 2 it
Je g SONTE R ORI 2 A B8 200 B ik A5 BN (T A IR AR 2 bRl FI/EERAH
LI o

SN 2 AR YT 1B AH L, BEALEESZ BTt 1 7 16 SR 1Y) OS F rPFS A7 Gt it
BEBE. OS M4 BB T TS e R T R . FEmZHIE T BT 34T T 8508 OS 43
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M, WEER|A05BIFET-. FHALFEVIRS (A 4440 H o 2R 2H 39% 1) 32 i & e N2 A iR IT o
TITAN 7R ss R sh ik 5 PLAKE 1 /1 2,

* 5: TITAN BFFEH EITT 3045 R
Y o e £ i ZRIF
- (N=525) (N=527)
A TEIRRI A
HET (%) 83 (16%) 117 (22%)
HEf TR, H (95% CD) ° NE (NE, NE) NE (NE, NE)
A EE (95% CID) ¢ 0.67 (0.51, 0.89)
p fH ¢ 0.0053
IR AT
BET (%) 170 (32%) 235 (45%)
s TE],  H (95% CI)P NE (NE, NE) 52 (42, NE)
XU EE(95% Cl) © 0.651 (0.534, 0.793)
p fH ¢ <0.0001
EBRELRAETH
P 1t R B T (%) 134 (26%) 231 (44%)
HfzfTE], H (95% CD) ° NE (NE, NE) 22.1 (18, 33)
A EE (95% CID) ¢ 0.48 (0.39, 0.60)
pfH ¢ <0.0001

TEEAEHC T RIBEAT B 40 W S AE 8 50%I, HEAT AT 44T 4MBCIK « =0.01.

NE=TCikAtiit

AR LE E 43 2 B L XU AR A o XU bl< L A R BT i fth iz o

K12 Wi Gleason ¥ (<7vs.>7) . #ilX (NA/EU vs. HAE 5 ) FIREA: 22 74 fih 248 FAE 0
GEESER) 2R IR T 5 p (E.

o o o Q0

TELLR B WA LS 31— 5010 rPRS oiste: Sl e A7 (i vs 1K), BEAR 2 T A R4
RO GRS ) FHZ WS 1 Gleason P43 (<7 vs.>7) o

FELL T B WA PSR 3—30) OS . FmiiE i (m 51K MHZW ) Gleason
W (<7557

Bo e s i WT AE S vt b B 2 IR AR M EE MR AL T BT RIS ) (HR=0.39, 95%CI1=0.27, 0.56;
p<0.0001)
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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
ANMRITHETA T7%0EE A2 AT SR FARBURT . KEHEFK 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 TG RAAA (PFS, i
R R |« BAEREE R AR (0S) DL 4B ERPEATT 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

This copy of the document was generated on 28 May 2025 Page 21 of 24
Confidential - FOIA Exemptions Apply in U.S.



Number: TV-FRM-60337 Version: 7.0 Status: Effective Effective Date: 27 May 2025 (EST)

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

(534l ]
R AR AARAR
Hohk: G A8 7E 2 T e T X B AR i B P (195
MR . 710304
Bk % 77:: 400 888 9988
fEH: (029) 82576616
WIHE:  http://www.xian-janssen.com.cn
[EANTEA]
SRR PHR ARG R )
FEA bk B P A T 22 T R X R R P SR R R DU B 19 5, BRPE A P TR T IX
T L 4 ST E PR 17F
MR 2t : 710304
HLG AL L5 h5: 400 888 9988;  (029) 82576616

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

*+*END OF DOCUMENT***
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