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Apalutamide (ERLEADA®RYE AL ) B — BB RZRIINFIH - HICBR 2B (4-[7-(6-Cyano-3-
trifluoromethylpyridin-3-yl)-8-oxo-6-thioxo-5,7-diazaspiro[3.4]oct-5-yl]-2-fluoro-N-methylbenzamide) ©
Apalutamide 5 REZREBIIHEK « EFEZHpHESEA - apalutamideB ¥ ERBRKME B -
BN FRBRBATT44 - SFNBCLIHISFANSO02S - HEBAR
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ERLEADA® (apalutamide) =75 60 52 apnlutamidefld ] RAE TR ST -
12 BB

FEBAIIEEMRE D5 ¢ colloidal anhydrous silica, croscarmellose sodium, hydroxypropyl
methylcellulose-acetate succinate, magnesium stearate, microcrystalline cellulose, and silicified
microcrystalline cellulose °

REAREA—BEAE TIEABAVM ; iron oxide black, iron oxide yellow, polyethylene glycol,
polyvinyl alcohol, tale, and titanium dioxide
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F o BRRES AN L BRERLEADATS HIB[ £ A RG] » B b
CYPZCBRCYP3A4M H AT L T & H Fapalutamidety HHE -

ERLEADA®S It 4 88y ot %5 4
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Apalutamide B2 T A B Ak L2 —#55 ) PEEE & (P-gp) * LB BR G (BCRP) & H ML &
FRE FIKIB1 (OATPIBLEY IS H#] - AR ERET » apalutamidefr #Eexofenadine (P-gpst
®)Wrosuvastatin (BCRP/OATPIBL4 K )6l fo 4 5 T & 548 - BERLEADA®RBAP-gp ©
BCRPEOATPIBIZ Wy Bt A€ BB B B B REK  LHKDP-gp » BORPK
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#RABRLEADA® SR AR AR 10RO AKETRARAE T « RTREHEaMCHE
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ERLEADA™ SR
N=524 N=527

ASLIBERAN PR ¥ 8 F3-48  FHAFR F34l
FRER % % % %
WP S LS 5 R
T B3 17 0.1 15 0.9
EMBETRERE
&, 0 28 6 9 0.6
Rk 1 0.2 4.6 0.2
i R F
b 23 0 16 0
5 R 18 8 16 9

o REE AT REMREEER (CTCAR) » SEFHHREREZ AT
b, LAERA ~ MBS - SHMAA RS  AF g BEE - Sk B
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! &L T
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ERLEADA® %= A
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TRERIR LY AR 3-8 R 2348
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a. EIEEMRAE
SPARTANA =3RS HomCRPCH AP EITMMR S fm(2:) - BF > KHERHE - SdoBk
R AEAMEF + BHARESTRLEADAY (F 82408 )X 2 BH 69598 - SPARTANST
T BT H Fo ARRA-DE 4k R AT PERE 8 KRB EOR F (GRS G & » RARTRMERLY
Bk » ZERLEADAD B2 A Ay PR BN B33BAGRE : 015760 A) » kLR
BaegkamATR A1BAGER  0.12378A) -
# AERLEADA®E B e R AR 240 BHE LT RARH LT - 2 2BRARTHERE L5
Boife(T42) « M EBE)  aEFHFCMARTHERGE) - HFLXOAARELT RA
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FALERLEADAR K B EME : XFRELCI%HTRRRA LA K K% RO Beb
v B R o i AERLEADA® G 0 A H 25% R 24 AL R s AH 200 B A B
TRRER - BT RGBSR RERG2%AERLEADA® 8 & 64 Fr 37 (3. 100 B 2 M A 40 F 09 f
RE(3.8%) °
AP T ALSPARTANF B ZERLEADAT 8 & 5§ 2 4 & KA F 30100 LA 2 B A s dm kgt 2
K24 35 98 338 Au(absolute increase in Mrequency) = 2%69 R BRAR ~ RIAPT T H A
ERLEADA® W 69 8 % 35 & R A FA 15% A HA K0 ZEAM A TR ERBREF -
&3 1 SPARTANFF R F 89 R R R B (nmCRPC)

EX X4 ¥ BERLEADA® = HE
T RARE N=803 N=398

DT T s g A

A 39 14 28 0.3
ML B R Mk R F

T &5 0 16 0 8 0
EREATR&ERE

i 25 5.2 6 0.4
RMRE LR

R 12 0.1 9 0
Rl knge 11 0 9 0
LA b AR R

Hepl® 16 1.7 9 0.8
Cxad 12 2.7 7 0.8
REER

&k eE’ 16 1.1 6 0.8
f2FRE

bR 25 14 20 12
it 14 0 9 0
HE R

i B 20 L1 15 0.5
R 18 0 16 0
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(rash papular) » A E#IHE © BIREA © 248 (ash erythematous) » 2 £ » BAE > 2

W - BRREA AR BB (papule)  BURARAE - A MM R K - sRAKBRE

#

AR BEY R BMEMAdeacused appetite) © F4 # B AR & HRIE K (hypophagia)
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BRACRLEADAT SR ZHA(E 208 A LR A LB AEANL T RRAA » A PRI
18T (8% » S HA A 2%) - RHR6Y% - FHAEF 1.5%)  ABRLRERG(2.2% » HBaH
19%) °

%41 SPARTANY R Z ERLEADA® 4 o 8 4 B X5 F 70 1506 AL &b e MA (P £ B Kb
5% » FFAH %88 B3R T HB EF(mCRPC)

ERLEADA® Exs o1l
N=803 N=398
RS $3-am UER L Fa-18
K€k R E % % % %
o i M
W 70 0.4 64 0.5
6 e HUR IR 47 0.3 29 0
HEHH D E 41 1.8 21 1.6
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% N2 B B o g ¢ 76 0.1 46 0
5 o B2 70 2 59 1.0
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ST N SRR AR Y B AR » A ERLEADAY S % 6955 A H 250 R AR A S REAYE B 0B A
[ SRR AN PRGN AR —RTHRES R - BEETRERIRIR
[ RS B R ERLEADAT S B0 A H 4.9%48 £ AR R LG R - FHAR
—rnm&% B4 AT TR AR S - I T AR AR

Bty R R[5 X EEM(7.2)] -

8.3 Lk

ABRLEADAL T %48 MM AAMB AT ROTRAR - HELERRARAATARNE
ik BAbE LR AHE—ARRYAE  REL A REHFR2Z M) B R -
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Apalutamide @ HPIHIARAZHEIBER - HIDNAZEER - WRBARFIENRSEERER - HEE
M MIN-desmethyl apalutamide 2 —TEE TS UAVARIDHIR - LA HYERNBRRBER TP
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apalutamide B MR AIRAYIS E/E A RGBT IER - RiMESEREER ) -

102 BAZIEEIR4SH

A—ERREHR  |MYE - 2P0 - BRRE - BRRNQTHITIEE M B45MICRPCH AT
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3 BRARRIRZEER

103.1 HfE - REEHM - £EHNEZ

E-EBRHNAEETA2ERRBUREF - ORIRFAREApalutamide 5 ~ 15K50%E
JoF/BZ2BIR - R F=sBR/ AT /B 2ZApalutamide (UAUCREERER - FERAR
ARBA0.21%) 8 N2 417 5 A1 (Leydig interstitial cell adenomn)fJ 3842 - BEIREK
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e BAEB MRS TRERAEComet I TP RBIRERS M -

=7 VB AR(RRIE20E) A N(REEIE) METTNERN BB ILHET - BERT

& T NER/ AT/ ZHBORBMAUCKIERER - HERABRERN1ABRET

(7 VER/A/BZBENBAUCRIGERER - BRRARREBMN0IE) BRI

S RTINS/ - BEERGR/ AR EE AR EARE A RS -
#-TAMBEEAEETOER ITRRD - B8 F>2585%/AF/BRLAUCKIEERER -
ERAEREEMN0SE)ZEIBIER  LHEIERBRERTHNREE  HEEBOES

B - RWEENREFR(RRICENDRRE)EE - YRR EERRRNIR

% - IR TS0/ /B (AUCRIERER - HERARRBERS7TH)Z2HE4HE8%
- MERRIAZFRAR/HERERELMNNEEREREONIRS - HEM KR EY

KRB E—RI% FapalutamideFISE 1B AR -

11 e HBR1E

FRIERB IMERE - U FapalutamideRV BB BN N B S BERBIFIEIEERECCD)INARNERT - EHEf
H—R&F30F48085 (2 AW BH0.125F2E)MWEB 2% - apalutamidefICmaxELME MR T E R
(AUCO)RRLERIFAE - 18 TRME B 2% - apalutamide WRAREEFIMENRSE - BFEHERERNS
5% - EWEMRET - apalutamideAICmax 46 meg/mL (1.7) - AUCE 100 meg-h/mL (32) »
Apalutamide I8 BME NS AFNENEE/) - PHRESELRS1.63 - SERERLEHEIE OIS
RCLAHASHIRS - B ERapalutamidef IS HIEFRR I AR B WS - BEERFWMERTRH
AR TOUAEREFRAREE  ARapalutamide IRERE30FI00EZNRBE B A& AMB A IELL

BTIREHNEE  ERERET - EEBZ ML YN-desmethyl apalutamidefICmox 5.9 meg/mL
(1.0) - AUCH 124 meg-lvmL (23) » EBEMRET - N-desmethyl apalutamide R 75 T BRI 2248 E R
Hh4g - FHIEESEERA1.27 - BEIRE 2% - N-desmethyl apalutamideAIAUC B/ IR B B2 L 3=
MHTYESR1.3 - RE2ERER - HEUNRENE NBRH - N-desmethyl apalutamideTTREB IR
apalutamideffI Bg RSEH -
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@S NIRRT ARMNE100% - ER Tapalutamide?E A RALHETURNT S - FRREMD S
TR AR P NI B R () 22 2/ NS (BB I - 1 ES/NE) ©

CARATE 5 B TE SRR WD Y60 sEapalutamideSE B 2 C o, FNAUCERTE R BG4 T AR A4 B T R4 602E
FEEWAALE - WAREMRARAMA L -

BYNEE

HRESHEREERE TRBEEEMEIS00Z600KFFEEMEM - 250K FRBBKIEEYR
150K FBEEEEE)IR Tapalutamide 218 + Cruy BAUCHESR H IRBAE ELIG ARRR B4 A0 21E - BRYA
R - EE o PRSI B IER A2/ -

pakiv)

EREIRET - apalutamidefIFI BB TR IEAI R 276 -

ApalutamideBI MIBTE LS RRAI6% - N-desmethyl apalutamide I R95% - BERRIRE KM -

HEbR

RPEBFEY % - apaluamidefICL/FR 1 3FA/NE - SARB-RUFIWERE2E - AFAE
Z20H//NE - BOIAERCYPIAIE RS MBS - EIRERET - apalutamideTERARAAEITE
BAUERPMRIX -
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. "*“l*‘»p-sn el ETHERR IR « ApalutamideEE 2BIBCYP2CSFCYPIAIKIIE I AUE MR

.mm | apalutamide * 33 P EWEY 2 1% - CYP2CSEECYP3A4TEapalutamide 2 X3 P A ELE
SEOEI13% - BAETEIRE F 8% RIS RA0%E37% -
i el U HERS fapalutamide 24085 7% - apalutamide i BB AUCHIA5% - N-desmethyl

3 Lipaktily ﬂln.b"'l BREAUCHIA44% -

T

O ARI3 T E WM EHER Mapalutamide 70K 2% - H65%MNE BERBTIREILTHEMN1.2%AK
W69 F Fapalutamide - 2.7%SN-desmethy! apalutamide) - H4%EEFEFRHISTHEN1.5%R
REEAR Fapalutamide - 2%HN-desmethyl apalutamide) »

Eo3Z 9%

RIBEM (18T « FR(BA « IEBETNA « BAA) - BEZPE(cGFR 30-898F/5 58
/17332 - FIAB R AEBE[MDRD]ATETHE)BINEEARE « SEE(Child-Pugh ABR)EPE
(Child-Pugh BER)FFThEER 2 1TaTE 2% - IR 5 IR apalulamideFEN-desmethyl apalutamidef9Z2 Y E)
NBREMEARKREBNER([Z2ERHEMHIREIRG6.6)] -

BRI R EE B INAERE K IIB R (eGFR29EF /5 #8/1.735K2 - MDRD)SBEMINEARE
(Child-Pugh C)¥apalutamide Z B E HRHEE -

BYITEER

B EYHERLEADAPHIH/ B

WY CYP2C8MFI

1% B 240 5= AERLEAD AP B gemfibrozil GAAICY P2CRHNEIE) S HIR T 2% - apalutamide
Conan TIE1E21% - AUCBIE F %568% - Gemfibrozil 38 B & fEapatutamideFIBE MR EC o Tt

32% - WIBAUCHEA4% » FhIEM RS (RS S BRapalutamide N ER IR IE Z K A& S HEN-desmethyl
apalutamideBYBANTIS - FEHABEIREC,BHAS19% - AUCRIBTHE23% °
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16 BB 240 M ERLEADA® B itraconazole GRHAMICYPIAMIHIEN S HHE P 2% - apalutamideft
Croax WFE1E22% + AUCRIAZARE - Ketoconazole (BERHICYP3IA4HIHIE) I A& B2 1)
apalutamidef)AUCH & 24% + (BYIC,,.RIIREEZE W - Ketoconazole TR Fapalutamide 1B E MR &
Crax H538% - WEAUCHES1% » SEMA DTS - FRHHREIRIEC,,THE23% « AUCRIEFH
528% -

CYP3A4/CYP2CSEE MM

rifampin CARIICY P3A4EFMH 8 ch AYCYP2CS A W) A B fEapalutamideAI B TEHRAEC ny FEIE
25% - WFAUCPE(E34% - MIBHRD TS - FAIMIBEREEC,0BIEIE15% - AUCRIZIEIET19% -
e EEMY
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SHREREANEY
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OATP1B1ROATPIBIKIfEEHE - B apalutamidetE AR HE FRINSTER - P-gpl A HPRE]
apalutamidefIMRUL - EIL - P-pp R EINNFISEHE WTE MM A & F Hapalutamide AV ERETT AR -
ERLEADA®#{ K fthZa0 R

CYPHIZE
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RMICYP2B6ECYP2CRINEIT « URFEMCYP2CY - CYP2C19ECYP3A4INHIE - HEARAARIRE
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30% - W Frosuvastatin (BCRP/OATPIB1 Z E)MAUCKEE41% « 1B C,,FIBEETE -
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Apalutamide O] RER EE MUGTAROTER - I§ERLEADAPE BN UGTR MY it ATl s B MBS 1Y)
HRITMIEE -
OCT?2 * OAT1 - OAT3RMATEsHI 5]
85N EIBRRER - apolutamideSEN-desmethyl apalutamide ® N EIE MG R TEME D2 (OCT2) - HHEE
FEBHED3 (OAT)REEAY RBRFHBREAMATE)WIER - BRI AMERTERE
B UOATHRER * apalutamide B A A FRBOATIZH N RBBULEEHFEBHBORL -
GnRHELIY
TE3% Zleuprolide acetate (—EGnRHEAI) S fHapalutamide;AMAIMCSPCEA D « PKIERIER

- apalutamide# leuprolide FHB 2K 455 18 I M AR AR RE S

B AR R R
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o ARG
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TITANE— IEM?%&NEH “E Q@ﬂ]%“ﬂ %.ZEﬁﬁE;ﬂh EERARD + F1052fUmCSPCIR
ARBEH A1) %2 528 H—ROMR240LFEERLEADA® (N=525)s § A —RZHH
(N=527)HEE - TITANEBRPEIFAER AR S HERGIRHEBEIAR - AR CRIEAUE N
BRI - B A2 BT 918 2385 B(Gleason score) » FEAifE FdocetaxelfOBRS - LR FEHETIE
o BA XM (high-volume) /B2 (low-volume) mCSPCHIR A ERT HE A BIRMSE - AMMERNE
BRYBELARLE1RER

i HELRAEE)MUEHERL - BRIBREZVATRRRERBENERB MBS RES -
ETINBAAOGEF R RERERFEEAE - MESRENKTARER - PAIERR685%
(S5 : 43-9475%) - XB23%NRARTSE(R)LLL - BRI HEFRESUEZEMEA « 22%Z2M
A - MR2%ZR/A - Bo3%MNBARAARBMER - 37%BA/NEWRET - A16%NBASTRILES
BIBIRRFHAR - RETARSEMEER « KPHEANGleason? BEABHER(67%) - H68%H
AT B FEZ N EM R (bicalutamide + flutamided nilutamide) K548 - EEARER - BRT—
Uz BEAREAZI - FREREARZER =BERRIFES1EE 8 AR MBEERE(ECOG P HE
051 -

ERMENEEBRNGEREEERREIREE M (overall survival, OS) RN FE HBERB(LEEH
(radiographic progression-free survival, rPFS) - MG ERBIEF TN RIBRT R ARWTML - HE
BRMERSADLRRSENGERBERBHFTTHEBNNE - HAKGERBLWEBRSHE
RRRIF2E(2) U RS B AR R TR (A1 51 AR B T1E/) R A HRE) B /o 8B = TR Rt -

M D B DL MBARNREAMELLE - MO EESERLEADA®ARAYE AEOSRPFSH EH
EISMARMBNNEYUR - OSHFENERIZMN —ERRNE DU IR RIS - TEHREFI4056)
TR - ERERRSTIRET 7 EHMNOSHHT - PUMHRERM4ER - TRMEE3I9%NEA
WARETERLEADA » TITANRBRBERIGIMNKRS KM K2 -

BTN RO RINE
B35 ERLEADA® Erd il
-~ N=525 N=527
R A A TR(08)?
T (%) 83 (16%) 117 (22%)
D RI%(B) (95% Cnb NE (NE, NE) NE (NE, NE)
REE(95% CI)* 0.67 (0.51, 0.89)
pfE¢ 0.0053
3034 Eeaes
FET(%) 170 (32%) 235 (45%)
SR H(A) (95% Cyb NE (NE, NE) 52 (42, NE)
AI&EE(95% CIy* 0.65 (0.53, 0.79)
BABBERBICFEZH(LTS)
AL IET(%) 134 (26%) 231 (44%)
PRIB(A) (95% CI)b NE (NE, NE) 22.1(18,33)
BEI&REE(95% Cl)° 0.48 (0.39, 0.60)
plEd <.0001
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b. NE=fRiEGH

c. BRRLEIRE 2 ML HIAMER - AMELE <1 RTBAEFIFRERLEADA ¢
d. pERE M2 8RB iGleason 2 B(<7 vs. >7) ~ BIF(NA/EU vs. Bt EIR) B 558118 Fdocetaxel A
1B (Bvs. B ETO MAHRISMRBE -

ETIBAFHPOBERE - HMMPESHENSR | HFRIE(Rvs/)) « KBIREFMdocetaxel (B
HE) - URZBIRRIGleason 3 B(<7 vs. >7) »
ﬁ'F?Uﬁ)\?ﬁqjﬁ_fﬁﬁﬁﬂﬁ—g(ﬁﬁﬂosﬂlﬁ%l% D PR RR IR (Rvs/ 2 B A Gleason S B(<T vs.

ﬁﬁbl{Ltmm* AEE ML RS EE R AETARESCRAENBR
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SPARTANE—BZH0 - €5 « BOM(2:1) EHBHB 2 ERDLR - EEERR® - 512070
nmCRPCIE AR KSR (2:1) 1 2 RIiER S A —ROR2408ZERLEADA® (N=806) 8k B A —REM
BI(N=40 )AEE - SPARTANGETMATARASSHEAGRIALMEE - HEEIJEAIZEAL
BRHT - BAKBI RIS RUIAR(PSAYE BRERI(PSADT) - A B R EEMNER R EISER

ETHE - BAKNPSADTAA/NREM0BA  WEREFHEUTRBEEZBIBICR)ERBEHE

HWBHERE - PSANMBERRBEY - BRARMAFTILARNIEE - MRS RESARENRAL
HIREBICRIERMMHFHGEFBERS - HEEEREIRS - MAMNEAR - HREZEINE

M REEIEL AR - RMRLILEE -

ETINNRAADHA R/ UHEABERERFMAE - MELRENKTABAER - dUERH74R

(F5E) : 48F975%) - WH26%BHBABSOR(2)U L - BED B RO6%EBBMENA * 12%REM
A T6%RBA - ERERREAPHETT%HBA LN LIRZAZIRFMAMAMEEHE - KBH
BAKEE TR S BU(Gleason score) SR TWES(78%) « EAMERA1S%HREBABNR2ATHER

2GR A SRR S R R REYNARE ; B69%RIRA BiERbicalutamideiS 5 - B
E BuamideA R - TEATRE - FARARNZEER=RERKARSFRER TR

A 'x'--ng-(ﬁ ) @.ﬂﬁ?!ﬂ‘é‘%ow .

S A R TG 1B D R B TS B (metastasis-free survival, MFS) - ELE# 5 B RS S
HABICRER 2 ERBBI R (BRI EM B I HBIR I SIE S X (iliac

'"mnm,amnu.r_uME&*EJ’()‘E&BEEHJ?IEZ%E(ﬁﬂﬁﬁﬁiﬁﬁﬁ)ﬁﬁéﬁiﬂﬂ’lﬂ%‘ﬁ H a0 B

LIS RO B W AR B ARSI (time 1o metastasis, TTM) ~ B E755E BB (progression-free survival,
PFS) (W B2 EE @RI - BIRERE(LIRS BB (ime 1o symptomalic progression) * Ef877
;& 8B (overall survival, OS) BUR B ETAR B MR BRAVES R (time to initiation of cytotoxic
chemotherapy) °

TR D HE KD T BRARABABLLE - B A EIERERLEADARAR 2B APHIMES &
OSEBHBEENUE - TERYERMFS)HATTMEPFSHAENR IR FHEE - EHAMES
TTMANPFS#32{EH - $OSTRAAMRE (LRSS RIHETT 7 BB D47 - SPARTANGRABEY
RN RRM3MS -

7=6: SPARTAN B EBAIENER

ERLEADA bod oLl
R (N=806) (N=401)
RBBEERvbe
EUH (%) 184 (23%) 194 (48%)
PRI B(95% 1S BEM)]Y 40.5 (NI, NE) 16.2(15, 18)

RERREE(95% EREER) 0.28 (0.23, 0.35)

piE2 <0.0001

BN PRSI

EHEB(%) 175 (22%) 191 (48%)

RUBIE(95% SHE)]Y 40.5 (NE, NE) 16.6 (15, 18)

EMEE(95% SR E ) 0.27 (0.22, 0.34)

= <0.0001

RECHEHD
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PIB[R(95% S HEERM)Y 40.5 (NE, NE) 14.7 (14, 18)

FMEE(95% S &) 0.29 (0.24, 0.36)

pl&? <0.0001
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