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20" o REtutol= QU wEg Fh2RAAR tjARbEo] dA ThRAl | MC-gAbse] tiREES A}
RstRda Zhzh AR “C-AUCS] 45%, 44%, 3%ZS AHA|st9ic
tAbs obZREfofol=9] ZE vl FRolth. F= CYP2C89F CYP3A4o] O3 thAte|o] N-Hl AT
ol 2glolo| =2 & A3ttt ofx2Elnlo]= 4l N-glAWEopZ2Elnfo]E 72 B Ao AE a}A|
of sl F7t= tiAtE]le] BlZ/d 2R tiAL Abe2 s CYP2C9 % CYP3A4o] 9t of
TREOPO] =] TAR: ZP2F ©5] Fof A] 58%, 13%olu, 7 JEIoINE 40%, 37%= HalsiC)
(4) i
oPZREIO|EE AMS Fo F2 OiAF AFEO FHZ HH“PJE% YAMS BAIE o] g ©IY
T+ £ Al Fo & 70GR7EA] WAFEY] 89%7t BREITE O F 65% v AWOA SR I(E
Fol 1.2%E =9 AEjo] opERElOlo|E, 2.7% & N-UAtEobE REIOto]E), 24%= ThRiofA] &
FE (F9F9] 1.5% 29 JH9] obZREulolE, 2% N-fAn|dopgEtutolE).
@8] A7 Fol2 RN Fo £ ofmRERufo| 9] FAas(CL/F)E 1.3 L/hola, 4 dEjollh=
2.0 L/h2 5713t} At obZREfutol=o] Ht f& WH7I= &4 AEIA oF 3Yolot.
3) AFAH
o] Okﬂ %fw& Aol AAAESE ALY A didez g UHo] 249wy, Hof tix, o
71% A4 34 A71(56021927PCR3002)E Edll ASE ATt
u 56021927PCR300204;L Mol ANZAA AN
Ao wiAg, o], YoF iz, th=rt b # 56021927PCR3002A Lol & 10527 2] $HAMS
o] o] °F 240mgs 1Y 18] H4 Fofshe o] oF Foft (N=525) 9JoFS 1Y 13] Fojst= Oix
2 (N=527)0] 1:19] u]&& A9 wjA =it 56021927PCR3002¢10] & &HAM= GnRH -SAF
‘1 Aag Ay ol ¢&F ugh AAlES Wit tidAtES ATA| Gleason &4, EAEA
Ag ol & AAA Ao wef AFs sheleh. g &40l IAY A2 Holid AM T A
HAY tdAEol =5 o] Ao Aofstilt.

F_‘E
o
o @ o

QgASel Astal S4 9 714 AE 542 of o SolR 7t SARYC Aol FURS 684
(" 43~94AM))oI A1 TfFALS] 23%+ 75A ol/doldtt. AF L= FIFAIQE 68%. OFAIQF 22%
al S90] 2%t thAFRTY] 63%7F ¢e] &4 o] 2 AMEfY 1 (hi-volume disease) 27%+= 9] &4

o] Ar2 AMEj ¥ tHlow-volume disease). THAALS] 16%= o] XMof &4 =2 XMPUA HAMA QHE
SHAAY = o sttt tIgARY] tif22 Gleasond 7t 70174(92%)0] U Tt. 68%2] WA= H]A
of @Al 1AY detezao] g Fdo] At HoF AT 5 185 Alstiles AMA
@ AA DA ECOG EE Aa7t 0EL lojgith A7 A2E FUA YA (A ol
2719, olof SolZ 170%) F. FUel /by B8 AL Aol AAolglet. of oF £of2(54%)]
ulsl glof Sol@(73%) oA o We vlgR ¥4 YUXEES Wk
Aol Faot Rad AuA|E= AAPEEZIZHOS, Overall Survival) AN FA198 FE7]LT
(rPFS, radiographic progression-free survival)o]3it}t. o] Lo S84

a3 20] okelo] girt.

-

H 4 984 Zut Q9F - Intent-to-treat Ho]A AM7Zt4A MMt
(56021927PCR3002)
o] oF o] oF
P E ] 9 2l
N=525 N=527
A& 7]
At (%) 83 (16%) 117 (22%)
ZolzF | (95% ClI) NE (NE, NE) NE (NE, NE)
&yl (95% CI)? 0.671 (0.507. 0.890)

_’IO_




p-value® 0.0053
WAV FA198 AETZE
A Als = A (%) 134 (26%) 231 (44%)
22.08 (18.46,
< Oo}7}F 2 [o)
ZorZk 714 (95% CI) NE (NE, NE) 32.92)
213H8] (95% CI)? 0.484 (0.391, 0.600)
p-value® <.0001

¥ vl ASSE vl YoM =E2HY. YFH] <1 & AFAQA A
b p-value= Rt A]9] Gleason A2z =3te 27 WA =St (
(NA/EU vs 718} =7}) & o]xQ] =N&EA ALE (Rvs F)

NE=5|45tA] &5

9ok Eojfof H|s] o] of EojoA OSY rPFS7} EAACZ 895t 7jAe Byt o 849
o/, ol EAEAE AREY //F, wol (65A] DR, 65A] o] E 75A] o4), PSA ZIA X7t
Bt ol (dl/otH ) J2ial w yrio) 4 (1071 olst &2 £uh)s At skl 15 SollMd 28
H iAol BEEH A

a9 1 OSo ok ZhEs-mpolo] =4 Intent-to-treat Aol AMFEE  AYAY

(56021927PCR3002)
100 4
80
=
2
&
R
=
=
s
o
£ ao
B
#
20
0 T T T T T T T T T T T T T
o 3 & L] 12 15 18 21 24 ¥ 30 33 3B
Months from Randomeation
Subgects ot risk

Placebo 527 S24 S09 502 473 456 387 263 142 59 16 3 o
Apahutarmde 525 519 513 500 480 467 410 289 165 60 14 3 o

—a— Placebo ---a--- Apalutamide

2 20 rPESOl oigt 7hEst-otolo] R4l Intent-to-treat Fold AMHd ALY
(56021927PCR3002)

100 4

80 -

60

a0 -

% of subjects without event

20

T T T T T T T T T T T T
o 3 6 9 12 15 18 21 24 27 30 33 38
Months from Randomization
Subjects at risk

Placebo 527 488 437 381 325 240 220 140 5T 14 3 1 o
Apslutsmide 525 498 469 434 388 326 S5 194 BY 21 2 i o
——— Placeba - --&--- Apalutamide
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o OF Eolt EAMCE Az 54 stetawol MAS A9l AAAAC (HR = 0.391, CI -
0.274, 0.558: p <0.0001), ¢JoF S0l thu] o] oF EojZolx &0l 61% ALt
FACT-Po] 03] 545 7154 Aate o] o =ojgu} 9job =ojpo] xloj7} QlQlt}. o] oF Eojg

E-WX 6]

olx 71EH0
ulwsto] xfol7h QAT}. (p=0.24).
4) W] QA E Aw

(1) 2oy % EA%o] gy

2HE o3 FACT-PY & A4 Wak: 9ol

=
-
S

o (25A0]Z, LS " 0.50) ¢]oFu}

opZrzEtutol E o] Wel ThsAdE HItsh| AT AV B A e £BEHA] LT opF RERULO]
= gEot B9 Aol (Ames) AlZoA SHHOIE USR] &k, Q] FMA o] FH AL
oA AW 43 A]¥ T comet assayollA 948 /o] QAT
(2) A5
opgrZEtutol = o] ofa] /gt Ay QAT ¥HERC =AY ZAuto] w2W, opFREIfO|EES
Foz2 Qs A AAAsHY Aozt »yebE 4 ot 271 F (] 265)eF 7 (RO 395)9] ¥hE
Tof E4AIFA, Y 25mg/kg o Fol w2 F (AUC 7|1& A =&9] 1.44)) T2l 4
2.5mg/kg o Fof w2 JH(AUC 7|1E A =59 0.9uf)oA =, FAAS /N Asts, AFA]
71719] B8 W/E = Aogd £ uoivr WA QI
27 FE gider gt A AFoM = A s 284, Y EH E4bE (ROHA] g2 A7)
G ol R 49 dalt 3VA 241 4 Qo] FF WaZE Y 25mg/kg (AUC 71E QA
L& 5Y) ooz 457t RS of HWAEQIcE &7 Fof oish &2 opx|et opE R EfOLO]
C 5o 5 8% 50 H=H 2 AJH.
O A 9 AE7]3
718871, A(1 ~ 30 C) B3, MRI2RE 24714
1.3 959 %E5E(DMF) A3
O FAEY: ofZFErlol=
TEWMIE: 81-24-ND
Azd WA P AAA: Janssen Pharmaceuticals Inc, 1440 Olympic Dr.Athens,
GA 30601, USA
14 3727 @ Psts 49
O (AAAY "efAPH A2z B TojoRE T bl ®IE AL A222A13 A1 S o
SJ5k A Aol ekE
O (H3l8 #AAAF) ooFFe F&HS7F A AAF #A4 A7xY2 A1 A1
<& 2 F=E>
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date 49

1.7 AAAE @93t 49
O 3T =
18 AEH

) 712N OHAA-FEA | AXEEAALY) | URREFE
T+ B EZII}

I 2= I A= = 3 A= 4 A=

AAYA | 2020.01.31. | 2020.01.31. 2020.01.31. 2020.01.31. 2020.01.31.
BYgoX
5 2020.04.20. |  2020.04.22. 2020.04.22. 2020.03.18. 2020.03.27.
LR
- 2020.09.21 2020.09.21 2020.09.21 2020.10.08. 2020.08.10.
HEA T
-, 2020.12.30. |  2020.12.14. 2020.12.14. 2020.10.27. 2020.12.29
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1. 7|9 == wA 2 Jjetd 2o st
11. AEAR
o AFH: it

o &g mWE EF{(Pharmacological class): @A E Al (421)
g8

o WIY%lo] XA &

4 ASET, S48, ISR
o SEAg V1A os

2R F&A A3A

12. 719 € A3 4
o ZU9) o] B3
- FDA 37} : 2019.9.17
- EMA 37} : 2020.1.29.

M=

13. "175 A5 e 2 Xli‘ﬂ

National

Comprehensive  NCCN Guidelines Version 1.2018
NCCN B Prostate Cancer

Network”

A4 52 aopIA AEA 2

NCCN Guidelines Index
Table of Contents
Discussion

SYSTEMIC THERAPY FOR CASTRATION-NAIVE DISEASE®

Orchiectomy

or

LHRH agonist antiandrugenf'ji
MO0 —|or

LHRH antagonisthii

or

Observation!

Orchiectomy * Physical exam +

or
2 2 o PSA every 3-6 mo
LHRH agonist * antiandrogen"ii « Bone imaging’ for

>7 days to prevent testosterone symptoms and

flare as often as every

or
LHRH agonist + antiandrogen®ii Ll

or
M1 —=|LHRH antagonist®

or

ADT! and docetaxel 75 mgfm2€0r
6 cycleskk (category 1)

or

ADTF and abirateronef with
prednisone (category 1)

15. AR F59 317]"‘]@ AR
o I ¥ Fl F2 o

Studies negative for
distant metastases

See Systemic Therapy for

M0 CRPC (PROS-14) 99

Frogressicndd'”

Studies positive for See Systemic Therapy for

distant metastases

M1 CRPC (PROS-15)99

fThe term "castration-naive" is used to define patients who are not on ADT at the time
of progression. The NCCN Frostate Cancer Panel uses the term "castration-naive"
even when patients have had neoadjuvant, concurrent, or adjuvant ADT as part of
radiation therapy provided they have recovered testicular function

99Castration-resistant prostate cancer (CRPC) is prostate cancer that progresses
clinically, radiographically, or biochemically despite castrate levels of serum

_‘|7_



DA FA =
AoldMoy AA Agg Ayt dddAe w71, A,

H]
15%719, okl Z, R34 ARN-509 U434 §
a8y Aol 9 Aold A ATH AFHLHmCRPC) ABT

Ao M INJ-56021927-2 oFRIZHEHE obAlElo] E+ZH Ty B8-S
w o} ofulgtH| & ofAH o E+z gty £ & wE Hludste A3

8, FANY, A U2, )% = MY
x13x44 HolA TE2E.ZM4A @%Ho} (mHSPC)O] = AR} A

QAR = 7-5001(2015.09.10) & JNJ-56021927 + QFEZA Be 9W (ADT) ol ADTY] Al 34, 72
WA, 9ok, ol %

Q3 P SO fqg—% W

A = 7}-2734(2014.06.03) &

o

A = 7-407(2015.01.27) &

O{N
r—{r
L
ot
Jals
O
>
ol

rr
oo
ox
>
9t
& R
gi
=2,
>
—
z [
U1
D
()
N
-—y
O
N
N
fo
-
i
o
=

A = 7-1373(2016.03.15) & A APl

4, olg-w7td, A= Al 3’% %‘%*lﬁd

2. T=ZY -2 42 F d=5ty dFo e AR(FEHol et A E)

21. 959 % (Drug substance)

34211 ?4_%7&51_
. o} & FEfvfo] & (Apalutamide)
o YRHHY: 4-[7-[6-cyano-5-(trifluoromethyl)pyridin-3-yl]-8-ox0-6-thioxo-5,7-diazaspiro[3.4]octan-5-y1]-2-flu
oro-N-methylbenzamide

. “E‘X]'éli C21H15F4N5OZS (47743 g/mol)

o T2
F
NC~¢ N j 7\, ~CONHMe
/ N ’\:
o L]
212 AEYGFFE NEFE

m &Y B SIANE ANEA (O pH ORAdZ= O =dE 0O8¥ 0O7E)
SEAY (B F922 B ASENAY 0 225 07
O Azxzre/az7e ¢85 O A&/ 8/ =843 &
05449 07848 B 338 O 523F/A%- A9
g gE0] HyH Z2 ME AT

22, $A) 9 FE(Drug product)

221 7MY F7 (FAA, LA, FQA, HolAd dAFst= 4+
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o A7MAY £RE AT (F A9

222. A %FE NFFE

mAd mENE A8A (OpH OHuF O78#HE))
SEAY (W #9922 O78) O Azgd/+8
05543 BEAREEY)  BE9Ad 0 22E/A%- A9
A g erEo] HgEH F- BE S/
AA A
WS/ 4208 B ASEHAYAATIAND O =AY/ AAEAE
0 24401848 [) B9l BRI/ 9 B rgsaA
05248 O uAZIEAd O 284094408 O 28401249
O dze4Ad 0 A=EA/TIH8408 0 489408 0 34408 O 7gAd
NG5 HHH F5 WE AT
CEFAY : LAY, FUAAE, S 2BUNE, A5 AE
F A MARREAY, A2 AAEANY B

[}

31. 959 %E AAA

NEFF N8 x4 718 e/ A4 A3

A7 BEANE 25T /60% RH = . 28}
o

RN 400 /75% RH |% LDPE bag, Fiber drum PE

o NEAFEE, FE5, B) AZEED AhoHe) AdzA - B4, L5, pH

|8 O vy

kel
ﬂ

32, &A| 9 ekEY AHA
o PAHAF AEE WA AHERT YRE Y 28T $YF A

AT A S FEste] AAGE A5 ol E 7IAT T

Wl
N
2
ok
i
r O
ol
oX,
>
[
o
r O
e
X
=)

NEBEF Nz L7189/ A2 Az
A7\ REAF 25C/60% RH o) s 25}
224N oC/75% R | S0=H ié‘___fz\]/gpgff fim 9%, Hg

74N 40°C/75% RH TE e A%

o NIEAE: AZRE F5 B)

33. AGAE H =9 A%
o 1M E7], ALRFH1~30T), AZYZRE 24 /MY

34. A @ AAA 9A

o AEE ZAAEA wt A A B ARTIAZEZTEH 24 1Y) BEE

o

4. Sdof| st Xt2 (CTD 4.2.3) : ol=, sjfct, 78 SIH4EH) 2H HA

-
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. | 2r o 25 XtE (CTD 4.21 H 4.22) : ol=, ot 78 sI7HAA*EH)

=
6.1. ?:],}\J-}\]B‘JZ]-E_A A]E]%(GCP T )
o 7} BA AEAR FH (D)

62. YINAAEH L

o AFANFARAAR - F 67, 144 57, 24 1(9A)A, 34 14

A}
o
o A AEFE dSste A dINF L 002(T1TAN)%‘

€8

63. AEFATAH
o AAL] AEHAANA AAA G| Az o] MAH = 45
U Bl &S

22
r_|_4
ot
lo
©
o
tlo
=
El
ol
rir
_l“.
_l°"

(PK) Al E o]

<EHEFHD
o] ofo] AYFE 1Y 18] 240mg (60mg FAl 478)02 F3 Fofsttt. ARl 2 A 25 A7of gt o]
oke AlA} ojmel PAGlo] EoiF S alr}
- AE -
}\]%] 1:]7;}0] E]V‘\:]" Eo:]tl]—\:ﬂ 7]7 %7]- }\]6473;1‘}
H‘j_(_}_.. \_ K]f) T O "> R %_)'\_ a =
YA AAReE & 240 mg  f¥o=
X o apalutamide 78&g Fot 21}, Chpax ¥ 0FF
Subs §3%7HA % ° 10‘21‘ 1_@]‘ 240 oF = 5t 24}\]{}77]’7:] AUC (AUC0724)% 7]51':2; %ZI: il\
tudy | 5° g | CRPC | me. 28 24| o g," | = % BEIh o Aasilnt. A/ 58 vl
001 | <y 122 oist 90% CI= AUCoo0l Tl 80.00% -
° 125.00% B2 E54 3 WAL CraOl
sl 76.3% - 96.0%%ict.
GelEo SDP (HPMC-AS B8] 1:3) A 02 apalutamide?]
5}%‘;7}1' a4 S BEe A Y BE R StolA BlRokd
o oot | 3 E | ©8], 240 mg, | & E 5 al = 9
1011 | 2 =Heju) | e otrsg | TF AUChs @ AUC.Ol THEh GMRO] 374 90%
2 B9 sy Cl= AA} 2 3% =2 stollAl 2% 80.00% -
- 125.00% AE2stA==A 517 o]y gict.
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T3 10: Apalutamide ] 2| B0l £ Bof B3t SXE 9| &3} (Sudy 1011)« @
'Parameter Treatment Geometric + GMR Total CV
(Unit)® Group % Ne Meano  TestReforence (%) 90% CL(%)7 (%)
Cnay ¢ Be 15¢ 1400 e 18.3%:
WpgmL) ]?-' 13+ 2018 83 9:) (74.90. ?4.11)"‘
:;\UCJM*' .EO— l;— 213‘,52*— £ :" lQ,g‘h« ]
‘pghial)e  E¢ 15¢ 206 53¢ 96.73¢ (ssmziug,my o
:j'-\UC=43 Iﬁ~' 1‘1:4 222.08¢ : - 18, ;'“.nﬂ .ii
(g h/'mL )= Ee 14+ 20978+ 54.08¢ (83.73, 103.70)» £
B 240 mg dose given as 4560 mg SDP (HPMC-AS ratio 1 3) tablets under fasted conditions +
E: 240 mg dose given 2s 4x60 mg SDP (HPMC-AS ratio 1:3) tablets under fad condition |
Treatment B was used as the refereace group.+
Source: Mod3.3.1.2/1011/Tab7.+
64. HFFYANY
641 733 AF(R/EES BA)ANAM Y FFFAIPK)T = WY (AT 33
Table 1 Ongoing Clinical Studies
Elaiid D::::ig? Primary
Study Number Study Design Patient Population | Number of P
* s : Dosage Endpoints
Subjects .
Regimen
ARN-509-001 Open-Label. Phase | Phase I men with 3 patients per | 30. 60.90. | Safety.
I/TT Safety. PK. progressive dose group 120. 180. MTD/RP2ZD
and Proof-of- advanced CRPC 240. 300.
Concept Study (abiraterone and 390. and
MDV3100 480 mg
treatment-naive daily
Phase II: N=51 240 mg Safety. PSA at
NM-CRPC N=25 12 weeks
treatment naive N=21
mCRPC treatment
naive
mCRPC abiraterone
treated
1) AEE 83 9 o g¥o] ig o2 27
A& &F(E= RP2D)Z 240 mg/day ] F+ Folz A=l o2 & W A2 tad Zol, A &
beQl 8o wsglol ofet AUA W7HRathkopt, 2012)9F E@E A1® ARN-509-001 ©f 1 4 83 57} %29
i Abzo] 71Z2ste] MeiEolck
- 112 Ho] gxtEol| ChsH(ZC] 480 mg[2x the RP2D]e] 183 ARN-509 £ Fof vhe fxp5g melsto], 2
oI 97 % W 1 ol 15 %) 240 me/day £ PHstD S43 Loy BAt
+ FDHT PET(ARN-509 o ¥I-3-3F AR <A} AJ&)o tigt oF=st AJg2 Figure 8 of AAlE+= vje} o
120 mg & AVH: SN BT 284 BB 90% H9-2)S Uerych
+ ##ke] J300] Tj3 CRPC 0} Balo] @7 w&o| ulimo] 27stol ARN- 509 o A A WY &
& Eloh)2 180 mg/day S EWste Z1o2 o det(Figure 8).
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Figure 8 FDHT-PET Data from the Phase I Portion of Study ARN-509-001 and
Mean Trough Concentrations of ARN-509 at Steady-State in mCRPC
Patients Overlaid with Plasma Trough Concentrations Measured in the
Murine Xenograft Model of CRPC

ARN-509 reduced the uptake of The projected dose required o achieve
FDHT at 4 weeks therapeutic trcugh levels based on
antitumor effects in murine models
0%
104
-10% '§,
m
2 -20% - - }
g -30% e
> _ . A
3 s E_. dimpipriomal g »
P -50% | T -g s i‘f ! Maximum Tumor
D goop & o }/" Regressicn in
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Table 9: Geometric Mean R:mm and Their Agsum(zd 90% CTs for Total Apalutamide Following

Single-Dose Administration of 240 mg A ide in Subjects YYith Normal or Impaired
Hepatic Function (Study 1018)..
G ic Mean<'
Hepatic Normal Hepatic GMR,
Parameter (Unit)+ Tmpairment Function % (90%
(Test) N—8 (Reference) e

Mild Hepatic Impairment+ e
Cuaxe (ug/mLy 184¢ 1.91¢ 101.66 (77.07. 13400 o

AUChan (ug/mlL)e 178+ 1902 9352 (74.82, 11690 -
AUC= (ue himl ) 1892 2002 94,50 (76.06. 117.64)%* -
Moderate Hepatic Impairment” .
Claze (uimL)e 1992 181 10421 (7401, 14671 &
AUChs (ug/ml)e 206+ 1902 108.72(78.87, 149.89)% &
AUCs (ughml)o 226¢ 2000 113.35 (81.70. 15726 &

N = maximum number of subjects with data +
Source: Mod3 3.3.3/1018/Tabd, Tab3.+
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obZ-oFZ AMS AR A oA AmEaxl (7+2lst CYP2C8 AR|A)I o] oF 240mgS Zo] tk 3] Eojst AL o}
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BAe 2ok AE At A2 HModb5.3.5.1/PCR3002/ AttTEFPFS03A). rPFS F9Hgke ofZ-FElulol =
ADT (1347, 26%)°14 =24 E3al 9JoF + ADT (2317, 44%)°14 2278 L] A tH(Table 14). @
=uka 24709 FARA WS ol FElol= + ADT ol fr ATk A Ake] 68%, ololl HlEl $loF +
ADT ol A= A didzbe] 48%). rPFSe] Kaplan-Meier %2 o}#FElulol= x50 fag o2 e}

W oh(Figure 4).

+

Figure 5: Forest Plot of Radiographic Progression-Free Survival (tPES); Intent-to-treat Population
(Study 56021927PCE3002)+
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Table 14:  Radiographic Progression-Free Survival (rfPES). Primary Analysis - Stratified Analysis;

Intent-to-treat Population (Study 56021927PCR3002)+

Analyzis set: Intent-to-treat population+

Events
Censored+

Time te event {months)
25th percentile (95% CI}
Median (25% CIW

75th percentile (33% CI}
Fange+

6-month event-free rate (95% CI)+

12-month event-free rate (93% CI+
24-month event-free rate (95% CI+
36-month event-free rate (93% CI)+¥

p-valug
Harard ratio {85% CI)°¢

Placebeo Apalptamide +
5270 5250 4
231 (43 8% 134 (25.5% W +
206 (36 2% 391 (74.5%W a
a a p
1091 (271, 11,100 18.43(1738, 2211w a
2208 (18468, 3292 NE (NE, NEw a
32.02 (3049 NE} NE (NE, NE}¢ b3
0.0+, 33.14)¢ 0.0+, 3334 )
0870 (0838, 0 89a)+ 0835 (0932 0070w +
0.703 (0660, 0,741+ (0843 (0807, 0.873w a
0475 (0421, 0.538)0 0.682 (0,620, 0.720% a
ME (NE, NE}W NE (NE, NEw a
e <0001+ e

0.484 (0.301, 06000

“ p-value is from the log-rank test stratified by Gleason score at dizgnosiz (=7 vs. =7), Region (NA/EU ve. Other Countries)

and Prior docetaxel use (Yes vs. Nol+

"Hazard ratio i3 from stratified proportional hazards model. Hazard rafio < 1 favors active treatment.
Note: + = censored ohservation, NE = not estrmahble+

Source: Med3.3.5.1'PCR3002/Tabla 12 .
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Figure 4: Kaplan-Meier Plot of Radiographic Progression-Free Survival (rPES); Intent-to-treat
Population (Study 5602192 7PCR3002)+
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Source: Mod? 3.5 LPCR3002 Figured

0s

obZ-FEfuto]l =) fEg 0Sdl WA= SAACRE fFogt A5 &yt #EEJAHTable 8). 0S¢ HRE 0.67
SoH95% CI: 0.51, 0.89; p=0.0053); o]& o}FFE}ufo]l= + ADT woll &3k A dAte] ALY fgo] 9]k
+ ADT w3} Hlad)] 33% A4S YebdTt. o] $3F B24(9F 50% 0OS Aol X)) AP HAlE 0.01019] &

F AAEY Ik g 02«] Wang-Tsiatis AR AANE dAr}.23

tlolEl wzk AR, 0S $Y#2 o= ARTAME EdelA] ZPtHelRFEmlo]= + ADT : 8371 (A8
od2ke] 16%), $1¢F + ADT it 117N Fofd=be] 22%)). A=nta 2470 A AEE2S ]—JLEE}H}O]
+ ADT ol frel kA idate] 82%, ol Hla) 1k + ADT el AdddAe] 74%). 0S9
Kaplan-Meier Z%& olZFelntol= X g0 F83 Ao E el Figure 1). 92 + ADT oA o =
2 v]EY AU AE gt dis] AES AFeE FEHEASE EAdFAE B4, ofdFEulo|=R
A5 $ o dojxl AyE7IZe] #AFE A (Section 2.3.4.3

N

0S¢ nF3t 29 AR UAE Bz A AAFAY, UdE B4L ol FElvlol= X &It 9 ofa} H
W 0SE  FY&A  dAFAPSS  F=FEUY (HR=0.68; 95% CI: 0.51, 0.90. p=0.0061)
(Mod5.3.5.1/PCR3002/Att TEFOS02).
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Table 8: Overall Survival - Stratified Analysis; Intent-to-treat Population (Study 56021927PCR3002)+

Placebo Apalutamide +

Analysis set: Intent-to-treat population+ 327e 5254 a
Events 117 (22.2% 83 (15.8%) Lr
Censoreds 410 (77.8%) 442 (84.2%0)¢ %
Time to event (months} ¢
25th percentile (93% CIp 23.36(21.78, 30060 NE (26.32, NEW a
Medzan (95% CI+ NE (NE, NEW NE (ME, NE}W a
75th percentile (95% CI} NE (NE, NE} NE (ME, NE}W¥ o
Range+ 04, 34 1) 02+, 34245 3

a

f-month event-free rate (93% CI)+
12-month event-free rate (953% CL+

0.973 (0.933, 0.084)
0912 (0.824, 0033}

0.987 (0.972, 0.904)
0.948 (0.025, 0.964)

el
24-month event-free rate (93% CI)+ 0.735 (0.687,0.778) 0.824 (0.784, 0.838)¢ a
36-month event-free rate (35% CI)« NE (NE, NEW NE (ME, NEW 2
pvalugis 000334 ¢
Hazard ratio (95%: CI)*+ ' 0.671 (0,507, 0.880) e
Figure 1: Kaplan-Meier Plot of Overall Survival; Intent-to-treat Population (Study
56021927PCR3002)
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204
0+
T T T T T T T T T T T T T
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Manths frem Randomization
Subjects at risk

Placebo 527 524 G509 502 473 456 387 263 142 59 16 3
Apalutamide 525 519 513 500 490 467 410 289 185 60 14 3

—=e—— Placebo ---a--- Apalutamide

LATITUDE AN @9 w91@ Aolol uteh, TITAN A @A 9@ % AA@ NG 34 0SE B/kshe 771
B (% SAPl AbA WAlE; Mod5.3.5.1/PCR3002/App9)e] AA = Ath4 ofZFetule]= + ADT ol
98 089 BaAR AR wIs 1Y L ANY shslwolA AR AeAeleh wBE) A5, 0t of
7ol + ADT ARl 493 faAthTable 9). AN BTN B2A 0 A9 571 Aol &7
ki1, A% ATl E 088 ofEREIO|= + ADT ol freld FAF BRHUTHePRTE o= +
ADT 3F9lt: 247, 919F + ADT 3F¢1+: 3371) (Table 10).
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Figure 2: Forest Plot of Overall Survival; Intent-to-treat Population (Study 56021927PCR3002)+
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- EZ QYA AT

% ¥ BPI-SF #Ho} &5 A=(@5 3) >4oze] Hojxee] tv] H 23 S7F=2 Ao Hqv. =3 v}
of ARg-o] Wat7} glojoF Ftk(Section 2.2.3). Hlo]xeilollA FF Hg TUHUS F AR BTl 199
UHTable 4). A1&A713t &<t &5 Ao wolxeel o] ke FA3a, 13 e =223 ofstd $x4o )

_t,L%o] veton, A Ik WEt7 FARITHMod5.3.5.1/PCR3002/Sec5.5.2).

SEROPo|= + ADT of] &3F AJAT/IATY] 24%%} 1eF + ADT <ol &7t AlgidAte] 28%7F ¢1o ofe
% s . 55 AWM 229 AP FA= f1eF + ADT ilii‘l} obZFEtutol= + ADT A &0
23§ 0 LHHR=0.828, 95% CI: 0.653, 1.049), &7 9o+ =E6HA] 23litkp=0.1173) (Table 23).

- AEEA sty AR A

ol FEluto]l= + ADT X &= AXESA teew /MAE Fo3HA A dAA]7]2 (HR=0.391; 95% CI: 0.274,
0.558; p < 0.0001) (Table 22) I Az oEFEllol= + ADT ol &3 Aldulgate] $13lo] 9o +
ADT &3 ¥ 61% #ZAFoh

slsta ¥ JAIZEA] AL E AT FUHS o= AETNME =LA EIT (ofFFEwIo|= + ADT o 44
AR E A= 8%), A%k + ADT +: 100N @A 19%)). #Evta 127149 2 2470149 A Hl&
2 ol FEMtol= + ADT ol Fa P A FAX9 95% CUF TH5HA &Fdrt. AE5A gstad /A7t
A 289 A7Ee] Kaplan-Meier %2 o2 FEhlolE X5 f83 Ao= YerWt(Figure 7).

3 WA

ol}l

ol Hols ZAAI(SSE)7HA 9] AzE

.}L

AA/A APAE WA Zdoy Agtute] @Al me wo] WAL 5 wo] fER A oFH A th(Section
). oFEFEFO]= + ADT oAl 537 (10%)°] 71S5= A $1F + ADT wellA 6471(12%)°] 715 =3
=4 74]%% AR BA7LA] A28 % A7 4 ol FEulo]l= + ADT X & 8] A tHHR=0.798, 95%
: 0.555, 1.149) (Mod5.3.5.1/PCR3002/AttTEFSREOD). &3 pake 0.2246°] At}
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Q@ *HA

- %Ed O =&

SFEFEIOl= + ADT wol &a N@U3AE 594 2019 5o Aue Wgkal, ol Hlsl 91 + ADT
Fol &9 AR A FUE 187190 B ARE WArh(Table 7). 2elu, A4 vl Aol olgFEviol

=+ ADT wollM Al@hdate] Adut of J(66%)°1 A3 AnE W 91911, ofell Hla} #1°k + ADT <ol
A AU 46%7F AlE ARE T 93lth(Table 2). 1?4 cmE AAIE A vkl o] Al
o3 w=Edrh obZFEmlol= + ADT wollA o W& dlelert 4 T%oﬂ Q71 el o] Mg v

713 wdakel SR AeR o g

AES] 7|91 &FAt Fo| AXFAE HoF + ADT (AT 2.1%, LAIFAl 12.1%)80 opZREUlolE +
ADT  J(E%: 7.3%, LAIZA]: 23.5%)0f| A 5 e Al Atoll A 2o
(Mod5.3.5.1/PCR3002/AttTSIEX02).

- obHA ok

o
N

124 AT Fol F 3094714,

ZhA o 59k BAglel E TEAEE TITANoM Ager Az ERE A
SPARTANO| A A|FXEA] HF Fo] & 284714 HuEdr}.

TITANCIM = Fat Am7izte] o 7kl FARE (oF2FEvbo] = + ADT W&ol 20704, f19F + ADT
Hgol A 18709) Wil SPARTANOI A= o}#FElulo]= + ADT W&o tiaatsol f1ok + ADT ¥+
of didAFERT A9 20 AA XFEE wal JJATH20ME 2 1119). A5 34 F7)o] FAsAY Ay A
3} $Ee] g TEAEE Alzte] Aubel wlel Z7bsle 2o oidso] 100 $4 =%-d% TEAES] w4l
Ag vlE e 248 tH(Section 1.3.2).

TITANZ} SPARTANOIAE 7o BE thax7t A 1714 o]4te] TEAEES Z33 Ao=w HuHAtHEE
ol A >93%)(Table 9).
3-4%3 TEAEE W9 ofZFeulo]l= + ADT WETolA 45%, Y1oF + ADT W& ollA 38%<] tld=t
ol HaEAUHTITANO A 42% vs 41%, SPARTANCIA 47% vs 35%).
SAE:E Waite] olzZelutol= + ADT W&rollA 24%, $19F + ADT W&wtollA 22% (TITANS 5 o
AR5 20%, SPARTANCIA 27% vs 25%)2] Aol ®aiE it
Wkt el olZ-Fepulol= + ADT HEolA 10%, AF + ADT HWEToA 6.4%2] tdx7} TEAEZ <13
A 7s et tHTITANOI A 8.0% vs 5.3%, SPARTANCIA 11% vs 7.8%).

S Y3 TEAE: WEel ofZFeinlol= + ADT #&wolA 1.7%, 919k + ADT #H-&wolA 1.9%9
A el B JEHTITANA 1.9% vs 3.0%, SPARTANCIA 1.6% vs 0.5%).

4 4 LT

Table 9 Overall Safety Profile; Integrated Safety+
56021927PCR3002 ARN-509-003 Combined
Placeba Apalutamide Placebo Apalutamide Placebo Apalutamide
Analysis set: Integrated Safaty+ 5274 3244 3084 B03+# 9254 1327+
Subjects with 1 or more: + + + + + +
TEAEshe 500 (96.6%)¢ 507 (96.8%) 373 (93.7%)¢ 779 (97.0%)¢ 882 (95.4%)° 1286 (96.9%)
Related TEAEs*~ 219 (41 .6%)° 315 (60.1%)+ 216 (34.3%)+ 569 (70.9%0)« 435 (47.0%)° 884 (66.6%)¢
Grade 3-4 TEAEs+ 215 (40.8%)¢ 221 (42.2%) 141 (35.4%)¢ 378 (47.1%0)¢ 356 (38.5%)° 599 (45.1%)¢
Related TEAEs*" 31(5.0%w 66 (12.6%) 18 (4.5%)¢ 115 (14.3%)¢ 49 (5.3%)¢ 181 (13.6%)¢
Serious TEAEs" 107 (20.3%:) 104 (19.8%)+ 98 (24.6%) 216 (26.9%0)¢ 203 (22.2%)% 320 (24.1%0)¢
Related serious TEAEs+# 4(0.8%)p 10 (1.9%)¢ 7(1.8%)¢ 34 (4.2%)¢ 11 (1.2%) 44 (3.3%)¢
Grade 3-4 serious TEAEs+ 86 (16.3%) 84 (16.0%) 82 (20.6%) 164 (20.4%)¢ 168 (18.2%)¢ 248 (18.7%0)¢
TEAE: leading to treatment discontinuation« 28 (3.3%W 42 (8.0%)+ 31 (7.8%W 91 (11.3%)¢ 39 (6.4%)¢ 133 (10.0%)¢
Related TEAEs*" 4(0.8%)p 17 (3.2%)¢ 8 (2.0%a)¢ 60 (7.5%) 12 (1.3%)¢ 77 (3.8%)¢
TEAE: leading to deathe 16 (3.0%)¢ 10 (1.8%0)¢ 2 (0.5%a)« 13 (1L6%) 18 (1.9%)¢ 23 (1.7%)«
Related TEAEs*" 0e 0a 0 1(0.1%:)+ 0+ 1(0.1%:)+
All deaths on study<e 23 (d4%) 18 (3.4%)¢ 2 (0.5%a)¢ 13 (L6%) 25 2.7%)0 31 (2.3%)%
Adverse events 16 (3.0%) 10 (1.9%)¢ 2 (0.5%6)+ 10 (1.2%) 18 (1.9%)¢ 20 (1.5%)«
Death due to prostate cancer< T(13%w 8 (1.5%)¢ 0 3(0.4%0)¢ 7(0.8%)+ 11 (0.8%)«
Other+ [ Qe 04 0+ 0+ 0+

LA A I A
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2% TEAE(S AE CRF #o]x|olA Abde] Aits zeldt TEAE)E Wre] obdPeivlol= +
ADT ®W&ellA 1.7%, $1°F + ADT W&wolA 1.9%] ddatel s B AhTITAN A 1.9% o en}
°|= vs 3.0% $1°%, SPARTAN®IA 1.6% vs 0.5%)(Table 14). ¥ A @e)r &F AbdS zeje 7+ £

T AZF/EGEEE 2045 2 AVAC ADT X859 o] 9 ti(Cheung 2014, Tarantino 2016).1,15

=4 A3 7] AAA 71HE ofEFEutolE AR E Qg AR AHH Astolrt. o9} o] ZREAE F
3 sl &5 HEdEodY. 2REAE TITANOW ol R2Eulol =g X BUre Al 17%S}

WO O AFe] 24%, SPARTANS] 7 ol A B tidake] 12%¢l o3 &&= 3rh1.4.2).

[«

il
2

(1583 §0])2 Wit ofZFelutol= + ADT W&ol 10%, 91k + ADT W&3ollA 5.7%2
thd Aol 4 B S A EHTITANIA 6.3% vs 4.6%, SPARTANOIA 13% vs 7.3%)(Table 19). ® gl of

ZFErtol =R A8 tgate] 3.8%, Aker AW At 3.1%0A BT 55 FH-o] 153kE
o]Z A9 ZAHNA 7 & By AHAT. FE Alge gyEe 159 T 2530k

IR (2Fs e &o]2=A)e WFT(25% oFEFEOIE vs 7.2% 919, TITAN (27% vs 8.5%) %
SPARTAN (24% vs 5.5%)°14 $1¢F + ADT ®W&<rol s obdFefue]= + ADT W&o odatelA o
S (Table 17). IF LA Ao RS 153 £E 253°IAd. gRdxoz 23t &3 2HL gz
of Hl3] A mte] Al A o] &ttt IF IR oAbl E AR S-S 7o YA FTh. obZFEhvt
o]= + ADT HEol|A = TITANOIA 2719 I Hibx SAE(SFE Wb g A4l whxl), SPARTANO A 271¢]
IR SAE(GHE 2 2 A7 AT o= AN e SR AR AV SEEA-EE FFT AL
A= RausA &gk 4719 IF 2 SAES gk AA A2 Mod5.3.5.1/PCR3002/AttSubject Narratives
2 Mod5.3.5.1/ARN-509-003CSR2017/AttSubject Narrativesell ¢t}

T ARAA EFE 3 Al BE AR A pUlE ool HAEa AHECE e I AERIAR A5
Aow  wHAY  FAe  dusE 22920 Mod5.3.5.1/PCR3002/Sec6.2.3.1 1
Mod5.3.5.1/ARN-509-003CSR2017/Sec7.2.3.4.1).

® wa

AA(TEF33 go))& olZFEmlol= + ADT WE&TolA 548(0.4%), 9 + ADT HE&olA 29(0.2%)2
At A a1 Itk (Table 16).

TITANOIA Z#E(2F38H3 go])2 ofZFEinlo]l= + ADT HW&TolA 39 Aol& wel izl 257
A, g5 9 B4 1l gidAtddA 355 4™, ¥ ook TG FIE B tidAtelA 255 4
o} T W&olA 29(Held HHHE Bl gzt A 25+ A9, dojyd Wyoz ] 42174
2 Qg 15w wAH(tongue biting))] tldAfel A B =G}, ofFFEulo]l= + ADT W& ollA =
AEoz o8 NRE Fada, Al WA s dHer Q) A8E YA FASATH A UA

o
Ay ARoz Qs And Fusyh,
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g BEATANM ADTZ AR Aol AP o]d % Abg 9ol S7teke o= yeEhdth ADT
=A4L 71Ee A¥aA A(CVD) Bé%ﬂfﬂl %} Iglo] oFzt et A fde AlAbeke A 7k A
A FEHAA T (Keating2013)9 thE AFEE CVD Sol4 Al e 94919] Abge] 7]E] CVDE 7
2 LS AT (Nanda 2014, Ziehr 2015).11,16 TITAN % SPARTAN Alg9] tlidai=
Algel s oAbl A Wi ol A" ADTO =2tk e 714 wlejxekl dAbE o] - AlFd
=3 gzt 7ol zFol7) ATk TITANS] mCSPC A (S 3k A& o] 684011 43k AFo] 77 kg)
SPARTANQ] NM-CRPC #xF-(Fdgk Aol 744001a Sk ATe] 84 kg)reh g AFel o HA
om ADT k=Z7|%te] o & 9kth(Section 1.2).
A}EM AR A" B ADT =&3 37 F AgelA 25 didate] dvgs 7] subdde 7}
AATH AFFel, T T ¥ WHE TITANOA O}ETE}u}O]E + ADT ®&rolA 66%, 9
ADT HEwolA 61%9 didAtel M A= AHSPARTANA M= 75% vs 76%)(Section 1.2). A= %
RE 1yde 534 By TEAE(Section 2.1.2)% 3 ZFTAAWEZL &/ By 35

H
T 459 AFAAATFA o]d(Section 3.2)0] At}

A

EH&J&EEZLFIOO{H—(HFQ&UZ

QT 1%
A& QT/QTc A& (Study 56021927PCR1019)& o}ZFElnjol=
o] Fi o)EF 0l Frlol W 90% A& 7o) AFgho] drekA o
(Mod5.3.5.1/PCR1019CSR2017/Sec7). B ol A ‘A7
P-Y& A4S opdFEmlel= + ADT WE&elA 0.2,
(Mod5.3.5.3/1SS/Table TSFAE21). th&4d 4
FHTAHETE AA, A A EAAL

A4
2
S owerEel ¢ oEald AAR UER 0] 05 el waad.

4
O
=
o e m
o
—
o
>
t
2
)
o g
2
b
N{N'
HI
o
e
o
e
=
(@]

QT dAL2 Ado=z yepd = ok a8y ¥t dA% 719 @ o 49e /X glda
QT Ao A¥= oA H(Section 2.5.1.4).

QT AL Axez Yed 5 9t

Wakto A AAe olFFElulol= + ADT WEolA 1.7%, 1eF + ADT W-EollA 0.9%2] thdatalA 1w
Ak

TITANO|A 220e] SAFe F oA 2% 0.8

SPARTAN|A 41 of#Felvtol= + ADT MgwolH 2.2%, 1% + ADT F&TAA 1.0%S] ozt
A BRAHP(eE B TAES 100 P-YS 1.5 vs 0.970]%th). SPARTANCA 44l TEAEE o
A Jhedl AAA4 RAW, JUAE EE QTe 9% Adrk ma® gadE 99
(Mod5.3.5. 1/ARN—509—OOSSafetyUpdate2017/Listing LSFAE03).

E5o] o] HolHELS clRTEIO|= + ADT W& 91oF + ADT H&3 o] QT 443} welo] 9le
9 GHoR Fod Aol Aozt e FWATC

s

N

65.9. +Y948-A3A HF7HCTD 25.6) (215 313

°
_12
ox

ApalutamideS’Jr ADTY ¥4 Fo& ADT 9o "] 0Se} PFSE 247t frofstAl MAdstanh. #uk ofyzl,
E5Y FAARE T AE FostA dAsAeH, T53 A& AHgel BF Ax= thzool Hs A

A FAE BAFAH.

o]tk Juo =844

1A anti-androgen©] ADTO| ZFH A ¥ 3

SEE UAA Hold HYPMLdA ADTE= EF A5=E Aol Hol Utk ADT+

4
i)Y
a2
Pl
fru
o2
e
oX,
kd
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8 X A< (bilateral orchiectomy)s Al@aFAY k& X EE GnRH agonist + 140 antiandrogen (bicalutamide)
co] ATl E 0% ol #AEe] FEAEE ADTE AH A
t}. ADTYIA GnRH ©53 GnRH + 1At antiandrogen A& & I}ol| gl oJx3] o Aol L3t tis)
Ae =39 A7 7] "ol F A8 EF ZFAEE AAET 2009d ExH ATl (Akaza et al,
2009, Cancer, PMID 19536889) bicalutamide® GnRH agoniste} ¥ 3l £ 7% GnRH agonist &5 F4
of Hls) fFoetA ME7|te] AFHTGE ol FHEHUG v E AW-Fo|HQl A E(cause-specific survival)7]3F
de SAAL zol7t JAAT, o] AFE HRI & ZAE 7vtete] @A THolA= ADTE AW o
GnRH agonist9} bicalutamide W 8Wo] TEAFZ dE] AHEHI 9tk ojd oA n|Fo] & o
apalutamide$} ADTE W3 ATl tlx7e ADTZ 1MUY anti-androgen A& 31834 ¥3 GnRH
agonist AHET &% e FAAYN AR dxLd dE F dvde He AFsa Ao o, 149
antiandrogen® GnRH & 2¥ 3 GnRH ©= Fojo] w& PFS A7t A AoluAl o= ol Hlg)
apalutamide®| 7-¢- placebo + ADT ol W] FofstA AdE PFS 9% &35 BAFIY] 2ol &4

E A43lE Ao EERXEZ UAFHT ¢

o

. a4
- ahEAEkA] e &y
OFE WEFAo me} o £ WER DASE F39H-E 22 skin rash, hot flush 5°] AATH T grade

[e]
o
3 olge] falwgel WEs} MLen AWHOR YL Erhn BHET

kel el
71¥ ADT &= A 5o HIg| Os9} (PFS7} frofatAl 7 H e Ae d5didr A E FEsita dddn

12 A5 2O apalutamide + ADTE =stA HY AGAd A8l o] Y2 Be =50 2 2o

6.6. 7}AAE
6.6.1 7tAE

o HE ZFuAY WA, AET 3FAFAA =l A3 2

6.62. ICH E5 % Do w& &9 7444 Hrt

Pharmacokin | Linear Nonlinear

etics

HBAE BANA 19 18] HHE Fo §F, opEFEU|E =% (Cmax B
i -

7 E ATh A7 YR Aot sl AAE gy & wgg
W7HE 60 mg, 120 mg 2 240 mg OFZFEIO|EE ©3F] Fof & ojIF
Elnlol =9} N-gAw|d ofZZElnlo] = 9] Cmax, AUClast & AUCod]| tf
g PK &F Ao FAE SATHAFAS. 240 mge 1¢€ 13 T
%, obZREinto| 2o FAZHE 45 F EEHUL BT FHME BIF

ool mIs) of sufit.

Therapeutic | Broad Narrow

Dose Range

obZ Fefutol = o) A F YL Study ARN-509-0019] 174 FEA 1
d 30 - 480 mg §Fo= FAPHUT. SFFATHFAL 1€ AW 480 mg
oA #ZHA @gkorn] (N=3) Lo et AZFANA HhheF& ol =Dst
A Zetgieh obEFEto| Eo tid FAE S 240 mg 1% 13 Fofolth
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o] SWe HAsta oFgol Ut ACE FATULh

Metabolism

Minimal  or
Multiplepath
ways

Extensive,
single
pathway-gene
t i c
polymorphis
m

ANFBUA, A7t AEZE P450 (CYP)2C8 ¥ CYP3A4E ofZFElnjol=
of tAE "9ttt F8 QA7 tAAeln ofFFElujelT orfe] oF
1739 9712 Z= @4 AR N-H2vd ofZZegniol= AL F2
CYP2C8el ¢J3] Iga Hoh w2 AT & CYP3A4el o3 wiA= ATt of
ZEetutols g N-H2aWg ofFFeivtol=e HEg 72544 YALA
INJ-561420212 9] A3 Moz oxH A (FF2EAN2HAY 7te
ol gl ofsf wizE .

AEstz 7dk PK 293 B4 Adte] ZAste], @3%e I olgZEln}
o|= TlAle| A CYP2C83 CYP3A49 719T 7hzt 58% 2 13%%] AoZ
HAH AT FHGE A, CYP3A4S 7= F 37%2 FUlEoY
CYP2C89] 7|9 EE <F 40% =2 HaH U

(1T

Bioavailabilit

y

High-moderat
e

Low

O3 2o AFo A, ofZREe]T PKe| td AlAoAAzE HogE: vt
U, A4S Aot U B @I ES AY Ao EAsIS CV%
£ Cmaxol ti8l 18.6% %1 AUCO] thal 19.8% A Th.

Drug-Food
interaction

N 0 t
susceptible to
dietary
effects

Susceptible

A% 34 AR, 240 mg FBTET|E B3] ArRele] A
o AT AACIEEE oF 100%5Th Aol &3k ARNA, TAYHL ofF
SEvlols 5488 Z2AA0Y Cmax 16% 74) §5 A% (AUCE
UeR)E WS 9t 4 olBTEtlols Fad YAHOZ f9
M GFE vAA evin ARUHT 1YEE, ol el s 34
SogA m= FE AEA Bgol stk AAAAY BakE golst
ofBEetutol = Aol §E RArIs YIS v FsY e Ack

Drug-disease
interaction

Low-medium

High

Qb A, olZTEmlol=E CYP3A4 2 CYP2C199] 73 FEA o
CYP2C99] o F=A ot ZHH Y HTHE o] &3 &3t BEae A
oA, N4 CYP 714 ©3Fdo} ofdREulo|EE BE TS
nthEF (CYP3A4 713)9] AUCTE 92% Z4aEAa, e ZeE (CYP2C19
712yl AUCY} 85% ZrAE UL, S-ofakd (CYP2C9 71&)9] AUCTF 46%
ZaE olZFEEnlo| == CYP2C8 71 Ed T3 &S YAHoE &
ou)atA HEA 7)Aottt FECYP3A4 (o ThEUule], A20H, ng
=, Aut2eke), CYP2C19 (ol tlobAlE, oM ZetE), T CYP2C9 (ol:
batd, FHUE) o3 thAtEE oFEF ofFFEEE HE Tt
W, o]2fg B th =Fo| #AE F Atk Thed A olHT FES
ASAL e AL FAT A9 FE2H 4 g Frph 49
sttt A FAL A, obEFEulolE AR T FARFLFIHE ZY
E{ gt

Mode of
Action

Non-systemic

Systemic

R

Inappropriate
Use

Low

High

EEELES

Multiple-Co
medication

Low

High

ADTSHS] 3 &0l D57

Abbreviations: API=Active Pharmaceutical Ingredient, Cl=confidence interval; CYP= cytochrome P450, DDI=Drug-Drug
Interaction; MTD=Maximum tolerated dose, PK=Pharmacokinetic; PK-PD=Pharmacokinetic Pharmacodynamic, QTc5=QT
interval corrected according to study-specific
Note: Bolded text in table above indicates the parameter “fit” for palbociclib

6.6.3. 7t A &% 7}
@O &4 A&d dENE e

- 3002

correction factor.

Table 64+ Study 56021927PCR3002°14 <Fd 73

Aol 1,051% =, 757 (7.1%)°] =<l

2Ag T o

. A5 ZE7E Al E o] itk
13 22078 (21%)

FolAlo} %7h Aol le),

A=}
T &
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1Table 6: Treatment Disposition; Safety Population (Study 56021927PCR3002)+ +
' + Korea ¢ East Asia+ Orverall ¥ .
' + Placebo + Apalutamide + Placebo + Apalutamide + Placebo + Apalutamide +
' Safety Populations 41+ 344 110+ 110+ 5214 5244 .
1 a + + L& + + + i
1Subjects Treateds 41 (100.0%)+ 34 {100.0%)+ 110 (100.0%)+ 110{100.0%)+ 327 (100.0%)+ 3524 (100.0%)+
v Bubjects ongoing+ 16¢30.0%0 220647500« 32 (47.3%0¢ TA(EQ.15)+ 243 (46.1%)+ 347 (66.2%)¢ |
' Dizcontinued study ‘
treatments’ 25 {61.0%)+ 12 (35.3%)F 38 (52.7%)¥ 34 (30.0%)+ 284 (339%)¢ 177 (33.8%)¥
' Feasons for -
Dizcontinuations a L F‘ + < #
' Progreszive i
Dizeazet’ 21 (31.256)+ 3 (14.756)4 45 (40.05)+ 1917.3%)+ 227 (43.1%)¢" 900 (1B.9%)+
' Adverze Events’! 1{2.4%4 4 (11.85)+ 5 (4.5%)+ 8 (7.3560)4 17 (3.266)4 30 (7.4%)4
' Withdrawal By ‘
Subject+ 1i2.4%)¢ 3 (3.8%0)+ 4 (5.5%)+ 7 (6.4%)+ 13 (4456 22 (4.2%)+
' Death+” 1{2.4% 0+ 1{0.9%)+ 0+ 13 (2.566)+ 8(1.56)4
. Physician .
Decision 12450 0w 1095+ 0+ 3 (Duase)+ 6 (1.15)+
' Pratocol :
Violations’ 0+ 0+ a+ 0+ 1 {02950+ 2 (D-45)+
' Others 0+ 0+ 0+ 0+ 0+ 1{02%)+ |
@ a4
- 1PFS
'Table 15:  Radiographic Progression-Free Survival (rPF5), Primary Analysis - Stratified Analysis; Intent- +
to-treat Population (Study 56021927PCR3002)+
1 = Eorea + East Azia + Crverall # a
1 A Flacebo + Apalutemide +  Flacsbo ¥ Apslutamide ¥ FPlacebo # Apalutamide #
Analysiz set: Intent-to-treat ]
populationt’ 414 354 110+ 1114 3174 32540
a a 4 a ¥ a a -
Events 20 (48.8%W 7 (20,06 40 (36.4%  23(20.T7%y 2131 (438%W 134 (255G
Censoreds 21 (512%) 28 0(200%»  TO(63.0%W SR (TR3Mw 106 (36.2%W 301 (745G
a 8 a a e 8 & b
Time to event (meonths )+ + + a a + a a
25th percentile (953% CI+ 11.07 (3.81, 11.07 (730, NE (11.07, 10.01 (2.71. 18.43¢17.38, .
1475  NE(T.16,NE¥ 14859 NEW 11.10)¢ 22113
Median (95% CI)+ 22.05 (1462, NE (18.40, 2208 (18.46, a
NEW NE (NE, NE}+ NE} NE(NE,NE}  32.02)¢  NE({NE, NE}¢
75th percentile (93% CI)+ NE {22.08, 32.92 (3040, a
NEW NE (NE, NEl+ NKE (NE, NE)+ NE (NE, NEW NEW NE (NE, NE+
Range+ (1.8, 2034+ (004, 20 5+w (124 20340 (004, 205+ (004, 33140 (004, 33340
o a a 8 o & 8 &
G-month event-fres rate 0877 (0.730, 0QTO(0204, 02220211, 0034(0202, 027000838, 0055(0032, ,
{958 CI+ 09471+ 0.994)+ 0.935) 0.9800+ 0.894)+ 0.9700+
12-month event-free rate 722 {0534, 0875(0701, 0746 (0.630, 0.825(0.737, 0.703i0.660, 0.843(0.307, ,
{958 CI}+ 0.836)4 09514 082004 0.886)+° 0.741)4° 0.873)4°
24-month event-fres rate 0425 (0.240, 0759 (0357, 03523 (0.303, 0.761 (0660, 0.475(0.421, 0.682(0.629,
{956 CI}+ 05913+ 087914 0438147 0.836)4° 0.528)4° 0.729)4°
36-month event-fres rate b
{95% CI}+ NE (ME, NEl¥' NE (NE, NE}+ NE(INE, NE}+ NE (ME, NE}+¥ NE(NE NE} NE (NE, NE}+
a 8 a a e 8 a .
p-valae* a 0.0308+ 4 0.0085+ = 00014
Hazard ratio (95% CI)°F 0301 (0.162, 0.306 (0.302, 04840301,
+ 0.94314 + 0.8490+ + 0.6007+

ofZEfulolE AlEE AW A1 E: AL IFS ¢ofo] vl

Sl AT SALO A 61% (HR=0.391; 95%

CI: 0.162, 0.943; p=0.0308), EoFAJo}Ql AlFTIAIAIOIA 49% (HR=0.506: 95% CI: 0.302, 0.849: p=0.0085) L
2] AA AlFoAEol A 52% (HR=0.484: 95% CI: 0.391,0.600: p<0.0001) S-0]a}A] ZtAA|Zct.

- 0s

of =dsbA] siglont

obEFEvlol= A ge A A@ddTAA A fFE 33% FolskA
95% CI: 0.507, 0.890; p=0.0053). °]¢}

A AT (99848 [HR1=0.671;
dAste, AP GATE w7k A7) WEel spelel A FAA ol
el AR (HR=0.296; 95% CI: 0.035, 2.532; p=0.2372) @ FolAro}el Al
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'Table 14: Overall Survival - Stratified Analysis; Intent-to-treat Population (Study 56021927PCR3002) +
' a Korea + East Asia + Orverall + a
1 ) Flacebao + Apalutamide + Flaczbo + Apalutamids + Flaczbao + Apalutamide + 4
' Analyziz set: Intent-to-treat a
population+ 41+ 3z 110+ 111+ 5274 5154
! + + + + 4 + a a
1Events 3(12.2%W 1(2.06 17{15.5% W  13(11.7%W  117(222%w 23{158%W
1Cenzoredt’ 36 (87.80%W  34(0T.1%W 03 (B4.3%w  DB(RER3G 410 (778%w 442 (B42%W
! + 4 + + a 4 + 3
1Time to event (months )+ + + + < + < a
125th pescentile (95% CI)+ NE (1B.17, NE (21.88, 2336 (21.78, ME (2632, .
NE}W NE {(NE, NE+ NEW NE (NE, NE+ 30.06)¢ NEW
'Median (95% CI)+ NE (NE, NE)+ NE(NE, NE}+ NE(NE, NE}+ NE(NE, NE)}+ NE({NE NEW NE(NE,NE® ;
175th percentile (95% CI)+  NE (INE, KE)+ NE (NE, NE)+ NE{NE, NE)¥ NE (INE, NE NE(NE, NE}+ NE(NE, NEW ,
1Ranget (464, 32,14 (1L.0+, 33.04W (464, 32.14)%  (LO+H 33040 (04341804 (024, 3424 5
1 + + = + + + + a
1G-month event-fres rate 1.000¢1.000, 1.000(1.000, 083200020, 00910836, 0897300935, 0087(0972, 5
(95% CI¥ 1.0000+ 1.0000+ 0.095) 00097+ 0984747 0,994+
112-month event-fres rate 0947 (0806, 1.000(1.000, 0044 (0820, 093400892, 0812(0324, 004809213
(955 CL¥ 0.9874 10000+ 09753 00800+ 093374 0964747
124-month event-fres rate 0.805(0.743, 0OG6(0.779, 0Q82L(0.720, O0275(0.704, 0.7353(0.687, 08240784, .
(95% CI)+ 09580+ 0,005+ 0.E93)9 082504 D778 0.B58
136-month event-fres rate o
(95% CI)+ NE (ME, NE)¥ NE(NE, NE}*¥ NE (MNE, NE}+¥ NE(MNE, NE)¥ NME (NE, NE)¥ NE (NE, NE}+
1 + + + + + + + a
1p-value™ ¥ 0.23724 + 0.4554+ + 0.0053¢ 5
vHazard ratio (95% CI)* 0206 (0.033, 0.760 (0369, 0.671 (0.507, 5
+ 2.532)¢ + 1.566)+ + 0.8900+
[ -
A (HR=0.760; 95% CI: 0.369, 1.566; p=0.4554)4 Al 918 74 A= A oh
Q@ A
- FolgunE
'Table 13: Study Drug Compliance, Safety Population (Study 56021927PCR3002)+ +
1 + Korea + Eazt Azia + Orverall ]
' + Flacebo + Apalutamide ¥ Flacebo #  Apslutsmide #  Placebo # Apalutamide +
1Analyeiz set: Safety fl
population 41+ e 110+ 110+ 5274 5244
1 A A a 4 £ a a a
1Overall Treatment a
Compliance (5% a a o o o a
LI 41 (100.0%)" 34 (100.0%) 1100100.0% 109 (901G 337 (100.0%3 323 (00.6%) ,
' a75%+ O 1(2.0% 21 3% 11 (1005w Ti136 4406% W
' >75% - pB0%+ 0+ 1206 o 2185 2 (045w 12 (2 3%W 4
' 805 - pB5%+ 0+ 1(2.9%W 109w 2 (135w Gil11%W T3mw 4
' >85% - p90%:+ 0+ 2506w 1008w S5i{45% W Oi1T%W 16 (31% W ,
' S00% - g05%d 7 (4.98 5(14.7%)% 5 (4.5%W 10018 33(63%) 465G
' =058+ I R5A%N 24T06%M 101 (PLAGW  TR(TLE%  4T0(E02%N  410081.0%W
1 + + + + + + 4 a
1 Mean (SD)+ 98.53 (L742)+ 95.65(6.517)+ 98.00(4.2261° 92.90 (13.763)+ 97.82 (5445} 9576 (10.071w
v Median+ 90114 98.934 09.18¢ 98.81¢ 00.48+ 99340
' Ranged (02.0; 100.0%  (74.4: 100.0)+  (T1.4:100.00+ (35.3; 100.00+  (42.0: 100.00¢  (3.2: 100.00¢
[ u
ol FElufol = A matell A AlF A 97%, 89% R 95%F AoF A=A AlAdAe] 100%, 98% %
99%7 AM@ ek Folel tal >75% =& %=E HEbih
S RolFA 9 8% e
B7HE AAIRE e AUl Yof Xlgdtol w|s opZREtubolE X matoA o W2 AIFUAE &%
BF EL £ol UL FYaA
180 mg &% #Fe AT ABs v A= AFhHEA (8.8%) = A AU (7.1%)°] vl ot
Aokl AIF AL (14%)o1 A obZ-FEvtel= A gatollA o Wtk (Attachment 3). ] X3 TEAEZA
35 0 wgel o Be Adl 71A8e Aol AUtk AN WAL FolAlolel AGu AN BRE &
F AESs e 5 A4 Ol4ke] AEoltt (Attachment 4).
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'Table 12:  Dose Adjustments, Safety Population (Study 56021927TPCR3002)+ a
' + Korea + East Asia + Chverall a
1 a Flacsbao + Apalutamide + FPlaceba + Apslutemide + Flacsbao + Apalutamide < 5
' Analysiz set: Safety a
population+ 41+ 344 110¢ 110+ 3274 5240
' a a & e a B . -
1Diose Reduction due to an o
AB# + + + + + +
' No dose reductions 41 (1000% ) 30 (83.2% ) 108 (P8.2% )y Q4 (B3.3%w 316 (R7.0%y 4360(02.7%
' Reduced to 180mg+ 0e 4 (11.8% 1 (095 10 (819 T (138 468w
' Reduced to 120mg+ 0 o 1 (008 6 (3.5% W 4 (085w 142.7% W 4
' P ") a a a o a 5
1Number of Dose a
Intzrroptions dus to an AE+ + a a 4 + o
LR L 40 (97 6% 25 (73 5% 1000909% %  TH{682%M 463 (270%W 401 (TOSTW
LI L 1245w T (20.6% W T (6.4 19{17.3% )W 31 (0.7 36 (164%
LR o+ 1(2.0% W 2{18%Ww B (735w D1 7% W 142%W o
L o 1(2.0%W 1 (0.ps B (7.3%W 3 (0.8% 15 (20%W 4
voas e o o 0+ 1(0.2% W 0 a

- AA| o) duks e

AR F LA oPAE oFRFEIIE ARwd AF Aol Hxd o] AFudA he Has
Atk AR F AT ol AAE ofBFElo| = Amdl @ ARUAA] 97%, FolAlolel AR
el 96% R AA APUFT 97%e) el wumHAw fleF AzwolAE AF AAudAte] 98%, Fol
Aokl AR ehadake] 98%, AA A AT el 97% el wnEAck,

obgi} |AT TEAEs L 353 Tt 453 TEAEs: ofEEufo|c AEROIM o 22 u]&2 HIEHAT, §
of Rl& (247} 22%. 38%. % 41%)2} vl @otol WrIE AAG BE NEFT F= AlFTIA [35%]. Fot
Alotel AFTAL [41%] % AR APAYZ [42%])0014 vl RS
8 F AP SAEsE F AEE ] delm RE PrhE A AdudelA vl A8 F od
@ SAEsi el@FEvtels Amold @l APWEAe 21%, obrAlobel ARt 219%, A A
el 20%0] el BRE QR St AnwlAE B ARl 22%, FobAlotd AdAe] 24%
2 A APEdTel 20%0] el »mE ek,
A8 F w4 ATS 0@ oldAtdE AAHoR T ARTAA nusign @7 Adudat, Fokale}
ol N 2 AR AddaEel A 29 A

B
il

)

N

'Table 24: Overall Summary of Treatment-emergent Adverse Events; Safety Population (Study 56021927PCR3002)+ 4
[ i Eorea East Asia Overall < a
' a Flacebo + Apalutamide + Flacebo Apalutamide + Flacebo + Apal ide @
a el a 2 a a a i
Asalysis set: Safety populations® 410 340 1104 1100 5370 5240 E
f @ & £ a =} a -
Number of subjects with TEAE 40 (97.6%) 33 (97,1534 108 (98.25)+ 106 (96.4%) ¢ 309 (96.6%)+ 507 (96.8%1¢
Drug-related™s 5 (12.256)¢ 16 (47.1%)¢ 55 (50097 77 (7005 210 (41.65%) 5 (60.1%0¢
Number of subjects with Grade 3-4 TEAE: ¢ 9(22.0%)¢ 12 (35.3%)¢ 42 (38.2%)¢ 45 (40,951 215 (40.8%) 221 (422%)¢
Drug-related"+ [ 3 {885 10 (9.150)+ 20(18.2%)+ 31 (5.9%)+ a6 (12 6%+ a
Number of subjects with SAE: 9(22.0%)+ 7 {20.6%)+ 26 (23 .6%)+ 23 (20.9%)¢ 107 (20.3%)+ 104 (19850
Dirug-related™+ 0+ [ 2 (1.8%:)+ 3 (2.7%)¢ 4 {D.8%:)+ 10 {1.9%) a
Grade 344 G (14.6%)+ 4{11.8%)+ 22 (20,05 15 (13.6%)+ B6 (16.3%)+ 34 (16.0%)+ o
Nusmber of subjects with TEAE: leading to a
treatment discoatinuations! 274,950 4(11.8%)¢ 5 (4,55 8 (7.3%) 28 (5.35%)¢ 42 (8.080)°
Drug-related™ 0e 1(2.9%)¢ 1 {0.9%)¢ 1(3.6%) 4(0.8%)¢ 17(32%¢
Nusmber of subjects with TEAE: leading to a
death¥ 2(4.0%)F 0e 3{2.7%)0 0o 16 (3.0%)¢ 10 (1.0%)¢
Drug-relateds 0o 0o % 0o oo 0o H
Al deaths within 30 days of last doses? 2 (4.0%)0 0 4(3.6%)° 1(0.0%)% 23 (4.45)0 1834509
Death due to prostate cancers? 0 0° 1(0.9%)¢ 1(0.9%)¢ 7(1.3%) 8 (1.55)¢ o
Adverse eventd 274,050 0e 3 (2754 0e 16 (3.09%)¢ L

@ o5

Study 56021927PCR3002914, ob&Felmtel= @ 1 N-ul=md tiAbale] PK Asi o} ZFetulol= A&
B owe FTA AYNYA 489, YR ANPoga 287, @A AFdPA 33YoRTE Syt
Study 56021927PCR300201 4] 3kl 3} FolA]olel Al A (L& b= = FTooA] g A
Az AoP)st AA ARe NPT (N=524) 1k ofBFeviol=e] PK 542 BAstn mwsts] 9

s, &3¥ PopPK Res F3) ALY —Eréi% A8
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= Table 5: Summary of AUCa24s of apalutamide and N-desmethyl apalutamide (Dose-Normalized to 240 mg QD) and body weight«
a Apalutamide+ N-desmethvl apalutamides
Parameterss Korean+s East Asiand Overalle Korean+s East Asiane Oweralie
N'a 33¢ 108« 501¢ 33¢ 1084 301
K 2 a a a a a
AUCo4ns (pg x himl 0 a a a a @ a
Na 330 1084 3010 334 1084 301+
Mean (3D} 12650 (19.97w 136.93 (28.38)¢ 11814 (26.30)+ 15645 (22.64) 168 62 (24.38)¢ 154,38 (24.06)+
CV (M 15.79¢ 20.73¢ 22.43¢ 1447¢ 14.37¢ 15.57¢
Geometric mean+ 124 95¢ 134,044 11317+ 154 357 166.87+ 132 66+
Geometric CV (%) 16.19+ 21.05¢ 23320 14.70¢ 14.62¢ 16.16+
Medians 120874 133810 114950 155840 167.73¢4 153.204
Range+s (87.45;17233)+«  (B6.59;216.82)W (3394 ; 216 82 (11828 ; 207 00 (11828 ; 23704 (64.17 ;244,97
IQF ranges (107.90; 136.33)  (114.33:136.77 (100.72 ; 13277 (137.37 ;17077 (132,79 ; 183.09W 130.38; 168.33)
a a r 8 @ ° a
Body Weights o ¥ & & 8 a
Ne 33 108+ 497 # + a
Mean (5D} 6723 (10.007+ 63.13 (10.03)+ TB28 (1571w A 4 #
CV (M 14,880 13419 20.06+ a 4 a
Geometric means’ 66.514 64.334 76.734 4 4 8
Geometric CV (%) 15.23# 16.00+ 20274 4 & 8
Medians 67.34 66.0+ 6.6+ a & e
Range+s (48.3; 83.3)¢ (40,0 ; 89 2 (40.0; 141.00¢ a a o
IQR range~ (35.4:745 (36.5; 718w (68.0 ; 87.00¢ @ e a
+ +a & o . é o

R i M A i ST N ]

b

= Figure 3:
. Apalutamide
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o A WA AL HA H o)t TANIE I FFHNAM FAG FFS BYon Atd &4
S e 857t B o)W o2 Q7 &FAE HEo] AATH FAHTF=T 8.8%, HA 7.1%)TF AL
2 Yehd

o oFFTA ZHoA =l BHE T JAT okEd B4 Ay, d=dd HA AT AUCE AR A
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