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ANNNITANHINIARRNUAEINITANHI AN ANLAINT LA T LA AAIANT 1A AIANUANIT UL

1 1
o

1s2LANANNANND A9H: WLLBLINN (very common = 1/10); wulaLas (common = 1/100 D

< 1/10); wu'lueel (uncommon = 1/1,000 D4 < 1/100): wu'lawas (rare = 1/10,000 D4 < 1/1,000);

v

WLIUBENN (very rare < 1/10,000); lumanu (luansnsnilszunmuanudnisifinainaayani)

A151990 1 215 LN sERIANUAIENISANHINNIARUNULILAILAN WASUAINITIY

RNUUNE

FLUUDIYIZATN WLUALANIN wulauas wuluuas Tunsru*
MedDRA System

ANNNEALNFTDY LRI

FLULIADALAE P17UALLL

aé = [~ A

DRI ATaN NNTLIAADA
919t InsNamN

ANNNEALNFTDY T2a1ialaam

inla Aan'

ANRRLNFRY Tudugy,

aaLINAY
ANNKALNATAY ML
@:uuﬂmﬁéuﬁu QLN
SuplUnnuonr
ARVIREILON

ANNHNHEALNEININAR AMNTNIA WUNNNA DU
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ANEALNRYBY Unnfsey n1sdn’ naNaMEamN
FEATITM V) ANNATLINNIBY ANDIRIUNAY
o . o d .
NNIZREAIINAN aniaunnauLiu
AAND Unala
nsfusaNALNG
NQNAINIVNBE
Tuga
ANEALNAATL
N353
ANEALNAYDY nazmuuln L
FLULALRUGUATLEN \WATNE
U
ANEALNAYDY 81N"1398U LAY
VaeALAEn ANNFUTATIRgS
ANEALNRYBY PRITN HuuAg
P U . .
Homlsuaziileitiale BINTTAU IRDETelgN
PRIPS LU PSSRy
o $
Ul
ANNRALNFIRY NSTANLAN TN+
nawLie n9EaN
o4 o4
uaziliaLEeIne i
NITLIAAL A | A
WATNNIZTUNINTEY
AINTBANHUNNg
ANAALNATD AUl

FEUUNINLAURIUNT

a ¥ a
ALALU NBILAL
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* PIENTUUAINITINANUUNE

“PUUANITUNUILAN (face edema) WATLIANANUN (swelling face)

L4

wx mumamimmuﬁau (swollen tongue) WALAULIIN (tongue edema)

e 9qMBINNTRLANTENELNN (lip swelling) wagFuEanuan (lip edema)

¥ a1nn13UsAUANLRTNNTAUUILLL narrow SMQs ‘N3N (Convulsions) 991n194N (convulsion), n13dnyiasa

LLUULﬂ%@LL@:ﬂ?WJﬂ (grand mal convulsion), ANITALRNITNLLLNAED (complex partial seizures), ANITNLRNIZA

A a . . o oA . . o o a o ! o Aa = ¥
WULINAR (partial seizures), WaZN9INAALLAY (status epilepticus) LL@:EN';‘QW]Wﬁ‘ﬂﬂﬂuﬂﬂ@ﬂ’]i‘mmqWﬁ\iwﬂm
Ul

T a1l seifinmnedBn1AUMILLIL narrow SMQs ‘Aznautilatilanie (Myocardial Infarction)’ Was

' £

I3aiala21AL@BARY (Other Ischemic Heart Disease)’ 39881NNIWUUMUNANTHA angina, lsAnaaniannlalsuts,

Aaznanmilativlanng, naznauilevlaneidaundi, nMassialaansaen@eUnau (acute coronary

= ¥ a . ¥ A o & & aa
syndrome), @ nsidununenuuyluAsh (angina unstable), naniilesialaaniden, wazuaendeninlsuiisy
(arteriosclerosis coronary artery) %qwﬂugmmmquﬂm 2 $18 AINNNTANENTE LR 3 LUUAN ALANAIRIEN

naan

'
o

* 993 preferred terms AINAN9Y NazgNUAN WAL

o

$ a ¥ ax ¥ . ' = < a A , A a
AINN13UTZRUAVLATNITAUINLLL narrow SMQ 'ﬂ"]ﬂ"]TVLNWQﬂiﬁ@QﬂV]"NNQﬂ QV]?:uLLi‘Q NWUITNNTIERIUNTING

ﬁuqmumﬁwmmmﬁmwﬁu (acute generalized exanthematous pustulosis), Rautlagntaunnes (dermatitis
bullous), Renlsdniaungaaaniduiauinganig (dermatitis exfoliative generalized), ﬂﬁﬁ?mixmwmﬁﬁﬂu

\an1azidindanaagiln Eosinophil §9nan1nfuazainsiitiniiagnenie (drug reaction with eosinophilia and

o

. A Al = o R . A a
systemic symptoms), Nuﬂuﬂ@’mgﬂLLUUT@EJN?@EILLM WU %78 ANUN (erythema multiforme), NUNININUQAARN

£ £
a

Wsweu (exfoliative rash), ﬂqmwzﬁﬂﬁ'ﬁ?ﬂwm:?xmmmmﬁumumummmqmﬂﬁm@mﬁwﬁq WAZADLED

a q

\Hanyadaaznielume [Stevens-Johnson syndrome (SJS)], Navgasanaediiiaidianianingiiasanniaas
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AeaNN@NsiE [toxic epidermal necrolysis (TEN)], waviunfAanmilssiia toxic skin eruption Tugtlaemasnigang

ANUUNE

° a Id <
mﬂﬁmﬂmmﬂumﬂ?:mm

n178n
NIANENNARENULLALAN Hlag 24 398 (0.5%) angLlaganuaw 4403 :1adilaiuen
enzalutamide 160 HaANTN Juaz 1 A% wunedn Tuanisigiaenlafuavaennunisdn 4 g
(0.2%) uazgilaela3uen bicalutamide WUNNEN 1 972 (0.3%) UDYANTARLNUAZLDYAAN

=S . ' o o dl o o ! dl dl a o
NN3ANE1 dose-escalation WL TUIALTUFYN e NAATyReANIAETIaTiiAN3EN Tne

= aa ¥ o [ % ¥ dl = o A A o dl a o
ﬂ’]ﬁ‘ﬁﬂ‘i‘_‘f’WI’NﬂﬂuﬂLLUU@’JU@NI@VI’]T‘I’]?@@Eﬂﬂ’)ﬁmmﬁmﬂ’]ﬁmﬂ?ﬂﬂﬂ,@@ﬂL@?Nﬂ’]‘il‘mﬂﬂ’ﬁ‘ﬂmﬂﬂﬂ

nN13ANEN 9785-CL-0403 (UPWARD) WULNgaLAEA (single-arm) iveilsiiiugiifn1sniaeeniaio
nsdnlugiaeniifaduidssnanisiianisindunautlae (predisposing factor) (1.6% sz
nadn) wunsdnlugilos 8 918 (2.2%) angiaeilaiuan enzalutamide A uaK 366 918 ANNDE

FIurea1 luN19inEIAe 9.3 thaw

1 1 1 1 1 v v
felunsuianalniien enzalutamide 819ansEALANNUABNITEN UABIANITBTLII8Y AN
= o o Z//

N19ANEA in vitro Nuandliiingnen enzalutamide wazansiunyalannians duuazdugnig

NNaNUIBITeIAae lsATHA GABA-gated
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lsmialagnmaen
AINNIANEIMNARENULLANAILANAEMAEN, Hiae#i lniuen enzalutamide LaniL ADT (in

Tavinlaanmaan 3.9% LFauiauiy 1.5% luailanladusnraanuaniu ADT
L1

49  mstasuziiunuig
Tuieuniedmiuen enzalutamide wnlafusnifiuauin Adsugalasn enzalutamide wazlnnig
S uuulseAutlszaeslngfiananun A ASTEIRLedeImIAL 5.8 4 yilsaenalanudasiay

a o d? dl = ¥ a
Lﬂmmﬂﬂz}j\‘mmmumﬂmmLﬂummm

5. AMANLAMUNFTINE

51 AMANURMANFINAERS
Pharmacotherapeutic group: hormone antagonists and related agents, anti-androgens, ATC

code: L02BB04

nalnniseengus
Lﬂu‘ﬁ'mmﬁudmzﬁ*wi@uzgﬂumﬂ”hr;i@Lmu‘immuummumummlﬂmiﬂ“uﬂz\imm'q SATIATANS TN
FinFuueulasian WszAL LL@u‘EmmﬂuLﬁ@mw‘i’w%@ﬁslm:ﬁuﬁiﬁmmmmaﬁmig 96
Aty 0B FRTL uevlasiaufifiitnianissuiivllseslsa mimzéumm?nﬂmLsﬁmirr?@w,ﬁ@

EuiasuwaulasiaunasaAan1galsyaniluiiam@ng (nuclear localization)  wazn1IaUAL

ALlLe £ enzalutamide Wuansdugenisasdtynyrnuaesiniuueulasauniignsussaedaiiannig
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- v v
o/ o/

asdrynyrniressiniuueulnsaulunatadunen Tnaeneangnadudinaanisuesduiuuaningaun

v v 1 1 v v v
o A v o

ARFULALIATIAL mN@ﬁuﬂvamimﬁ@uﬂwLm@jﬂmmﬁﬂmmﬁqmmﬂmmuum LA E UL INATR

a qQ

v v 27
o o

" uﬁgﬂmz@uumﬁuﬁ@umLLmWﬁﬁmmuimmuﬁmzmmmnmmn (overexpression) LAy
AR 34515\1mu@ﬂumnﬁmzﬁ@mmimuu@uimmu N7 1181 enzalutamide AXAANNILATEYLDN
VAR NUTNABNGNUNIN ANN1TANTEAUIMTAANZITIRNe WAZNAULBARTLIARY NNFANEINING

o

ARTNNUYNYN enzalutamideludanauiusanazau (agonist) NAuneaningaw

NANINLNATNAANRRT

NINAABINNAATNIZEEN 3 (AFFIRM) luyilaafianmatainnisdnenisiaiitintinmaaeen docetaxel

WL 54% ve3gtlheninwinae enzalutamide wizatniauiu 1.5% wesgiaeilaiuamaen H

1 12

SLALUALALAUTNANLAA LA AAAIANTLALITNAUREINGUAE 50%

BnutlennImeasIneAatingzezd 3 (PREVAIL) Tugihailunalafuaeditniin yilwenlaiuen

v 1 1

enzalutamide LL@mé’mﬁm?mumu@wmﬁmmL@ﬁmmgqmmmqﬁﬁﬂdﬁﬁm&l (MNIRAIININ >

1 12 1
a

50% AARIANNANENAY) 1N 78.0% Wamauiuyisanlafuanasn 3.5% (AINWANGANN =

74.5%, p < 0.0001)

NINAABINNARLNITEEN 2 (TERRAIN) lugiaed luneladusaiitnis gilosinladuen

v 1 1

enzalutamide LL@mﬁmﬁmimmummmﬁLfemL@ﬁwmqqmmmqﬁﬁﬂdﬁﬁm&l (MNIRAIININ >

50% AARIAINANENAY) 1N 82.1% Lamauiuyisanlaiuen bicalutamide 20.9% (AN

WEAINAN = 61.2%, p < 0.0001)
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N19INARBININAFLN MDV3100-09 (STRIVE) slu@ﬂfmmﬁqmm@ﬂwmmzmiu LNTNTEANL LAY TEElY

1 12

LLW?ﬂ?Eﬁ@Wﬂﬁa‘ﬂm‘ﬂﬂW?%ﬂ‘]ﬂﬂ mam@muamiuummﬁm enzalutamide LAANARIINITADLAUDITA

1 1 1 12 1

o a

WLML@ﬁwmqqmﬂ@mqﬁﬁﬂm T0U (MNEAININ > 50% AAANANNAIENAL) 1AL 81.3% Lia
Wizuriuylaeilaiuen bicalutamide 31.3% (AMNUANGANT = 50.0%, p < 0.0001)
NNINAABINNAARLN MDV3100-14 (PROSPER) lugilhauzifsnangnumnnsyezluunsnszaanne

AANI9TNH mmwmuam‘iuumm%ﬂm enzalutamide L& @ﬂﬁM?WﬂW?M@JU@u@ﬂﬂJ‘NW LAALAVINNA

a

49NN NHTRIAATY (MUNEAINT > 50% ARAIANANERAL) AL 76.3% Watnauiugilaed

Ia5ueNuaan 2.4% (AMNBANANN = 73.9%, p < 0.0001)

19 ANENALAZ AN ARASININARNN

1l52An3naa8481 enzalutamide laFUnsEuguan 3 N13ANEN [MDV3100-14 (PROSPER),
CRPC2 (AFFIRM) uaz MDV3100-03 (PREVAIL)] #9iilun1sAnsnnneaatinszash 3 Luugu AsuAN
posenuaan vinlunanadue Tugiaunfimangninnnszazunsnszaaninisaniiiuliaeslsauas

WinlsAgnanuannizinenlenisanaasinuleningiay [41377IA9%919Aa18 LHRH 150149370

v v

IpFunnsdindnumena 2 119] NM3Anen PREVAIL Sugdnsyilasuziiamengnuuinssazunsnazansi

1 (%

AARaN173NEIAN1AUaas i e lasug i ARLNTe Tuaneinis@nen AFFIRM SUdsiAs

1 (%

KNS RaNgNUNINI T TUININITANE I RBABN TN AN IR LER s N UTRAL A FURN

docetaxel 4IN81 uAZN1IANEY PROSPER Fuadnsyilianzifanangnuninsvesluunsnszaned

AORBNIIINEIANENNIAUERI TN wanantilszAnsualuyisenzianangnininszazunsnzans

ffanulamegasiuuinge (mHSPC) selafunnsiiuguann 1 n1sAne [9785-CL-0335
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& Y 1

(ARCHES)] @aiflun19An s meAaEngzesi 3 WLLgN ALANANEENNAEN YN uuatadue K1l

v

Hanuataatlasuansnnlnsaasenany LHRH wi3alasunissndmesia 2 a9

nanflafunisinemneeiesnans 1afuan Xtandi 160 aanin duaz 1 A Inanisiudssniu

v
o

VI9@N19ANE" (ARCHES, PROSPER, AFFIRM wag PREVAIL) ilaelunguasuaunlaiuaivaenuas

a1190 1981 prednisolone saumne e (1WREgeganaiuawyalulaAe prednisolone 10

q @

o A =

LaanNFu WIaLngumn)

A o = No A o ' = <
N7 AIAN NN AUADIN LD ALD slusﬁ?ll LWHQ@H’NLWHQVLN@’]NW?Qﬂ’]ﬂﬂq?mt]\?ﬂﬁ‘giﬂ‘ﬁuvm\i

v v
o o

aa dl ”o/ ¥ o dl = =X o o o dl it = '
patinfazlaiulaanalil AsiuisdnisAnsnasuuziiugiaedsasladuenilalunisAnmnaunan

Yo v

¥ - dl 1 1

%mmmmqummmmmzq%mumwmLLmzmiﬁﬂm

n13AnET 9785-CL-0335 (ARCHES) (§ilasinzifusiaugnuunseezunsnseansidnaiu lasnan sl

17177

nN3ANEI ARCHES ﬁ?mﬁm;;ﬂqmu?qmlfem@ﬂummwumémmmﬁﬁmm%rﬁ@ﬂ@ﬁuuﬂqﬁm
AU 1150 318! éﬂ%ﬂ1;§UﬂW?z§:N;QﬂﬁM?ﬁzﬁlqu 1:1 Wlafunlsznuen enzalutamide Lanifu ADT
W3eEIARNLANTL ADT (ADT WaneAYmaNsfislinsaasamane LHRH vsansindnmeia 2
119) éﬂqgigﬁ?uﬂ@zmum enzalutamide 160 RaAn3 Fuaz 1 A% (39U = 574 712 videavaen
(AU = 576 3781)

anwnizmamuLszEnsinansuazanEnzrasliAdieBuAUszIaNg 2 ﬂémnﬂ@§ﬂwﬂﬁﬁ0ﬂmmmaa

Al IuTeseE A lnannsguAe 70 I isaeanqunisinm gilaaaaulvyainszainsianue
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\TRTNFABLALTEL (80.5%); LOWTE 13.5% WATRA1 1.4% LHaEBNAUNIANINLINAT ECOG

performance status score 17U 0 TugLlag 78% wazinafiu 1 Tuyiae 22%

qngilguniAenissenTinlnglsAainnisaiinllluwid@ingn (PFS) Inelanisdsuifiugann
' a dl ' dl o ! KX A A o Z// °o A

aunanlnedass TaNnaAINIAINNATIINIIgNALDINNsE LT uATILINaeIn sAtiul e

Tsalpenislaansnuuas vi3eRn 9 @eTam (Ana1me lafAINAINAIIIINNIENABNIZTINAIL A

N i o A

nsluenliuan 24 dlam) uaaunawanisuslafiniunen aagfnRsgiuanAeaINAzinnig
ld Ql ¥ o [~3 a ! o = dl ! ¥

anananslsaluieiiieas, naBulaeninuusiaialuy, dnsieaeiluarunsonsmanule

(anad <0.2 tulpnin/ans), ansnismaLdauasnaniaine (RECIST 1.1) Taslanislsvitiulae

v 1

8692, UATENIINIIIBATIR HANTINT 2 AMUAN

ﬂzg:uﬁ”l,c;?"um enzalutamide LL@mﬂﬁﬁummmmm‘mﬁﬁmﬁﬁﬁmmmaﬁ 61% T89PANALAE TS

wAnIl 1PFS laneuiunguitlasuanvaen HR = 0.39 (199A9aidesiu 95%: 0.30, 0.50); p <
0.0001] lufiAsTasg1uaessEzIANINALAAMANIDL rPFS lunquitlasuen enzalutamide an
U ADT uReFeui 19.0 e (Tospanandesi 95%: 16.6, 22.2) lunquitlafugvaenuaniy

ADT (137297 2, 91/71 1, 3191 2)

A15199 2: wadgilidszangualugilienlasunisinenaaen enzalutamide wsagNUaaNaIN

N19ANHY ARCHES (intent-to-treat analysis)

Enzalutamide plus ADT | Placebo plus ADT

(A = 574 51w) ([ = 576 s18)
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aa o a "o aa
nﬂiiﬂﬂﬁ%miﬂﬂﬂﬁﬁmnmim Luuvl.ﬂulull\i'a\iﬂgﬂﬂq

AMUILNRANNTNL (%)

91 (15.9) 201 (34.9)

ANNEEFIU, 1BY (T99ANNTRLIY 95%)’

NR (NR, NR) 19.0 (16.6, 22.2)

Hazard Ratio (199A2N @231 95%)°

0.39 (0.30, 0.50)

P-value’ p < 0.0001

AN ANALDAUAN

ANTINTTAATIN °

foi’mqumcﬂmiai (%) 154 (26.8) 202 (35.1)
ﬂl’]ﬁﬁﬂﬂ’]u, LABU (Sﬁqqmmﬁ@ﬁu 95%)’ NR (NR, NR) NR (49.7, NR)

Hazard Ratio (199A2N @231 95%)°

0.66 (0.53, 0.81)

P-value’ p < 0.0001
mmn'iﬁfazl,ﬁﬂn']sqnmmmisﬂiuu,\iﬁL'am'a"

STAUMANIIDS (%) 45 (7.8) 189 (32.8)
ﬂl’]ﬁﬁﬂﬂ’]u, LABU (Sﬁqqmmﬁ@ﬁu 95%) NR (NR, NR) NR (16.6, NR)

Hazard Ratio (199A2N @231 95%)°

0.19(0.13, 0.26)

2
P-value

p < 0.0001

vasN SN NzSrialuy

ANUIUFNTD (%)

46 (8.0) 133 (23.1)

ANNEEFIU, LREY (T9ANTEITU 95%)°

30.2 (NR, NR)’ NR (21.1, NR)

Hazard Ratio (199A2N @231 95%)°

0.28 (0.20, 0.40)

P-value

p < 0.0001

[y P aiy ' z
ARSINLAFLAN LNFINITAATIANU LA

YA o o« Y d o ¥
Q‘]JQEI‘VI??JWLI‘WL‘ﬂ’&L@@WN’]?QM?Q@WUi@LN@L?NMH

=S
N1TANEN

511 506

YA o o« ' Y A
Q‘]JQEI‘VI??JWLI‘WL@@L@iN@WNW?OM?QQWU1®LN®

(FUALNIIANTA

63 70

syaUNIagLaN lNaNITaATAany InTeing

=]
N1TANEN

348/511 (68.1) 89/506 (17.6)

BIANNNITDITY 95% AR

(63.9, 72.1) (14.4,21.2)

ANHNLANANURIAFT) (‘I]Q\‘IWJ’]SJL%@S:I/H 95%)2

50.5% (45.3, 55.7)

P-value

p < 0.0001

ARNTINITADUAUBIAANIFTSNE
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e lanEuaua NnIndnauIn e, Ao 177 182
STAUANIIDS (%) 147 (83.1) 116 (63.7)
BINANNITOITU 95% TBIHRI (76.7, 88.3) (56.3, 70.7)

ANHNLANANURIAFT) (mqmmﬁ@ﬁu 95%)2

19.3% (10.4, 28.2)

P-value p < 0.0001
NR = Tafan

1. ﬁaﬁu’mﬂmﬂﬁaﬁ Brookmeyer lLaz Crowley

2. Ltﬁqi:ﬁumwﬁmmmﬂm (volume of disease) (E%ﬂ Hay g4) memaigif"um docetaxel mnlfau (1°nl e 134')

. B .
3. andwinnsmmznraganiiganiasailaszylanauuas fnseudui 28 w.a. 2564
” g O oA a3
4. magnanaeslinluwilioaemne Ao sty 225% uaznstisaudiysnl 22 lnlasnivans wileqasngn
. D . . o D e
5. andeagauaeanalnetszanndviunguiila¥uen enzalutamide uanriu ADT iy 30.2 e Tufiaanannidatiadiesaniduaniilaaanusnisiinglugilas

o e IR A S R o o oY o P -4 .
NANLALNYIENASLARALLNIUY FINATITHNL 30 LADL V\’]‘lﬂmﬁﬂ’]i‘ﬁlﬂ@\ﬂuuu'}ﬂﬂw‘iﬁﬂu@ﬁﬂi"]w Kaplan-Meier

1004
95 -
90 -
a5+
80—
75+
70
65—
60 g
55_ R L L
50
45
40
354
30
25+
20
15+
10+
54

Radiographic Progression-Free Survival (%)

Enzalutamide (574) Median NR Hazard Ratio= 0.39
Placebo (576) Median 19.0  95% CI(0.30,0.50) ,p <.0001

T T T T T T T T T T T T T T T T T T 1 T T T 1 T T T T T
0 3 6 9 12 15 18 21 24 27 30 33

Time (months)
Patients at Risk
Enzalutamide 574 516 493 370 256 144 62 23 4 1 0 ]

Placebo 576 a1 445 34 191 106 39 10 0 0 0 0

sU7 1: nsinssandinlagdsiaanmsaiiuliluwess@inen Kaplan-Meier a1n

N15AN ARCHES (intent-to-treat analysis)
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Subgroup

All Subgroups

Age <65 years

Age >= 65 years

Geographic region-Eurcpe

Geographic region-North America

Geographie region-Rest of the Werld

ECOG status 0 at Baseline

ECOG status 1 at Baseline

Gleason score at Initial Diagnosis <8

Gleason score at Initial Diagnosis >=8

Dizease localization at Baseline-Bone only
Disease localization at Baseline-Soft tissue only
Disease localization at Baseline-Bone and soft tissue
Baseline PSA value at or below overall median
Baseline PSA value above overall median

Low Volume of disease

High Volume of disease

No Prior Docetaxel Therapy

Prior Docetaxel Therapy

Previous use of ADT or Orchiectomy

No Previous Use of ADT or Orchiectomy

————— Enzalutamide | Placebo se=-

N

574576
148 1 152
426 1424
344 1344

BES TT
147 1155
448 J 443
1251133
171 1187
386 1373
268 1 245

517 45
2171241
293/ 305
2791269
220203
3541373
4711474
1031102
5351515

387 61

Median{ma)

NR/18.0
NR /141
NR /150
NR/19.4
NR /222
NR /167
NR/19.4
NR /138
NR 7 NR
NR /166
NR/18.0
NR 7 NR
NR (138
NR/NR
NR /16T
NR /221
NR /138
NR /[ 19.0
NR /140
NR /184
NR [ 18.0

IIFEIHWH{ FHHM

0.0

T
0.5

1.0

Favor Enzalutamide

1.5

Favor Flacebo

2.0

Hazard Ratio (95% CI)

0.39 (0,30, 0.50)
0.29 (0.17, 0.47)
0.44 (0,33, 0.58)
0.42 (0.31, 0.58)
0.30 (0.16, 0.57)
0.40 (0.24, 0.86)
0.38 (0.29, 0.51)
0.43 (0,27, 0.70)
0.42 (0.25, 0.70)
0.36 (0.27, 0.48)
0.33 (0,22, 0.49)
0.42 (0.15, 1.20)
0.42 (0,30, 0.50)
0.38 (0.26, 0.54)
0.41 (0,29, 0.58)
0.25 (0.14, 0.46)
0.43 (0.33, 0.57)
0.37 (0.28, 0.48)
0.52 (0.30, 0.89)
0.41 (0.32, 0.53)
0.19 (0.06, 0.62)

al aa o a ‘o aa o !
gﬂv12:FmestmotTﬂaﬂﬁiiﬂﬂﬁamiﬂﬂﬂiﬁﬁ@ﬂﬂnﬁiﬂﬂUuu1ﬂ1uu&iaﬂaﬂﬂﬁﬁﬁuuﬂmﬁunqu

aaaNlaszylanauuwa’aInn1sAnE ARCHES (intent-to-treat analysis)

NN3LATIENENIINNIIATINATIGAN AN Inszy laneuuadriniladfaes1Aadan 356 918 AN

dl a aa ' = ' N o 0 o aa ' dl ”‘v ' o ' it 2/o/
L@ﬂﬁ@qﬂﬂqﬂﬂﬂﬂqmﬂﬁﬂﬁ3496QHWQNQHWQNHH@WﬂfgﬂqﬁﬁﬂmTuﬂ@NWiﬁiUﬂW?@Nﬂ1®ﬂqﬁiﬁiﬂiﬂﬂq

enzalutamide Walnauiunguiladunisgusitessluladuaivasn [HR = 0.66 (Ta9ANTaNY

95%: 0.53; 0.81), p < 0.0001] luHA"T881§1UIER9INNI90ATIR LUIADINGHNITINEA (AN3190

2, U7 3, 717 4)
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100
95
90
85
80
75
70
65
60
55

45 4
40 -
354
304
25
20
154
10+
5

Survival (%)

Treatment
—_—
—_—
Stratified Log-Rank Test: <.0001

Enzalutamide
Placebo

Hazard Ratio (95% Cl): 0.66(0.53,0.81)

Number of Subjects
574
576

0 3

6

e}

12

Patients at Risk
Enzalutamide 574

Placebo 576

568
564

559
548

551
539

535
511

15

516
489

24 27

30 33
Meonths

21 36 39

498
468

479
435

457
404

445
385

427
363

412
338

396

322 301

384

42

316
232

45

204
154

48

120
80

51

49
26

4 1 1

1% 3: ne1ansTIN95aRTINATIEAMNE Kaplan-Meier ann1sAN®1 ARCHES (intent-to-

treat analysis)

Subgroup

All Subgroups

Age <65 years

Age >= 65 years

Geographic Region-Europe

Geographic Region-North America
Geographic Region-Rest of the World

ECOG status 0 at baseline

ECOG status 1 at baseline

Gleason Score at Initial Diagnosis <8
Gleason Score at Initial Diagnosis >=8
Disease localization at Baseline - Bone Only
Di

Di 1 I

lo natB - Soft Tissue On

- Bone and Soft

ion at B

Baseline PSA value At or below overall median
Baseline PSA value Above overall median

LOW Volume of disease

HIGH Volume of disease

No Prior Docetaxel Therapy

Prior Docetaxel Therapy

Previous Use of ADT or Orchiectomy

No Previous Use of ADT or Orchiectomy

a [ aa
Eﬂ'VI 4: Forest plot A29ATINITTAATLIANA

Enzalutamide/Placebo
Median{ma)

NR / NR
54.2 / NR
NR [ NR
54.2 | NR
NR / 50.3
NR { NR
NR / NR
NR / 45.9
NR / NR
NR / 49.7
NR { NR
NR / NR

NR /44.3
NR / NR
NR / 48.3
NR / NR
NR / 45.9
NR [ NR
NR / NR
NR / NR
NR [ NR

HEHR e

s

T
0.0

T
05 1.0

Favor Enzalutamide
v v
o

Qq

ARCHES (intent-to-treat analysis)
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T
1.5

Favor Placebo

20

Hazard Ratio (95% CI)

0.66 (0.53, 0.81)
0.58 (0.28, 0.88)
0.68 (0.54, 0.87)
0.70 (0.54, 0.90)
0.48 (0.27, 0.85)
0.60 (0.44, 1.08)
0.67 (0.52, 0.86)
0.65 (0.44, 0.97)
0.68 (0.44, 1.04)
0.61 (0.48, 0.79)
0.59 (0.43, 0.82)
1.13 (0.48, 2.69)
0.62 (0.46, 0.84)
0.68 (0.50, 0.93)
0.63 (0.47, 0.84)
0.66 (0.43, 1.03)
0.66 (0.52, 0.83)
0.64 (0.51, 0.81)
0.74 (0.46, 1.20)
0.67 (0.54, 0.83)
0.57 (0.27, 1.20)
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nauilaFuen enzalutamide uaAIWMLALN19AARIBENTTEANATUNNATA 81.0% TBIANALNLDY
nsgnatuzeslsalunsilesiailean Fauimauiunguinladuevaan [HR = 0.19 (199ANNITNY
95%: 0.13, 0.26); p < 0.0001] ludAnTaegIuressrazinaINazinn1sgnatntedisn luiiiesale

(199ANLTRITU 95%) Tunguitlniuen enzalutamide wisanguilafuanuasn

nauilaFuen enzalutamide uaAIMILN9AARIBENTTEANATUNNATA 72% 289ANNIALNTD
QI ¥ o < a ' dl = o ' dl g’v ' dl oI/
naEnlaeninenziaialug Waisuiunguilafueuaen [HR = 0.28 (19921 TW 95%:

0.20, 0.40); p < 0.0001]

' QII QIQ/ . AQI [ % = QII =2 o Aﬂl ' ¥ o
nau?lafuen enzalutamide WndnsNealaNanasieszALn luannsonanyla (<0.2 lulasnin
a ' Ao o o oA o o 'oan Yo o = <y ! ¥l
an9) eaiilad Anyianauiunguit lniueuaan dnsieaed lnanisonsaanu lamaiu
68.1% Tunguillaiuan enzalutamide uay 17.6% lunguilladuenuaen naauuanAIeLeg

AR08 NNUHANATYNNATA [50.5% (T99ANITRN 95%: 45.3, 55.7); p < 0.0001]

8R9IN9IFRLABBIFDNIINE (AMuInTasazaadyL e i s BuAuNaNs0dnUIA laTENT
FIRLAUDIFDNTIN DY WANYIUITOLNEWRARsatlsAnaaLIliaitioant) iy 83.1% lungu
iy ¥y , . ' Yy ' vy ,
7laFuan enzalutamide uazinaiu 63.7% Tunguinlaiuavaan nauilaiuen enzalutamide wan3

Tnwiunshaues e lisd AU Nana 19.3% 1998RIIN1IRaLALEIRaNI1IINEN WallTaLieuiy

1 dI 3-/0/
ﬂ@NW1M?UHWﬁﬂﬂﬂ

N3N ANZUP 1304 (ENZAMET) (filagiusiiasiangnuuinssesunsnszansidnanlasie
aa5luuLm)
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nsAne ENZAMET fusilpsgiiatuzimangniannszazunsnszanaditannalhnesesuin
AU 1125 318l éﬂ1ﬂig§Uﬂﬂiz§quHﬁM?ﬂéqu 11 Wnlafunlsznuen enzalutamide 160 fa@n3n
fuaz 1 A% (AU = 563 718)) vidaln31 nonsteroidal anti-androgen (NSAA, a11431 =562 91¢)
yilhevonlasuansiinlassasanane LHRH vitewne lnfunewlasunisiingtumsis 2 2ns gilae
gﬂLLﬁ\mﬁumuﬂ?mmmmim (volume of disease) (&il’ﬁ UaT §9), ey antiresorptive therapy 3914
pes (1 uaz ), Tapslazandaau (ACE-27: 0 89 1 uaz 2 e 3) uazilununslafuen docetaxel
Favnn 6 cycles FagLivuanansalaiuaanewinisgs 0-2 cycles I (11 uaz Ta) guaemedlaiunis
fuunsfonangnimnnazazunenszaalatnei positive bone scan YIEWLNNTUNINTEANETRY

s02119A (metastatic lesions) ANN19¥1 CT 198 MRI scan yilefanslaiunisineaunssiadl

WANTIUUAPINITANATNNNARTENAINNEYIN CT, MRI %38 bone scan 11237407

anwnizneuLszNsAARsuazanEzTelIARENAEIANS 2 NGNS T AT NANAA
Alaag ety ileannniaguie 69 il lunquitlasuen enzalutamide waz 68 i lunquitladu
NSAA (‘?m:mh”'mm bicalutamide, nilutamide, %78 flutamide) éﬂ%ﬂﬁquﬁluﬂﬁﬁﬁ ECOG
performance status score ml'lﬁi_l 0 (72%) LL@::ﬁﬂI'l Gleason score ml”lﬁ/u > 8 (58%) E;ﬂl'm 48% N
Psanmsrestsnm uazgian 52% dsannsrestsngs tinnasmedlsngasnananamiing
unsnszanelfednznelu vie, luilseslealuefonzneluuniisenlsnlunsygn 4 seeside
NN uazerneuesi 1 sealselulasameanszgnivilenszandunds (vertebral column) uaz

v Yo

N3TANITINTIU (pelvic bone) Hilae 10% lnFunns3nunag antiresorptive therapy $aume; Eilog
75% ludivizadilsntlszandabue] lanuae (ACE-27 score WAL 0 D9 1) uazyilag 45% lnfuen

docetaxel #91HA 6 cycles TAN90 IFUNBUIINTGN 0-2 cycles 1)
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YOULTINNNTAATIZAATILIN mﬁﬁﬂgmmmﬁmqmﬁ@m%mmnmiﬁmmmmﬁu 33.8 191 N3

a s ¥ (=1 ' dl a aa ' a o o o aa ' dl g/v

AAZMUAA TN ANNIANAINNARETIRAAAY 33% DRNHTEANATYNINATE lungud la3len

enzalutamide WalfsaLinauiungui la3unisineaae conventional NSAA [HR 0L 0.67 (194

AYNLTNI 95%: 0.52, 0.86); p = 0.0018] (317 5, 717 6)

PULNINNTIATIENATIZANIE ANTDEFIULIEATINNTIRATIRAINNTAAAINNIAL 68.2 Lhew N3

a s ¥ (=1 ' dl a aa ' a o o o aa ' dl ”v

AAzULAA TN ANNIANAINNARETIRAAAY 30% DRNHEANATYNINATE lunguR la3len
. dl = o ' dl ”o/ o ¥ . ! o !

enzalutamide L:LI@L‘]ﬁ‘ﬂ‘]_lLVIHUﬂUﬂQNWi@?Uﬂ’]??ﬂH’]MH conventional NSAA [HR tm1nu 0.70 (124

AYNITRLIL 95%: 0.58, 0.83); p < 0.0001] (3U71 7, 3/7 8)

100
95+
904
854
804
754
70
654
60 +
554
50 e s s e s s mms s s mmm s s mms s s mmm s s mmm s s s s s mmm s mmm s s Em s s mEm s EEm s s Mmm s s M s s Emm s s s s S Ems s s MEm S s M s S M s s mms s ems s s mmm e s s s ommm s s mm s
45+
40 4
35
30
25
20
154
10 4

Survival (%)

XTANDI (563) Median NR  Hazard ratio = 0.67
| ===e=====- Conventional NSAA (562) Median NR 95% CI (0.52, 0.86), p-value = 0.0018
Trrtrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrr1rrrr1r

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Months

Patients at Risk

XTANDI 563 560 558 551 541 534 527 515 480 405 340 253 189 148 106 67 45 28 13 3 Q
NSAA 562 555 551 546 531 518 501 486 452 381 311 233 174 126 86 48 32 20 10 2 a

519 5: NsINARTIN55AATINTEWINNNSVININE Kaplan-Meier aann1sAnE ENZAMET

(intent-to-treat analysis)
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*** Enzalutamide / Conventional NSAA ~*

Subgroup N OS Rate at Hazard Ratio

Month 36 (%) (95%CI) [1]
All Subgroups 563/562 79.7/72.4 —— 0.67 (0.52. 0.86)
Age: <70 years 306/305 79.4/76.8 I | 0.81 (0.56, 1.15)
Age: >=70 years 257/257 79.9/67.2 . 0.56 (0,39, 0.80)
ECOG Performance Status: 0 405/405 84.1/78.7 —a— 0.66 (0.47, 0.92)
ECOG Performance Status: 1-2 158/157 68.7/ 552 e 0.66 (0.45, 0.98)
Daocetaxel Chematherapy: No 309/313 83.4/70.4 I = { 0.53 (0.37, 0.74)
Dacetaxel Chematherapy: Yes 254/249 74,1/ 751 e e | 0.90 (0.61. 1.32)
welume of Disease: High 201/297 70.5/ 64.1 —.— 0.80 (0.59, 1.07)
Welume of Disease: Low 272/265 89.5/816 e 0.43 (0.25, 0.71)

T T T T T T T T
0.00 0.25 0.50 0.75 1.00 1.25 1.50 175 200
Favor Enzalutamide  Favor Conventional NSAA
s g Sa ! o aa o ' ' =
E‘iJ‘I/I 6: Forest plot UR4AATINITTRATIRNTESRINNNITNIIREANLLUN AINNQN SRAUAIMNNITANEN

ENZAMET (intent-to-treat analysis)

Survival (%)

5 | XTANDI (563) Median NR Hazard ratio = 0.70
P Conventional NSA#A (562) Median 73.20 95% CI (0.58, 0.83), p-value: <0.0001
e e L s e e e e e B e e B e L e s s e S S e e e B LA e s S s e e e e S
0 <] 12 18 24 30 36 42 48 54 60 66 72 78 84 a0 a6
Months
Patients at Risk
XTANDI 563 558 541 527 499 481 451 432 410 390 336 216 133 72 Ell E 0
NSAA 562 551 531 501 468 438 408 376 247 334 280 182 106 51 13 3 0
a [ aa & & . <
g‘i]‘l/l 7 nmﬂammmﬁaﬂmmﬂiaqﬂmﬂ Kaplan-Meier aann19AN ENZAMET (Intent-to-

Treat Analysis)
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*** Enzal ide { Conventi I NSAA =

Subgroup N 05 Rate at Hazard Ratio
Month 72 (%) (95%CI) [1]
All Subgroups 563/562 61.8/50.5 —— 0.70 (0.58, 0.83)
Age: <70 years 306/305 63.3/ 54.4 e —] 0.75 (0.58, 0.87)
Agel ==T0 years 257/257 59.8/ 46.0 e 0.64 (0.50, 0.83)
ECOG Performance Status: O 405/404 65.4/ 54.8 A 0.68 (0.54, 0.85)
ECOG Performance Status: 1-2 158/158 49.9/ 39.5 | 0.72 (0.53, 0.97)
Docetaxel Chemotherapy: Mo Nz 67.6/52.8 —a— 0.60 (0.47. 0.78)
Docetaxel Chemotherapy: Yes 253/250 53.8/47.2 | 0.82 (0.63. 1.06)
Wolume of Disease: High 301/301 489/ 40.7 . 0.78 (0.63. 0.98)
wolume of Disease: Low 262261 76.5/61.9 S| 0.54 (0.39, 0.74)

T T T T T T T T T
000 025 050 075 1.00 125 150 175 2.00

Favor Enzalutamide Favor Conventional NSAA
'

v v
[

519 8: Forest plot 1RIAASINTIAATINATIFANIEAUUNATNNGNLRLANNNTANEN
ENZAMET (Intent-to-Treat Analysis)

n13AnE1 MDV3100-14 (PROSPER) (§ilasiuzidesiangnuunnsees [Nunsnseansiinasanisinm
13 3 6%
AEINTTANUE RSN

n19AN®Y PROSPER Fuasnsyilaanzifanangnuninszes luunnzangmnudesgennananis

SN1AEN1IALART NN IULAAIBINN9AN U 1401 T8 TeelaAesnIIAenNIsanaas it uLewing
1a1 (ADT; @139 1Aseasamrane LHRH vizalas lniunissindumeiia 2 919) yihasesdinaiiea
AN TLLTNEe991 (PSA doubling time) < 10 e, Atedle > 2 unluniu/Raaans, wazlniunng

tufurniiulsszarluunsnszaralaalanisdssifiugainacunaslnedaszuuuinia (blinded

independent central review) (BICR)
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Hilhendiszdmvinlaaumandnuas et iunana (NYHA Class | wza 1), wazgtlhannndslaiuanng
¥ ! Yo da . o ' A A
qmﬁ@mmummmummﬂﬂmmmmmummﬂmim g miuyiendlsedfinsdnunnaurised

wrlusfaziinnisdn vizawas laiunnsinuuzifanangnunn (@ etaiiinin, ketoconazole,

abiraterone acetate, aminoglutethimide LAZ/UTD enzalutamide) g ﬂﬁm@@ﬂ@’mﬂ’]?ﬁﬂﬂﬁ

iaeladunnsquenednananu 2:1 uladudseniuen enzalutamide 160 HaAnFu Fuaz 1 AT
(AU = 933 3181) YTBLIUABN (AU = 468 918) HiEQNUINIZAUANIIANINLALBLNNTWITY

4891 (PSADT) (< 6 LABY %178 > 6 LABW) WAZN1T M bone-targeting agents (11 viza )

ANBUENNAULITTIINIANARTUAT AN U A0 T ALNBENALIZINN 2 NgNN1INHIRANNANAS
Al uesegflnannisgupe 74 1 lunquitlaiuen enzalutamide uaz 73 1 lunquitaiuen
naen mmﬂmuslumm@mmmmmmﬂu (dszanns 71%); i 16% uazfias 2% A1 ECOG

performance status score 17U 0 TugLlag 81% wazinafiu 1 Tuyiae 19%

qngAlgunHA AennssenianlantlmAainnisunenszangtaslan (MFS) ummfmmmmwmmmu

= o A ‘o aa - A aa o o o ‘A o
ﬂ\?ﬂq?quuuvLﬂsluLL\ﬁ\‘i@QV]ﬂq M?@ﬂqﬂ@ﬂﬂqmﬂqﬂi‘u 112 Quu@\iqqﬂﬁﬂqﬂﬂq??ﬂﬂqiﬂﬂiﬂwﬁﬂﬂﬂqu

?J‘ﬂ\iﬂ’]?ﬂ’]LuuvL‘]JSLHLL\‘iNZWVIEIWLL@’JLLIP]QWLﬁﬁ]ﬂ’]ﬁ‘i‘lﬂmﬂﬂﬁluﬂﬂu qng

QQ

FEI Q‘Vi ﬂiﬂLLﬂ LQ@’mQ’W“’

anisgnaaedisalulsiieais, nanEulaanineuzimtalug (TTA), 61sn193aadan (OS)

1
a

a Aﬂl o Aﬂlda - aa ¥ =
ARLIFVIFIEIS) 'ﬂuiﬂLLﬂL'}Z\ﬂL?Niﬁﬁl%ﬂwﬂ’mﬁWIﬁJWHE’]ﬂL"H@@LL@ZT‘I’]??'EWW]"Jﬂiﬂﬁlﬂ?qﬁ@qﬂﬂqishjﬁmﬂﬂ

111 AUANIIANEIAIUAT (AN9199 3)
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nauilafuen enzalutamide uandLANN1IaAAIBEWTEANATYNNATA 71% 2B9ANALINT
ptiullTusfd@inevsaniadedtalanauiunguiladuaivaan [HR = 0.29 (B99ANmeN
95%: 0.24, 0.35), p < 0.0001] A1NEEFIU MFS AR 36.6 LABU (T99ANMTNH 95%: 33.1, TuilAn)
Tunquinladuen enzalutamide WlFaINLRL 14.7 1AeY (T09ANNTaNY 95%: 14.2, 15.0) Tungu
d| 9/v v v 1 1 1 d| v v o v v 1 d|d
nlpfusvaen wumuasanasdaas MFS lugthaynngueesilascylaneunarlaunoaiiiiasie
o X ' " " " - P a ot
WNARLTRARUNT (PSADT) (< 6 LAY 158 > 6 LADLW), ﬂ@mﬂmmmmmwgumm (ALNTNLULA,

glsll, gn1AdLW), a1t (< 75 1iga > 75), N19l9 bone-targeting agents 1naw (1 vise lu)

A19199 3: nadgUUsEANENaaINN1sANEY PROSPER (intent-to-treat analysis)

Enzalutamide Placebo
(A71U2U = 933 518) (AU = 468
g1¢l)
ngALlguni
n1ssantinlaglsiAaInNsunsnszanaaaslsa
STAUMANIIDS (%) 219 (23.5) 228 (48.7)
ﬂl’]ﬁﬁﬂﬂ’]u, Aau (Sﬁqqmmﬁ@ﬁu 95%)’ 36.6 (33.1, NR) 14.7 (14.2,15.0)
Hazard Ratio (199913130550 95%)° 0.29 (0.24, 0.35)
P-value’ p < 0.0001
AN ANALDAUAN
ANTINFTAATIN’
SMAUMANIIDS (%) 288 (30.9) 178 (38.0)
ﬂl’]ﬁﬁﬂﬂ’]u, Aau (Sﬁqqmmﬁ@ﬁu 95%)’ 67.0 (64.0, NR) 56.3 (54.4, 63.0)
Hazard Ratio (Sﬁqqmmﬁ@ﬁu 95%)° 0.734 (0.608, 0.885)
P-value’ p = 0.0011
wmn'3"1@:Lﬁmmsqnmmm‘isﬂiuuiﬁL'am'a
SMAUMANIIDS (%) 208 (22.3) 324 (69.2)
ﬂl’]ﬁﬁﬂﬂ’]u, Aau (Sﬁqqmmﬁ@ﬁu 95%)’ 37.2(33.1,NR) 3.9 (3.8, 4.0)
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Hazard Ratio (199A2N@ @31 95%)° 0.07 (0.05, 0.08)

P-value’ p < 0.0001
a z [y < a '
LRIV LTSN NLLTITUA LU
SMAUNANIIDS (%) 142 (15.2) 226 (48.3)
ANNBEFI, LAY (TNANUTENU 95%) 39.6 (37.7, NR) 17.7 (16.2, 19.7)
Hazard Ratio (mqmmﬁ@ﬁu 95%)° 0.21(0.17, 0.26)
P-value’ p < 0.0001
NR = luglan

1. Awanulaals Kaplan-Meier estimates

2. HR Auaulng s Cox regression model (NM5NHARFAKLI99MN1TY) WLNTLALANNIANNLDELE
. ' v , C v , d
WaTLLTRaWnN Laznns bone-targeting agent NNAUNTANTTIMFINAUN A1 hazard ratio <1 Wawiay
AU NARNUNIEAIININAT L8N enzalutamide Hilsz Ty

3. P-value Auandlngla log-rank test WUNTEALANNIIA AR RALRANTUTUABANN (< 6 LABY, > 6 LHaW)

v ) 1 pm E7 o 1 1

uaznsla bone targeting agent unewvianislasaniu (la, u)

4. ANBIRINNITIATITNLEYATENIWNIINNTIAEAT Insvy lanauuas FRsaudun 15 p.A. 2562

100 =
90
B’_'E‘ 80:
= 704
= =}
S 60
7] 4
§ 50 4 -
|_|I_ —
@2 40 4
o
2 4
2 304
5 -
= 204
10: ——— Enzalutamide (N = 933) Median 36.6 months Hazard ratio = 0.29
04 Placebo (N =468) Median 14.7 months  95% CI (0.24, 0.35), p < 0.0001 .
T T 1T 1T T T T T T T T T T T T T T T T T 1T T T T T 1T T T T T T T T T T T T 11T
0 3 6 ] 12 15 18 21 24 27 30 33 36 39 42
Patients at risk Months
Enzalutamide 933 865 759 637 528 431 418 328 237 159 87 77 31 4 0
Plalcebo 468 420 296 212 157 105 98l 64 49 3 16 11 5 1 0

5% 9: nsnissandinlasilsiAainnisunsnszanaaaisa Kaplan-Meier a1nmsAnsn

PROSPER (intent-to-treat analysis)
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¥
aHa AR

N3LAIENENIINIII0ATINATIgAN e laYle N0 1 ATIR 466 918 BRIN1ITRATINATY
Cae o s Ve M Ve oY A
agaNtedAeatAuansviulugaein laiunisgusineselulaiuan enzalutamide WaLiey
[ ¥ dl g/v ' o ' bt g/v dl a aa
Augthenladunisquaneansulaiuemasn InaAN@eaInNnIndaTinanad 26.6% [hazard
ratio (HR) = 0.734, (499A2NNLT0U 95%: 0.608; 0.885)) p = 0.0011] ANNEEFIUTBIUINRARINNG
ag?l 48.6 WAz 47.2 InoUAMILNgNNlnFLEN enzalutamide uaznguitlaiLeNuaanaINAAL F08
avdNAuAINTegheNlaFue enzalutamide uaz 65% 1y iaenlafuamaenlaiueninm

e 9uatilaas lun1audaTeaan e nInN129aATI AN UL

Survival (%)
g

Mumbser of Subjeds Median (35% C1) HezardRatio (85% C1)
fic

q -eve- XTANDI 3 G70(B40 NR) 073 (0608, 0.385)
5] —— Plecsbo %0 563 (54.4. 630) REF
T T L e e e e e L B e e e e e e L e e e e B LI s s e
0 [ 12 18 ] 0 ® a2 - 54 L 66 72
Durdion of Overdl Survival (Months)
XTANDI 53[0 2010 897 (23) 855 [51) 622 (35) 746 (133) (177 475 (213 327157 2 272 (282 15(287) 0[268)
Flacsho 488 (0) #5(0) 444 12) 421 (29) 31 (59) 4379 274 (14) 196(140) 140152 87(162) 0077 anm 0017

gﬂi’?‘i 10: N9 MNBMIIN1992ATIRM Kaplan-Meier aanN19AN®1 PROSPER (intent-to-treat

analysis)

' d‘ ”v . ¥ @ ' AN o 0 o aa d‘
nauilafuen enzalutamide uangLiNN1IaAAIBENRTEANATYNINATIFA 93% 1B9ANIALNNT
ananzeslanluwsiieaeiiamauiuaivaan [HR = 0.07 (B99ANNT0TUW 95%: 0.05, 0.08), p <
0.0001] AEEgIULRNTERZIIAININAzIAANTTgNATNTedlsA lullealaRe 37.2 ihaw (T99AN
4 L ' oy _ . o 4 L
1T 95%: 33.1, TuilA) lunquinlafuen enzalutamide uazimIAL 3.9 1RBU (T9ANITRNY

95%: 3.8, 4.0) lunquillaiuamaen
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nauilaFuen enzalutamide uanslinaaGulaainwnzsaialuauulues 9t 41 A
aniA Waweuiueuaen [HR = 0.21 (199ANERU 95%: 0.17, 0.26), p < 0.0001] A¥E8IF U

wearanEn s i NIz lunme 39.6 HaU (199ANTENW 95%: 37.7, Tullan) Tungun

1nFuen enzalutamide ULATINIAL 17.7 1Aaw (T09ANITaNY 95%: 16.2, 19.7) TunquilaFuen

N[N
90
804
9 A
= 704
= o
(1]
s 604
o=
2 i
e 504-
Z ]
S 40
=) -
£ 30-
‘E’ .
< 90
104 —— Enzalutamide (N =933) Median 39.6 months  Hazard ratio = 0.21
] " Placebe (N=468) Median17.7 months 95% CI {0.17, 0.26), p < 0.0001
rTrrrrrrr1rrrr1rr1r7 17 r1r1rr1r1rr1r1rr17r07 171711 17 11T 1T 1T 1T T 17T T TTTTTTTT
0 4 8 12 16 20 24 28 32 36 40 44
Patients at risk Months
Enzalutamide 933 829 729 625 526 418 313 213 121 49 7 0
Placebo 468 406 299 221 166 107 72 48 21 g 1 0

51U 11: neliaaEnlgensnenuziseaialua Kaplan-Meier aannsAnse PROSPER

(intent-to-treat analysis)

n13AnE1 MDV3100-09 (STRIVE) (§ilaeiuzi5asiangnuunnsses lunsnseans/seeisunsnszansiil

% ]

= 1 o 2 % % = 1 Yo = o o
ﬁ)@ﬁ@ﬂ’75‘5‘7’77#’7&7?877’7?@’7145@??1/%7’)‘ZJ\ILF)EI‘ZW?UEI’?LF?JJ?J’UJ@)

n13ANE STRIVE Fuasimayiaanzianangnininazasluuninszanaviassazunsnszaafinens

o ¥ ¥ ° 4~ o o ‘o aa A Ao a Yot Ve
ﬂq??ﬂ‘]i‘mﬂ'}ﬂﬂq?mquglﬂiillusﬁ\ilmqiﬂqLuu1ﬂ°ﬂﬂ\TI?ﬂSLuLL\T?\T@"J‘V]Elf]ﬁ?ﬂsﬁ?lm‘ﬂﬂqLL?JLLWV]VL@?UT\I’]?

Snwmnanisanaasiuuleulagial auau 396 e Infunisgululaiulseniuen enzalutamide
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160 HAANTHN Tuay 1 AT (INWI = 198 $181) 1F88IN bicalutamide 50 FaANFH Juaz 1 AFI (AU
= 198 911)) qngALgugRAenssentInlnglsAannsaiinlleedisa (PFS) uunaamaiaaii
o s Ao ¥ = o a ' =
vnnsguianstudulaanislaansiuuaagnisaniuliuedisn, nsgnainaeslsaluwiieats, 1se

o aa ' = ' e ala o a 2 =
ReTINTTNINNIANET ANEEgIUTIRINIITRRTIR tnelsAa nnisaiiullaeslsafe 19.4 (e

! dl QI/ ld 1 1 dl 9/0/ . 1 o - !

(T9ANNITRNY 95%: 16.5, ludan) Tunguitlaiuen enzalutamide wazmiU 5.7 thaw (199N
10371 95%: 5.6, 8.1) Tunquitlafuan bicalutamide [HR = 0.24 (193ANT0TU 95%: 0.18, 0.32),
p < 0.0001]. NLUANADARABILEY PFS A1Nn3lmen enzalutamide Miniananen bicalutamide 1u
iaennngueesilnsvylaneuuan druduyiianqueesiluinisunanszans (3wam = 139 918)
HiaelaFuen enzalutamide 19 9181 (27.1%) A7 70 38 uazktlaeilaFuen bicalutamide 49 318
(71.0%) AN 69 FIENLLUANITEU PFS (91nA 68 11RN1304) A1 hazard ratio WAL 0.24 (199
AYNIETRNU 95%: 0.14, 0.42) uazludAndaagauresnainanasiinmanisns PFS lunguitlafuen

enzalutamide WeaLiauiy 8.6 thaw Tunquilaiuen bicalutamide

100

a_‘? 90::

s 0804

= E

Z 704

& .

e 060

o T

by U

- L

2 404

- ]

2 3

@ 304

=4 ]

E 20: )

10:: = Enzalutamide (N = 198) Median 19.4 months Hazard ratio = 0.24
04 Bicalutamide (N =198) Median 5.7 months ~ 95% Cl (0.18, 0.32), p < 0.0001 i
r 1 1. 1111117 17 17171 11T 1 17 17T 11T 7 T T T T 1T T T T T 1
0 3 6 9 12 15 18 21 24 27 30

Patients at risk Months
Enzalutamide 198 17 150 131 101 66 43 24 16 5 0
Bicalutamide 198 138 80 5l 29 17 9 5 3 1 0

5% 12: nsavimssandanlaalsiaanmsaiiiulduasisa Kaplan-Meier axnms@nsn

STRIVE (intent-to-treat analysis)
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N3ANET 9785-CL-0222 (TERRAIN) (FLlaeinzifNsiangnuunngseisunsnzaeiinnsanssnmsag
3 o d’ 1 Yo al o o

n7sugesinud liiae A TueARLR)

NM3AN®I TERRAIN FUaNATY1L8N I 5NRaNgnuuINs s unINszanenenan195NEIA2IN1 9611
p ! v oo o v o v o v ! %Y

aasluud lag lafusaliindauazansnuuanlingauauau 375 e gilalaiunnsgululady

1]92911811 enzalutamide 160 NAANTH FUaz 1 ATI (AU = 184 9181) 1FBEIN bicalutamide 50

a a o o :// o ' o A A ¥ dl 910/

{aAniN Juay 1 A3 (AU = 191 918) ANSEEEIM PFS Ae 15.7 hewluyiaeilaiuen

enzalutamide Wratiiieuiy 5.8 ineuluyilaenlaiuen bicalutamide [HR = 0.44 (193ANMTDY

95%: 0.34, 0.57), p < 0.0001] n133eaTamlagLlsnAannisandinlleasisa (Progression-free

A o

. dl ¥ =K °o A ¥ a '
survival) Setugiulaenislaasnuuasgnisadiuliaesisalnglanissziliugainasunansiag

! v

849% (Independent central review) N1sdimaNsnsinenaasiulnsanszgn naEulaanineuzd

1A N WTaHNIRALTIAAINAIE AR INLAIUAIIWENITIANATLNEN WLIAINABAAADITE

PFS Tuyilevnnanaesnlnszylinauuan

N19An®1 MDV3100-03 (PREVAIL) (8ilatiusiiasangnuainsseisunsnisaefiansanissnmsag

¥ d‘ 1 Yar = o o
mssuaefluui liag I TueuadLga)

Yooy ! Yo N o o Ay 'a A A s 7 ° 4 Yo '
e leeladuanadtnanludainiszadennisidnuasanuauisunn 1717 918 la¥unisgu
AeIanaaqu 1:1 mlasulseniuen enzalutamide 160 AaANTN Auay 1 AFY (A1UU = 872 318)

= o ij o ¥ o dl dl o o . .
UTAENWARN IUAL 1 AT (AU = 845 918) Qﬂwmﬂuimmmnummzmﬂu (visceral disease)
HiloenilszdRvinlaaumandnuasfeliunans (NYHA Class | vza II) uazgiloainnaslaiuaid

v 1 v

QVEAATEALANNUABNIIENANNNIILNIINNANE A A mFuyLhenddssTRnsdnuneuied
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[

wunlusfaziinnisdn uazgioaniannislant unaiiseguissanuzianangnuNINgnAnean

annsAne Ngluendansantuaaliassneiiasaunanaziialsagnany @udulaeanislaans

1 12

= o a = A A o A o aa
WULL@Q@ﬂq?ﬂqLuuiﬂ?JﬂQIiﬂ NL‘Vi@ﬂq?m‘ﬂLﬂﬂqmﬂQﬂUIﬁ?Qﬂ?:ﬁ@ﬂ W?@Nﬂq?@qﬂ@qﬂ"ﬂ@ﬂiiﬂﬂqﬂﬂ@uﬂ)

o aa

QI ¥ = o dl ' <A dl it =2 A ol/ a A dl o 'y ¥
uaziEnlaeaNN AN NN eRaciaaviTaeny 11 N sAnE ‘Vi?@@uﬂ?ﬂi‘ﬂﬂLﬂ@WHWH@N?UiMi@

ANBTUENNAULITTINIANARTUAT AN BI04 I ALNA B NAUIZUIINANNNIINENHAINANAA
' o A ' dg/ a dl

A IuTetegpe 71 O (seran 42-93 1) uaznisnszanavedetimdunuaewnida 77%,
12T 10%, H9mn 2% WazawWse lunsu@e# 11% A1 ECOG performance status score 1ML
0 Tugilae 68% wazinAu 1 Tuyilae 32% aniienu Brief Pain Inventory Short Form (AMia@e184
a1n19taaiytaasnaeuangulsaganiely 24 daluanaununsznang 0 03 10) giae 67% szl

Ql ¥ ' o Id ¥ o a Ql ¥ ' o =
a1n19taaENAWnIAL 0-1 (luiiann9) yilaaanuou 32% dsziuanistanEunumiiv 2-3 (3

=

e ¥ ¥ = T I= S S ey ¥ o ¥ =
ANTLANUAE) NE;JI‘]JQF;I‘]J?EZN’]ELL 45% NIW’]Lﬂf;l'lﬂ‘i_lLu‘ﬂLH@@@HVI@’]N’]?D’JﬂiﬂLﬁJﬂL?ﬁJL‘ﬂ’m’]?ﬂﬂH’]

wazdlyilg 12% agluszazunsnszanailnefanznnalu (Uanuazsiresiy)

qngilgunRsaneedlsrAnsuanendiinlaundnsinissesdin (overall survival) WATNIIIATIA

1
o

Ine1tlsAannnisadinllluweda@anen (rPFS) wanannilsiailsziiunisaulasnaRtnTan iNena
- ¥ o4 i T g4

saa NsRaLanesTadlatisasulntsunafngn aNNAziAmANTUARaIesiuTAsINszaN

uASILIN N1IABLALBITBINLEALE (> 50% AAAIAINANENAL) LDAININALIIANTIANAINTE1sA

Tuuwsiiaae waziianaNazin FACT-P total score degradation

anrainlluned @ nantiulszitulaaniglan1AnenIna Nt AaLLaI AN e N URLN N U

ADITINBNTANHINZITINBNGNUNIINNARTN 2 (PCWG2) (dufusealsafinszan) uaz/iize
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NN Response Evaluation Criteria in Solid Tumors (RECIST v 1.1) (d’]ﬁﬁ*ﬂ?‘ﬂﬂi?ﬂﬁﬁmaﬂﬂﬂu)

n39LA91En rPFS lannsdssifiugannasunananisaniull luweiadinen

NILATIENERIINITIBATINTENI NN AR Iaszy lanauuasazyiniiaifies A Tin 540
' dl ”o/ . ¥ @ dé{ ' AN o 0 o aa o aa

9181 NN laFueN enzalutamide uansiuNIRTLOY WA ATYN AT A1098RIINNI90ATIA

A~ o ' = A ' 4 o

\Heeuiunguamaan AMNIALNAINNINALTINAARS 29.4% [HR = 0.71, (199N T8 95%:
= o aa ! o A Ao A Aa =

0.60; 0.84), p < 0.0001] NM39ATENERTINITIBATINANGAAETNHANFBENUAELTIN 784 38 HAT

1paINNNTLAIILUATILADARABITLNAT IAAINNITIATIENTZIINNITNNIRE (ANT99 4) N9

AnzuanganLngian 52% Nlafunisinuaaenn enzalutamide wazyilag 81% Nlaiunisinem

Wlﬂﬂ’m&‘ﬂﬂ%\ﬂﬂa\/ﬂﬂ’]?%ﬂﬂ’mZL%Qm‘ﬂll@ﬂﬁlﬁﬂ?iﬁﬂZLL‘W?ﬂ?Z@qHﬁa@m@ﬂqigﬂ‘Hqﬁﬂ]ﬁlﬂqimqu

a5 N(metastatic CRPC) 8N1al8nIIN1390ATAAUN 1AL

Bayaniaganelaainnisiiagzu 5-1 aannisdnen PREVAIL fepduansiiiunisiva@uaes

o aa ' N o 0 o aa ' Aﬂl a’tv . Lﬂl = ' Aﬂl QIQ/
8n9N"1978A TR0 R AN 9aTA ungui iU enzalutamide e fFauiiaungunla iy
280N [HR = 0.835, (199ANNITRN 95%: 0.75, 0.93); p-value = 0.0008] flauxaaziyilag
28% Tunguinlaiueuaanlaadulilaen enzalutamide dnsnissandan 5-1 iy 26% lunqud

n3uen enzalutamide wFaiauiy 21% lunquitlafuamaen

A1 4: apsINssantinuadyilialunauinlasuen Enzalutamide wiaguaanaInng

NN9AN®1 PREVAIL (Intent-to-Treat Analysis) AFFIRM (Intent-to-Treat Analysis)

Enzalutamide 1A AN

(AU = 872 518) | (AU = 845 58l)
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NNITATIZUIEMININIINNRARAIN Inszylanauuan

AMUIUNNTRETIR (%) 241 (27.6%) 299 (35.4%)
AN IUTBNTTEZIIATITEATIR, LAEY (TAIN
40 32.4 (30.1, NR) 30.2 (28.0, NR)
LIRNU 95%)
P-value’ p < 0.0001

Hazard ratio (199A2"NT@85i 95%) °

0.71(0.60, 0.84)

NNIRLATIZUARIINNIIAATIFAEA

ANIBNIFRETIRN (%)

368 (42.2%) 416 (49.2%)

AN IUTBNTTEZIIATITEATIR, LAEY (TAN

‘TR 95%)

31.3(28.8, 34.2)
35.3(32.2, NR)

P-value®

p = 0.0002

Hazard ratio (199A27NT@857 95%) °

0.77 (0.67, 0.88)

NNFIATIZUBATINTIAATAR 5-1]

AUAIUNTALTIR (%) 689 (79) 693 (82)
AN IUTBNTTEIIATITEATIR, LAEY (TAN
42 35.5(33.5, 38.0) 31.4 (28.9, 33,8)
LIRNU 95%)
P-value’ p = 0.0008

Hazard ratio (199A2" N85 95%) °

0.835 (0.75, 0.93)

? p-value Auatulne’la log-rank test Aluiase i

®’ Hazard ratio Anwating proportional hazards model alL992fU A1 hazard ratio <1 MANBAINAN N5 1T

¢11 enzalutamide N1lseTemu

NR Tuipn
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Placebo

Survival (%)
|

a5 ] —  Enzalutamide 160 mqg

1 Treatment hedian el T
10 ] Erzalutaride 160 mg 355 -
] TTTTTT Flacebo 314 Hazard Ratio (853% CI): 0.635 (0.751,0.928) Log-Rark Test p= 0.0008
o4
rrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrr1r1rrr1rr1rrr1rrr1rrrrr1rrr 1T rr 1T rtT1T 1T T T TTT
1] G 12 18 2 30 36 42 45 a4 50 66 72 78 84
Duration of Overall Survival (months)
Erzalutamide 160 mg
Patierts at Risk 872 ga0 793 Al 611 219 42 351 286 282 215 145 &1 9 1)
Placeho:
Patierts at Risk 845 782 702 612 514 431 384 298 245 206 162 92 39 3 o

1% 13: ng1ansIN1s5aATIN Kaplan-Meier N159LATIEUARTINNSTAATIR 5-1 210

N15ANE® PREVAIL (Intent-to-Treat Analysis)

Number of Paients Hazard Ratio for Death
Subgroup Enzalutamide / Placebo (99% CI1)
All Paigts 8727845 || 083 (0.75-093)
ECOG Paformance Stetus grade= 0 584 /585 f—f 0.87 (0.77-0.88)
ECOG Peformance Stetus grade= 1 2887 260 = 073 (0.61-0.88)
Age < 75 yeds 555 /593 = (0.68(0.77-1.00)
A= Thyems 317 1292 i 074 (0 62-0.88)
Geographic Regian - Morth Ameica, 2187208 - 0.65 (0.68-1.05)
Geogyaphi c Regon - Europe 485/ 448 = 0.85(D.74-098)
GeographicRegion - Rest of World 168/ 191 f—— 0.78(0.63-0.98)
Wiscerd o sesse (Jung andfor live) - Yes 987108 | ma— 0.85(0D.64-1.15)
‘isrerdl dissese (lung ancior liver) - No 7741739 i 064 (0.75-0.894)

f
oo 05 10 15 20
Fawors Enedutamide  Favors Flensho

519 14: MsAATizuansInssandan 51 lunquaas: Hazard Ratio WazT9ANNLTANY

95% a1nNN15ANE PREVAIL (Intent-to-Treat Analysis)
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N3LAIEI rPFS fafilaszylaneuuan uanslmiiunishtues Wl dAlyneatiAsenaeunas

' = = o a o i = o aa '
naNn1IAne AMALaN1aA LRl I EInevTanisdeTinanad 81.4% [HR = 0.19 (199

4 e Mg vy _

AYNLTIY 95%: 0.15, 0.23), p < 0.0001] tnamumsnisauiiluyisanguilaiusn enzalutamide
AU 118 918 (14%) UATNGNTAFUNMABNAIUIU 321 318 (40%) NguNIATUEN enzalutamide

ld 1 o 1 dl nl/ ld 1 1 dl 9/V = 1 1 o
TudAalEe g1 PFS (T99AMTail 95%: 13.8, TilA) uaznguilafuavaan AAunaiu 3.9

ek (199AN NI 95%: 3.7, 5.4) (3U7 15) wuANaanAaedred rPFS nnquaeniilnseylo

1 v 1 |

nawuas (laun 81g A1 ECOG performance (FxA AMNLBALBENAW waz LDH A1 Gleason Ao
ade uarlsaneaiuedaozneluneudnnes) n1srszusaaN rPFS Adlassylonauuanens
annsdsziiivaesRdadiunisaniinll luwidineuaalniutenishaues 9 ie d1An
aa ' ! ' = A:ll o Aa Iu/ aa A a aa
ADATEMINUAAZNANNITANEY AYNLAEN19A B luw T dnavisan9deTinana 69.3%
[HR = 0.31 (#39AuT 83 95%: 0.27, 0.35), p < 0.0001] AEEIF1Y rPFS 1AL 19.7 than T

' ndl ”v . = ' ! o A ! tﬂl ”v
ﬂ@NVliﬂﬁ“Uﬂ’] enzalutamide WAZNANNINL 5.4 LARY Iuﬂ@llﬂiﬂﬁ“i_lﬂqﬁ@ﬂﬂ

100

< w0

E -

‘E 80 =

» 70

o

& 60 -

c

o 50 -

w ‘.

w .

g 40 7 5

g: ........... .

a 307 :

L5 Vemnmuassanw M

= 20 A .

% o o AL

'ga 109 ——  Enzalutamide (N =832)  Median NR Hazard ratio = 0.19

5 04 """ Placebo (N =801) Median 3.9 months ~ 95% CI {0.15, 0.23), p < 0.0001

g 1 1 1 | 1 1 L 1

0 3 6 9 12 15 18 21

Patients at risk Months
Enzalutamide 832 501 240 119 32 5 1 0
Placebo 801 280 65 12 2 0 0 0

nszuasuIniyaelaiunisguaiuou 1633 9
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51U 15: nsimssandinlagdsiaannisaiiulilluweds@inen Kaplan-Meier an

N15AN® PREVAIL (Intent-to-Treat Analysis)

a o

wanaNqAgFLgNnisNTesss@ninan1anatinuad nshTues Wit dAnyneanAdoL lnlugn

3

v v

i lanua luasfsaalili

! «
o a a

Al uTenanEN lse Al AN RRERR e iy 28.0 wiew Tuytaelafunisinmmaas
211 enzalutamide uaz 10.8 thiaw luyilhelaiunisinwmoseuasn [HR = 0.35 (T99ANMT0NY

95%: 0.30, 0.40), p < 0.0001]

dnanuaasyilaeilniunisineaanen enzalutamide ARlsAENALNANNINIA LA INTIReLAWES
o4 ' 4 4 oo ' 4
104118180981 NI 58.8% (T9ANITRNY 95%: 53.8, 63.7) LML 5.0% (B9ANNTAIY
95%: 3.0, 7.7) lugaeflafuenuasn AAMNWANANNENYIUIBINIIRELIALEI LD HE I a0EY
seMNNgNlnFueN enzalutamide uazngulaFuenuaan il [53.9% (199ANNTBNY 95%:
48.5,59.1), p < 0.0001] nsnavauataswanysndlaiunisaenuluythanlafunisinwaoeen
enzalutamide 19.7% Wemiauiy 1.0% luyihailaiunisinmeosamasen LaznsnaLaLes
= ' QIQ/ ¥ Aﬂl QIQ/ o ¢ . dll = o
Wenuwaulaiunismeaulugbenlaiunsineeosen enzalutamide 39.1% Weiauiy 3.9%
Tugilhenladunisineaqaamaen

! v

Enzalutamide anAYLAeNT9N1sAamenIsaiinentesnulasenszgniduaiauenlaaened

UegNATY L 28% [HR = 0.72 (199ANTa 95%: 0.61, 0.84), p < 0.0001] L‘Mﬁ]ﬂ’]ﬁ‘ﬂjﬁ

Nenresiulnsanzgn unnala N1sRauATaNIAANIEgN luNZTIRaNgNIUNIN NFTRANTZANYN
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anwensan waesisa nsnalanszgn u’?famil,ﬂ?ulﬂumﬁ?“ﬂmmﬁqLﬁ@ﬁ*ﬂmmmiﬂqmmz@ﬂ AN
mﬁLmﬁzﬁm@mmﬁlﬁm%mﬁuimqmz@ﬂ 587 mamitﬁ WLAN 389 mamitﬁ(%s%) wunng
mmmﬁlmz@ﬂ, 79 mammi(mﬁ%) Lﬂum?ﬂmhﬂiz@ﬂ, 70 mrama‘mim 1.9%) 1un13unm
nIEANINAINNENSANINIealen, 45 L‘M@ﬂ’]ﬁ‘ﬂj (7.6%) unslagusnsnEnuziuiesnmienig
anszan uay 22 ngﬂqmi(?,.?%) Lﬂuma‘ﬂqﬁmm‘z@ﬂ

Kiaeladuen enzalutamide uanIaRINNIIALAUBITEINLBALBTIUNAGININBNRITRIE ATy

(MHIEAINT > 50% AAAIAINAIENAL) WAL 78.0% Watiauiugilaenladuevaan 3.5%

(AAINHLANAN = 74.5%, p < 0.0001)

AN IUTIBNTTEIIAININATANIANAINT e A TR aIeANMN N TEY PCWG2 11 11.2
~ o o 2 dl 9./0/ ) ~ o o [ dl 9./0/
\paw gmduyilaeiilaiuen enzalutamide uaz 2.8 thaw dmiuyileilaiuaivaan [HR = 0.17

(FAMNTRNU 95%: 0.15, 0.20), p < 0.0001]

nsFNEAYLEN enzalutamide aRANNLAENNTIA FACT-P degradation 37.5% ialieuiven

uaan (p < 0.0001) ANNBEFIUIBNIAINANALIAA FACT-P degradation in11iu 11.3 Lﬁ@usluﬂzguﬁ

1p3uen enzalutamide uaz 5.6 eanlunguilafuaivaan

N13ANET CRPC2 (AFFIRM) (81t 5Nsaugnyuangseicunsnssaefiaasan1ssnms149en1ssiu

0% d‘ Yo a o o 1
amfyumml‘lm TUEUANUNLANINDL)

Use@nsnauazpnlannieueden enzalutamide TuyianzRaNgNUNINITLZUININTZANETIRS

v

pannsinEmanIseugasinuieelafu  docetaxel  uaregszuaanIslaasnilasiaeAang
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LHRH vi3aladunissindnuns (orchiectomy) lafunisszidulunismasasamniepdtingzas 3 uuugy

7
s o

paLANAREIuaen vnlunanedue HiaaauwIwiting 1199 91e gnguatadnacu 2:1 luls

FUlsEn g enzalutamide 160 HaANTN UAT 1 ATY (AU = 800 918) LAZHNTUARNTUAT 1 AT

1 v v 1 Y v

(AU = 399 918) yilseaunanlaen prednisolone :anAgela (TUNRENgIEARadLTYY A 1l

q @

v o

A8 prednisolone 10 HaAN3N Ve Lm) gilaesivaesngnlaiunisineesepaiiiasaunanazin

Tsagnann  (Budulnenislaansiuuasgnisaiivliaeslsavisenisiiamenisnminenaesiuiagg

v 1
o

nszn)  waziunisineaeenineuzdeinsenesalun, Aenenoesiulule vsanausaann

9UIRE

AnBUENNAULsTIINIANARTuAT AN Uz ae I ALNABNAUIZ I NNQNNNIINENHANNANA A
' o A ' Li’ a QII a
ATNOET1UIBIRNEAD 69 ﬂ (9199 41-92 ‘f]) WAYNIINITANLURITAT AT UAKADLALT I 93%, WA

AN 4%, LITEl 1% WAZAWT 2% A1 ECOG performance score 88551374 0-1 Tugtlagl 91.5% uaz 2

[

Tugilog 8.5% gilogl 28% HAN Brief Pain Inventory score 1a@t > 4 (ANLeataasaInslanfiyilon

$1eUguuNNganTelu 24 dalienaunun InsvinnisAnuaandunan 7 Junauwinnisgs) gl

' ' ' ' o - ' 4 o d
anulney (91%) ayluszezunanszangliinazen uay 23% Ansunsnszarelilienuazssesiu e
BuNMIANEN 41% 2e9yiliadinisgnainteslsn luweieaiemiiuluaniei 59% aayilaainig
Al luweiadinen 51% et laiuainguluvealvivaiiaGuaunisinm

1 fdl

n3Anm AFFIRM ladngilaandninzaeliilaanainnisine laun nagnisnisunveiiana

&

neenulminnisdn (giaae 4.8) Lmzmﬁﬁqm%@mzﬁummmumm@fﬁ“ﬂ naanaulsATLAL89AL
o A4 Aale o o an ' o a PR Y 4 oa
W lauazaani@ean Ay n19aatin i Ausuladingenluaiunsansuanle, siilsz s

ANRAaINIELNUNan luAsnvizanatuitiatinlamg, nazsinlasuianand New York Heart
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Association class |1l %38 IV (811194 ejection fraction A1 = 45%), N1z lanesanadeqanag

@ O o

(ventricular arrhythmia) NNTEdATYNI9AATINYTE AV block (Mulalasinandsuazialauuuning)

1
o o

NN3LATIENIEUINNNTIVNRAEATszy laneuuan lulrsani3ds NendsandsaenadaTtmn 520
Y o = ' ' Ne o o aa o ala ¥ 'An Ve
918 wans A Nmtlanaes Wt Ay atiAresdnsnissendinvesyos lunquilaiu

81 enzalutamide [HaLABUNgNENMABN (A9 5 uaz LN 16 uaz 17)

A15799 5 ansInssandinrasyilaelungunlasiian Enzalutamide wiagnwaanann

N5ANE AFFIRM (Intent-to-Treat Analysis)

Enzalutamide  |[g7%88N(A141 = 399 5181)

(Aa7WuU = 800 5181)

RETAR (%) 308 (38.5%) 212 (53.1%)

AN IUTBNTTEIIATTITEATIR (1NDL) 18.4 (17.3, NR) 13.6 (11.3, 15.8)

(T9AHT DI 95%)

P value® p < 0.0001

Hazard ratio (199A2:L 0K 95%)° 0.63 (0.53, 0.75)

a P-value Auanilaales log-rank test ANEINTTULINTZALAYY ECOG performance status score (0-1 Wag 2) uazAzuuueINIlanRA (< 4 ua >4)
b Hazard ratio Anuanulaale stratified proportional hazards model A1 hazard ratio < 1 NNEAIINIAN nslaen enzalutamide Hlaelam

NR Tuilan
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100%;
80%-
oL
§ 60%
«
>
2
=5 "“\ ........
@ 40%-
20%-
Enzalutamide (N = 800) Median 18.4 months Hazard ratio = 0.63
----- Placebo (N =399) Median 13.6 months 95% Cl (0.53, 0.75), p < 0.0001
OO’JO T T T T T T T T T T T T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24
Patients at risk Months
Enzalutamide 800 775 701 627 400 21 72 7 0
Placebho 399 376 317 263 167 81 33 3 0

gﬂf/‘i 16: N INARTINI99RATIR Kaplan-Meier aann19ANE1 AFFIRM (Intent-to-Treat Analysis)

Number of Patients Hazard Ratio for Death Overall Survival Median (mo)

Subgroup Enzalutamide/Placebo (95% CI) Enzalutamide/Placebo
All Patients 8007399 H— 2 0.63 (0.53-0.75) 18.4/13.6
Age s

<65 232/130 —— 0.63 (0.46-0.87) —/124

265 568/269 Fo—i 0.63 (0.51-0.78) 18.4/13.9
Baseline ECOG Performance Status Score :

7301367 H— ! 0.62 (0.52-0.75) —/14.2

2 70/32 —— 0.65 (0.39-1.07) 10.5/7.2
Baseline Mean Pain Score on BPI-SF (Question #3) 7

<4 574/284 o—i L 0.59 (0.47-0.74) —/16.2

24 226/115 —— 0.71 (0.54-0.94) 12.4/91
Number of Prior Chemotherapy Regimens E

1 579/296 re— ! 0.59 (0.48-0.73) —/14.2

22 2211103 —— 0.74 (0.54-1.03) 15.9/12.3
Type of Progression at Study Entry E

PSA Progression Only 326/164 —— 0.62 (0.46-0.83) —/195

Radiographic Progression + PSA Progression 470/234 — ; 0.64 (0.52-0.80) 17.3/13.0
Baseline PSA Value !

<median (111.2 pgiL) 412/188 —e— ! 0.67 (0.50-0.89) —119.2

>median (111.2 pg/L) 388/211 —.— 0.62 (0.50-0.78) 16.3/10.3
Baseline LDH Value ’

=median (211 U /L) 4117192 —e— | 0.63 (0.46-0.86) —{19.2

>median (211 U/L) 389/205 —— 0.61 (0.50-0.76) 12.4/85
Total Gleason Score at Diagnosis

=7 360175 —e— | 0.67 (0.51-0.88) 18.4/14.8

28 366/193 —e—i : 0.60 (0.47-0.76) 18.2/11.3
Visceral Lung and/or Liver Disease at Screening ;

Yes 196/82 —_— 0.78 (0.56-1.09) 13.4/95

No 604/317 — : 0.56 (0.46-0.69) —/14.2

00 05 10 15 20

Favors Enzalutamide  Favors Placebo

ECOG: Eastern Cooperative Oncology Group; BPI-SF: Brief Pain Inventory-Short Form; PSA: Prostate Specific

Antigen
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519 17: amsnssantinlunguaasannsAnn AFFIRM — A1 Hazard Ratio Was199ANN

\Hasiu 95%

o o

UANAMNERIIN9300TIA AL TINRTUAINAUNEWL qae AV AL

o

'
n (ﬂ’}ﬁ‘zgﬂmu"nmi?mslw,mw LRRA

e 1 1 ¥

aa o A ‘o aa ' a ~ A o
LB, ﬂ’]ﬁ‘ﬁ“ﬂﬂ‘mmiﬂﬂﬂﬁ‘ﬂﬂmﬂmj‘mLuuiﬂslumﬁ\imm LL@?:LQ@']ﬂQ']Q?:Lﬂ@Lﬁﬂﬂq?mmLﬂﬂqm‘ﬂQﬂUIﬂ?\i

1 1
[

f/ ¥ (=3 ' ' dl ”o/ . = o rd‘d a o
mz@mﬂummm) LL@@QiﬁLWHQWiMﬂQNVIi@?UHW enzalutamide NNAANTNANINBEUNNNULANATUN

o

1 2
[ %

A0 N9 INNITUTUAMITUNINAZAL VAL DEINILAD

aa ) a Iv aa 3'/ a g’v L ¥ o
nssendinlaelsaannisaiinlluuei @ meniulssiiulnaydananisalaglanumeay

| 1 Y

RECIST v1.1 guduiilaitiensy uazn1aiingeslsafingzan 2 AUMudvzanInnaIAfan1ainIg
ALNUNIZAN HANLNTzaznaLiu 8.3 ey Tunguytheilaiuen enzalutamide uazil 2.9 ihaw
Tunquinladuenvaan [HR = 0.40 (199ANEHRNW 95%: 0.35, 0.47), p < 0.0001] AINNIFILATIEN
' a aa QII ' ' a °o a ' = o a
WU91 216 Pedadinlaed lunuafianisaniulilueslse uas 645 snawuaniinisaiiulilaesisn
da o X - . - dH 4 | |
9114214913 303 9781 (47%) Apannzaiiuldaaslsaiiiaitiaaats (soft tissue progression),
268 318 (42%) aannisaiiulianssaslsaiingzan (bone lesion progression) WAz 74 ¢

(11%) Waannisatulilaassenlsaiilotianau uazsealsaningzen

WLINNTANABINLBALE 50% 1178 90% Tuyilaenguinladuen enzalutamide iU 54.0% uay 24.8%
paNaiy aulunquilaiueuaanidu 1.5% uaz 0.9% ANAIAL (p < 0.0001) AINEEFINLE

! a '~ " Ay Ve .
sraznaInaziianisgnatnaadlsa luwaiieate i 8.3 hau lunguinlaiuan enzalutamide uay

3.0 hau Tunquinladuamasn [HR = 0.25 (199A2 N @8NW 95%: 0.20, 0.30), p < 0.0001]
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A IUTBNTTEEIRAINIATiAwWRN IUNeTesiLIasnszgniduaisuenidl 16.7 thew Tu
oy Vs _ “ e Ve ' 4
nauilaFuen enzalutamide uaz 13.3 thaw Tunquilaiuaivaan [HR = 0.69 (T09ANNTRITU
95%: 0.57, 0.84), p < 0.0001] WANTUMALRABIIUTATNIZAN MHNLDY N1IRNLUAIVTDUGR
n3zgn naAnszanTinaInnaNsan waasisa n1snalansegn Wreniaasueninunuzsaie
Fn10N19LU9aANEAN AINNITRATIEMNANITMNENITLTIATINTZAN 448 LUBNITOL WLIAN 277
WRANI904 (62%) WuN19aNeuaIningzgn, 95 WRAN19ns (21%) wWunianalansegn, 47 winnisns

(10%) wWunaifianszaninannansan naedlse, 36 EN190 (8%) Wiunaiasuaninmuzss

iWeine1aInN1stannsenn waz 7 meN13nd (2%) Winisunsnnsegn

v

HA4ANY)

'

HUEA1UAU 4403 18ANNSANEILLLAILAN T4 1ATUHN enzalutamide Hytlaaanwan 3451 9
(78%) @1g) 65 Yrigannnan uaziyilaaauau 1540 318 (35%) a1y 75 duizannnan Tuwuaaiy

12 1 [ 1

uwanAAUANLaanfuvEa1lsrANsNan1INsTNIsE N aegeeng At tuas e ideny

[

UaLINN

52  AMANUAMUNETAAUAERAS

#1 enzalutamide azanaln laueBNIN HARAUMENININNTIANNNTaz a8 Inan15 caprylocaproyl
. ! a v o A =KX a = a aa ! =2
macrogolglycerides WuansnealatuiiTeansanLIamaNg Mmmnmwamunwummsqmsﬁm@a

#11 enzalutamide WNIUlAALEN1Taza e 1 caprylocaproyl macrogolglycerides

lpvinnnstsziiiundaaauAnansaedan enzalutamide lugaenzifanangnuninuazlungusiesng

= ' A 'R s ! . . .
WWATIEZUNTNA NUALDALUBIANATITIRTINL AN (terminal half-life) An481 enzalutamide Tu
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Qﬂaamwﬁqmﬁuﬂ?zmummﬁLﬁm WL 5.8 A1 (351914 2.8-10.2 F1) WAZDNIEAUENAYN

tarinns 1 1Hau N195ULEnUENTUaY 1 AFI W8N enzalutamide AXNANIFAZANLTZHNU 8.3

v v

AT UL U LN UL Ten U NN ASILALIY AN HUHAUIANANN AN LN TN AT AN

A1 (ER9NaUqAggALAzANgAITL 1.25 1) 81 enzalutamide gNNNARtAENISNUNUBATMALLTY

-
o o

o a rd‘d Qlﬁl = < ' . = dl o
uan auaauunuala NUNEINHONENINUNUEN enzalutamide way WaneuRIZAuAY

v v

it lunatannlnalALeiuLn enzalutamide

N12AATHEIN

v v v

WLAYNIINTUGIAR lUNaNaN1T1849e1 enzalutamide luyilag 1-2 Faluandslafuen annisdnmn
ANAANIRN (mass balance) slumg:mwumm enzalutamide Qﬂ@m%wﬂ’mﬂ’m@m\mﬂﬂ 84.2% &N

4

enzalutamide luladuginneeas BCRP vt P-gp Miilusauaseneananniaas Nszalianasiniaas

TRIANNIINTIUGIAATBIEN enzalutamide WazasiunUalannims i 16.6 lulasniu/

Naaang (AFNUsr@nanseiuutls [CV] wmniu 23%) way 12.7 Tulasndu/Radans (ANduilszdns

N19ELLT WAL 30%) ANNANAL

2117 lHHaneTNNMNIgATNEN B NN ANATYNNIAREN NNTANEIMNARENTINN9LEMN 98N

Xtandi TaelluAnilanea1ng

NMTNILINEEN

mLfaaﬂ“ﬂmﬂ?‘mmm?m‘::@’mﬂ?’m{] (apparent volume of distribution, V/F) 98981 enzalutamide
1u;3ﬂqaﬁ§uﬂixmw,ﬁmm“mﬁm WAL 110 amT (AFNUsZ@nan1sduuds wiiu 29%) Tne

1FNNRIN1INIZANLURIEN enzalutamide NINNNLTNIATUISUNATINGINNNE LL@ﬂﬁiﬁLﬁuQ’]ﬁﬂ’]?
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NIYANEUBIENDBNUBNNARALABADLNHNIN N13ANEN ILERIRNULNE (rodent) kandluiditanen
enzalutamide wazansHunUalanNignsaIInRIuAaIuIENABATLANS (blood brain
barrier) 1%

[ %

Enzalutamide Auriuldsiiulunanann 97% D 98% delisAusnd1Atype daydn douansuumue

Ao £ = = . . ' A o o = !
1@ NNONT yiuldsaulunanaun 95% AMNN19ANSI in vitro 13J3Jm?LLVIHVIMMUHUMW]H?ZMQN

£ enzalutamide wazenaunauiuidsaulad (warfarin, ibuprofen uae salicylic acid)

= =
N7k AsILLLAIRINITININ

& enzalutamide gnixunuelagasann TadusunuelanidAty 2 atatonulunaiannaes
nyel laun N-desmethyl enzalutamide (HOns) uazeuus carboxylic acid (lulgns) ndanisln
2 "“C-enzalutamide tnen195udssniu awnen 160 Ha@anin ATILAED nataNfeeelagnunmg
a i dl . i =2 o o ¥
AATEMNENILENUEN enzalutamide wazarsmunualas iwnaiuuia 77 Juiuainnislaen
W& enzalutamide, N-desmethyl enzalutamide, WAL carboxylic acid metabolite FauTugnslus

QMENAATYDNY 88% 14 “C-AnTunivRlunanann Aniu 30%, 49%, waz 10% Aua1suTed 'C-

UYL wnuelagaasiaulay CYP2CS Lﬂumquium uazaruneslnsiaulay CYP3A4S (9 (9 210
< 2 P = =2 . .
4.5) GN‘VN@@\‘ILﬂ‘tﬂ%ﬂll‘i.l%‘i.ﬁ%@’]ﬂﬂ_lsluﬂ%“ﬂﬂmﬂm@’]?LELILL‘VI‘].I@i@ PRVT ANN9ANEA in vitro

WU N-desmethyl enzalutamide gnLd wivelanidu carboxylic acid metabolite Tneeul

carboxylesterase 1 el ununieadnuesTunisilasuulag enzalutamide Ll carboxylic acid
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metabolite i wulan carboxylesterase 2 lutlsngafiunuanlunisdaeuuasesia
enzalutamide 1138 N-desmethyl enzalutamide QINNTANEA in vitro WL N-desmethyl

enzalutamide lugninunualaalnaieulan CYPs

nalaaniazaeanislaemieeaiin g1 enzalutamide Wusiansznuenlan CYP3A4 NHnNBus uaz
wwsansznuenlan CYP2CY way CYP2C19 Algnatmnas Inefludnaningnzemnieaainge

wulmal CYP2CS (gviage 4.5)

N17N1aAEN

mmammmﬁﬁﬁmmﬂmﬂg (apparent clearance, CL/F) 984811 enzalutamide Tuyngae9e1i919

0.520 WAz 0.564 ART/1a1ua

PAIANN95ULEN “C-enzalutamide azWl 84.6% 1adriusumAsadn a1y 77 Suiuannnislasn

a o

Tnei 71.0% gnwuludaanas (aaulwyeyluglansmunualaniluiigns dawiwanuesey lugd

enzalutamide wazaaHunUalanninng) uaz 13.6% gnnulugaansy (0.39% esrunend leg

Tugil enzalutamide N lunlazuuilaq)

AN9ANEA in vitro LaAaluTiuaN enzalutamide TuladudLanaas OATP1B1, OATP1B3 yiga OCT1:
ILaE N-desmethyl enzalutamide laladuaimnaes P-gp 1138 BCRP

v
o o o

N13ANEA in vitro waRSIMILGT enzalutamide wazatsiunye lanasuluny lulignadudasiatingen

2 [ v

pallil: OATP1B1, OATP1B3, OCT2 138 OAT1 NAMNIINIUAINIURININARTN
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ANNANNLELTLALEIN (Linearity)

TunupnuidssuuidiAnyaindnaiuaasaunalaen :21209 40 14 160 Naaniu NezAlaNARAT

v v 1

o . rd‘d s ¥ '
AYNIINTIUANGA (C, ) 28481 enzalutamide uazarsiunualanidgnsluythaunasynpaiiy

ANANNIFEINNNIFINIE AL NAATAIUIUNINNGT 1 O wansluiunRsei AN ATAaUATERT

a9t NRAAANNFNRUsA LA T UITIL UM

1A9191LUNNID

galuiinnaAneesnadunieniszeden enzalutamide Tugiinisvineuaeslnunnsasianysos

Uneniapsuaitiuludin > 177 Tulaslua/@ns (2 Hadniiwndans) azgnAneanainnisdns

©3° e

N9AREN ANNIFAATzININATaauAIans lunguilszanswuan lnadusesdlinisUiuaunaen

[ 1 1

= J

TugihenianisnndnesueitiulaanisAnuan (creatinine clearance, CrCL) WNfiu > 30 HadaRg/
= o ¥ . o ! gjv a ¥ A
UMN (mmm‘lﬁmﬂsﬁgﬁm Cockcroft and Gault) &1 enzalutamide miuLﬂﬂiﬂiﬂﬂﬁiﬂizl,uu‘lu@ﬂqam
= o ' S A aa A ¥
Hnn3vnauaedlauNneasguLss (NsndnesLeitu < 30 aaansuni) viselsalnszazganiy
(end-stage renal disease) Aasszinsziaiialaenluyiranguil Haonuiulillaueas
enzalutamide axgnn1AneanaInsNeesNitadAtylaswWenlaiinuluaiaaa (intermittent

haemodialysis) M?‘@mﬂm@ﬂ@%mu@@mmwﬂumummﬁm (continuous ambulatory peritoneal

dialysis)

AUNIIULINNID

NNIATIAFBLINATAAUANAATUBIEN enzalutamide TUNQNAIDE NN NTDYAGTNAUIBIALYINGY

a

1 v

UNWIBLLANUBE (AU = 6 3781) LIUNATT (AU = 8 9181) YFDIULIT (AU = 8 372))
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(Child-Pugh Class A, B %178 C AMNaTAL) LULSUATLNGNATLANTINGNAEE1IHN1IINWTR96L

UnAauan 22 A 1dIn13 e enzalutamide Inennsiulszniuaningn 160 Hadnin AFuAES Nax

1 1 v v v
o

o A ~ ' w 7 X 4 ¥ a X
AINLUWNNALNAINNLUNWTEN L@ﬂu@ﬂWUWH‘WImL@uﬂ?WW LL@Z?V’WQ"]NW@J%HQ\TQ@LWN?H 5% way 24%

1
o

FNAIAU NQNANBENNTIALNANINLINNIBITUNANWLIN LT LALAUN I AL AMNITNTUGIG ALK

1
o

29% WATANAY 11% FINAIAL uazTuNgNAMBLNTFLAAMNLNNIDIULIIWLINWT IaLaun s ey

v v 1

a é’ o o dl = o ' ‘dl ' o ! =
AMNLANTUAIGALNN UL 5% LaZRAAN 41% AINANAU LN@L‘L@H‘UL‘V]El‘l_lﬂ‘l_lﬂ@llﬂ"JUﬂNVlﬂ@‘Nlﬂ"J‘ﬂﬁl’]\‘m

= ¥ o dlv = ' [~3 ¥ . dl ' a’v [ =
AININA IuQﬂQﬂWMUNﬂQWNUﬂW?@QL@ﬂu@ﬁl‘WUN@?’]Nﬂﬂﬂﬁﬂ enzalutamide w1m1mwunuiﬂmumn

v v

Auansunuelannigmein nladuiuidsiuinunlansmuazaouanaugagaivtan 14% uaz

2
o

19% BNNAIAY HilaeNAURANNUNNIBINUNAWNLNWN TN WA AN NTUEIQALRNTU 14%

v o1
o

o o do o ' & g ¥ vov
WAZARRY 17% ANANAL LT IUyLENALNANNUNNIBeTULNNU AU TANI M LAT A NI TN Y

GIQRLINTY 34% UATANRY 27% ANNANAL IHeFULELALNGNALANNINGNFEE NN WA

ng a
LIRTIIR

v

wiasaaulinylun1sAnE AR tinuuLgN (> 75%) WuALARLALEEL AMNUBYANAIENITANHIN
LNATAAUAART R BIAZ TR UNATINANNUNIN THNLAHLANANNNARTEN YD

o ' d” ' = dl a ' dl ' dl [ o
TeALLNTEUINLIETNNg N“ﬂ‘ﬂﬂ#ﬂ@i&lLWEI\‘IW@VI'Q?J‘]J??JLNNV’WWNLLﬁlﬂmqﬂﬂuqﬂzLﬂuLﬂﬂQﬂULﬂ@‘ﬁ

a

ARUANEATURINNT LN enzalutamide Tl TR R

v

NANAE
a9

Tuinaresenginareslunipdtinpendraaua1aniaeden enzalutamide Tungutlszaing

L -

4907 NIATIZNAMWLNATARUAART

3

©3° e
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53  wayaAnNlaanigaInmsAnwEARUN
n13ANE" 6 euluny transgenic rasH2 mice &1 enzalutamide TuuansAMNAINITD lUN9NE

@ ! dgj dl =2 a a oA o ' o o oI/
nzd (lunuiiesan) Nauieangans 20 Aaanis/ilanineedu (AUC,,, 317 Tulmaniu daluy
a aa dJ o dl i = [ o aa o oI/
Haaans) duilusyiuenlunaraunlnaipasiussAuanaaatin (AUC,,, 322 Tulasniu daluy
Hafang) TuyilanzfamengnunInszazungnzateNnenan1sinEInaen s uaestiui lniusn
160 HaAnFN Tuaz 1 AR UyusM iUl enzalutamide Tan13fin awIAen 10 019 100 Ha@anin/
a o o - Ql 49{ a dgj = [ ! dl
nltandu wioan 2 4 nuglifnisaiinauzesnisiaiieten (LEasLAUNgNAILAN) T9gN
fansunaniaNdNRusILNATIne 1Wg 1Lee enzalutamide griRNTTUANLAS thymoma 1,
fibroadenoma lupaniinuy, uaziiiasenainnistenasazediiaa Leydig wuludnumzinesy; iiasan
ANNNN9ULNEFIUDILTAN granulosa Iu§ﬂ1mwu1uLWﬁL§ﬂ; way adenoma Tu pars distalis 9a3R24

v
o A

pituitary WU A DN A uﬂﬂmﬂﬁm‘wuLum@ﬂL'fj‘m_qla’mﬁ‘mw]zﬂ@qu (urothelial papilloma)
@ wd‘ wv a a o A [ o 4‘ a ' =
uwaznzinsznzagr uyusninaglaiuan 100 Faaniu/Alaniidu Gegntasainand
A dl QI d? =< QI d’ ! a d? o
ANF)IBIAINNNIITANELABLILBINIAINNTRNTULR AN Tad 0/ AlaTan s L azuludna i
une Inevinliitlesaniaas Leydig lunuangnitansaunanludiaouiienaesiunyseann
Uszaunisnunislaanniu androgen faawe] felunsuundninanudniusfiusneeaed thymoma,

adenoma luaw pituitary Ua fioroadenoma Nwumyusnasluaunsnsaauiuhllateantl

srAUEN (ANNAT AUC) Iwuluns@nmnilandsn enzalutamide wazansiunualan, M1 waz M2 lu
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WaN waenavise nalreaiuszAuainy lughenzifanangnuuniladuen enzalutamide 7

YLAEINLLIZLN

&1 enzalutamide luwtianimfianisnanaiuglunisnsmaseunisnaaiuguuuaeunaulaly
a A "o ¥ a o "o ¥ a o .
LU (Ames), Tuvinluianisnanaiug, TuvinlwianisuanvinansaeslasTulas (clastogenic)

Tumaaandnaidasagnanaun, uazldunenetuainnis@nm in vivo luny mice 81

v ¥

enzalutamide luwiigninlminainisfizannualugaaandnuaeegn AN ZIAREY

enzalutamide axsnvinduRsenaninlunssnidelaenluassiassnainnalnniseanyaesen
a ' o ' dl . dl ‘g ! aa = a dl a
LL@ZWH@@@Q@@HVIWUSLLMH mice #an1InaaaLi lulaneadtinannnisAneauuREAnaan

n3luengnT] denAaeiLaNaNILNETINGN1289EN enzalutamide NNFLATEYRUG MANALBIALNNIEY

« «

\Halaen enzalutamide N9ANE UMY mice (81 4 AUAm), uUaN (918 4 waz 26 &ilam), uay

1
° o Ao o 7

gl (918 4, 13, uaz 39 dan), nunisulauuulasesedunyAuRugNdnRusiueN enzalutamide

v
aa o o o

ﬁ'ﬂ l?]’ﬂll@ﬂ‘m\ﬂﬂLL@Z?‘VI@LﬁU’ﬂZg@Nu’muﬂ"ﬂﬂﬂ’ﬂ’]ﬁl’]t@WZ\NLLZ\]ZZBJ@

NIANENBNATAALAARTILUNYUINAINEIayATN 14 J1 Taans3uLlsznuen enzalutamide

ASILALN NUUNALN 30 Faaniu/nlansy, wusn enzalutamide waz/Airagnsiuunualanlusiaau

58



v v

AININTUGIRR (C, ) U9eanne 0.3 11 Wauiumuasauiny luwanau1esous (maternal

plasma) wazwyl 4 44 luauaIngluen

wasnsmenlaenisiudszniuaiuman luyuamnndsluuumdaeangn 14 U wuen enzalutamide

UATATEANTHUN LB LR TUUNUN ANNMANTUGIER (C, ) 4 M1 aNIANNITNILTNL TuNANAN

WAL 4 T2 TNUAINIF len

6. FIARSLDUAMUNRTENTTN

[

6.1 ‘i"lﬂﬂ'l‘iﬁqhﬁl']vluﬁ']ﬂﬂ.l

o

ansnieluuailga

Caprylocaproyl macrogolglycerides, Butylhydroxyanisole (E320), Butylhydroxytoluene (E321)

waanuailha

Gelatin, Sorbitol sorbitan solution, Glycerol, Titanium dioxide (E171), Purified water

6.2 ANl LNNUARIEN

Tusvaya

6.3 DEUBNEN

o

a?zmuﬁumﬂquumﬂnuzmﬂ

3
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6.4  WABAITIZIINLAMLUNTLALEN

AulofgungReIng 30 asAaadea

3

6.5  AnHMuAzdIUUTENAUIBIMTULLIIT
WENLARLADT (PVC/PCTFE/Aluminium) TUUENNTEAHIENAY 28 wAlgatix

U999Na89aL 112 wALgaily

66  Auwuzilumslaen

1 o v . dI v o - Y v v o qf
TuA9dumesen Xtandi InayAraduuananglaaviaylunisguayilas aannalnniseangnsueen
uaznasiaauinLlumy mice 81 Xtandi e1aLiuduns e nanIIRMLINITL06I08Y AFTHATIN
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Xtandi™ 40 mg
1. NAME OF THE MEDICINAL PRODUCT
Xtandi 40 mg
2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each soft capsule contains 40 mg of enzalutamide.

Excipient with known effect:
Each soft capsule contains 57.8 mg of sorbitol.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Soft capsule.
Opaque white to off-white oblong soft gel capsule, printed with “ENZ” in black ink.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Xtandi is indicated for:

e the treatment of adult men with metastatic hormone-sensitive prostate cancer (mHSPC)
(see section 5.1).

e the treatment of adult men with high-risk non-metastatic castration-resistant prostate cancer
(CRPC) (see section 5.1).

e the treatment of adult men with metastatic castration-resistant prostate cancer who are
asymptomatic or mildly symptomatic after failure of androgen deprivation therapy in whom
chemotherapy is not yet clinically indicated (see section 5.1).

e the treatment of adult men with metastatic castration-resistant prostate cancer whose disease
has progressed on or after docetaxel therapy.

4.2 Posology and method of administration

Posology
The recommended dose is 160 mg enzalutamide (four 40 mg capsules) as a single oral daily dose.

Medical castration with an LHRH analogue should be continued during treatment of patients not
surgically castrated.

If a patient misses taking Xtandi at the usual time, the prescribed dose should be taken as close as
possible to the usual time. If a patient misses a dose for a whole day, treatment should be resumed the
following day with the usual daily dose.

If a patient experiences a > Grade 3 toxicity or an intolerable adverse reaction, dosing should be
withheld for one week or until symptoms improve to < Grade 2, then resumed at the same or a reduced
dose (120 mg or 80 mg) if warranted.



Concomitant use with strong CYP2C8 inhibitors

The concomitant use of strong CYP2CS inhibitors should be avoided if possible. If patients must be
co-administered a strong CYP2C8 inhibitor, the dose of enzalutamide should be reduced to 80 mg
once daily. If co-administration of the strong CYP2CS inhibitor is discontinued, the enzalutamide dose
should be returned to the dose used prior to initiation of the strong CYP2CS inhibitor (see section 4.5).

Elderly
No dose adjustment is necessary for elderly patients (see sections 5.1 and 5.2).

Hepatic impairment
No dose adjustment is necessary for patients with mild, moderate, or severe hepatic impairment
(Child-Pugh Class A, B or C, respectively) (see section 5.2).

Renal impairment

No dose adjustment is necessary for patients with mild or moderate renal impairment (see section 5.2).
Caution is advised in patients with severe renal impairment or end-stage renal disease (see section
4.4).

Pediatric population
There is no relevant use of enzalutamide in the pediatric population in the indication of treatment of

adult men with castration-resistant prostate cancer and metastatic hormone-sensitive prostate cancer.

Method of administration

Xtandi is for oral use. The capsules should be swallowed whole with water, and can be taken with or
without food. Do not chew, dissolve or open. Enzalutamide should be taken at approximately the same
time every day.

4.3 Contraindications

Hypersensitivity to the active substance(s) or to any of the excipients listed in section 6.1. Women
who are or may become pregnant (see sections 4.6 and 6.6).

4.4 Special warnings and precautions for use

Risk of seizure
Use of enzalutamide has been associated with events of seizure (see section 4.8). Permanently
discontinue Xtandi in patients who develop a seizure during treatment.

Posterior Reversible Encephalopathy Syndrome

There have been rare reports of posterior reversible encephalopathy syndrome (PRES) in patients
receiving Xtandi (see section 4.8). PRES is a rare, reversible, neurological disorder which can present
with rapidly evolving symptoms including seizure, headache, confusion, blindness, and other visual
and neurological disturbances, with or without associated hypertension. A diagnosis of PRES requires
confirmation by brain imaging, preferably magnetic resonance imaging (MRI). Discontinuation of
Xtandi in patients who develop PRES is recommended.

Hypersensitivity

Hypersensitivity reactions manifested by symptoms including, but not limited to, face edema, tongue
edema, lip edema, pharyngeal edema, and rash have been observed with enzalutamide (see section 4.8).
Advise patients who experience any symptoms of hypersensitivity to discontinue enzalutamide and
promptly seek medical care.

Concomitant use with other medicinal products

Enzalutamide is a potent enzyme inducer and may lead to loss of efficacy of many commonly used
medicinal products (see examples in section 4.5). A review of concomitant medicinal products should
therefore be conducted when initiating enzalutamide treatment. Concomitant use of enzalutamide with
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medicinal products that are sensitive substrates of many metabolising enzymes or transporters (see
section 4.5) should generally be avoided if their therapeutic effect is of large importance to the patient,
and if dose adjustments cannot easily be performed based on monitoring of efficacy or plasma
concentrations.

Co-administration with warfarin and coumarin-like anticoagulants should be avoided. If Xtandi is
co-administered with an anticoagulant metabolised by CYP2C9 (such as warfarin or acenocoumarol),
additional International Normalised Ratio (INR) monitoring should be conducted (see section 4.5).

Renal impairment
Caution is required in patients with severe renal impairment as enzalutamide has not been studied in
this patient population.

Recent cardiovascular disease

The phase 3 studies excluded patients with recent myocardial infarction (in the past 6 months) or
unstable angina (in the past 3 months), New York Heart Association Class (NYHA) III or IV heart
failure except if Left Ventricular Ejection Fraction (LVEF) > 45%, bradycardia or uncontrolled
hypertension. This should be taken into account if Xtandi is prescribed in these patients.

Use with chemotherapy

The safety and efficacy of concomitant use of Xtandi with cytotoxic chemotherapy has not been
established. Co-administration of enzalutamide has no clinically relevant effect on the
pharmacokinetics of intravenous docetaxel (see section 4.5); however, an increase in the occurrence of
docetaxel-induced neutropenia cannot be excluded.

Excipients
Xtandi contains 57.8 mg sorbitol (E420) per soft capsule.

4.5 Interaction with other medicinal products and other forms of interaction

Potential for other medicinal products to affect enzalutamide exposures

CYP2C8 inhibitors

In a drug-drug interaction study in healthy volunteers, a single 160 mg oral dose of enzalutamide was
administered alone or after multiple oral doses of gemfibrozil (strong CYP2C8 inhibitor). Gemfibrozil
increased the AUC.inr of enzalutamide plus N-desmethyl enzalutamide by 2.2-fold with minimal
effect on Cmax. Co-administration of enzalutamide with strong CYP2CS inhibitors (e.g. gemfibrozil)
should be avoided if possible.

CYP3A4 inhibitors

In a drug-drug interaction study in healthy volunteers, a single 160 mg oral dose of enzalutamide was
administered alone or after multiple oral doses of itraconazole (strong CYP3A4 inhibitor).
Itraconazole increased the AUCo.ixsof enzalutamide plus N-desmethyl enzalutamide by 1.3-fold with
no effect on Cmax. No dose adjustment is necessary when enzalutamide is co-administered with
inhibitors of CYP3A4.

CYP2C8 and CYP3A4 inducers

In a drug-drug interaction study in healthy volunteers, a single 160 mg oral dose of enzalutamide was
administered alone or after multiple oral doses of rifampin (moderate CYP2CS and strong CYP3A4
inducer). Rifampin decreased the AUC.int of enzalutamide plus N-desmethyl enzalutamide by 37%
with no effect on Ciax. No dose adjustment is necessary when enzalutamide is co-administered with
inducers of CYP2C8 or CYP3A4.



Potential for enzalutamide to affect exposures to other medicinal products

Enzyme induction

Enzalutamide is a potent enzyme inducer and increases the synthesis of many enzymes and
transporters; therefore, interaction with many common medicinal products that are substrates of
enzymes or transporters is expected. The reduction in plasma concentrations can be substantial, and
lead to lost or reduced clinical effect. There is also a risk of increased formation of active metabolites.
Enzymes that may be induced include CYP3A in the liver and gut, CYP2B6, CYP2C9, CYP2C19, and
uridine 5’-diphospho-glucuronosyltransferase (UGTs - glucuronide conjugating enzymes). Some
transporters may also be induced, e.g. multidrug resistance-associated protein 2 (MRP2) and the
organic anion transporting polypeptide 1B1 (OATP1B1).

In vivo studies have shown that enzalutamide is a strong inducer of CYP3A4 and a moderate inducer
of CYP2C9 and CYP2C19. Co-administration of enzalutamide (160 mg once daily) with single oral
doses of sensitive CYP substrates in prostate cancer patients resulted in an 86% decrease in the AUC
of midazolam (CYP3A4 substrate), a 56% decrease in the AUC of S-warfarin (CYP2C9 substrate),
and a 70% decrease in the AUC of omeprazole (CYP2C19 substrate). UGT1A1 may have been
induced as well. In a clinical study in patients with metastatic CRPC, Xtandi (160 mg once daily) had
no clinically relevant effect on the pharmacokinetics of intravenously administered docetaxel

(75 mg/m? by infusion every 3 weeks). The AUC of docetaxel decreased by 12% [geometric mean
ratio (GMR) = 0.882 (90% CI: 0.767, 1.02)] while Crax decreased by 4% [GMR = 0.963 (90% CI:
0.834, 1.11)].

Interactions with certain medicinal products that are eliminated through metabolism or active transport
are expected. If their therapeutic effect is of large importance to the patient, and dose adjustments are
not easily performed based on monitoring of efficacy or plasma concentrations, these medicinal
products are to be avoided or used with caution. The risk for liver injury after paracetamol
administration is suspected to be higher in patients concomitantly treated with enzyme inducers.

Groups of medicinal products that can be affected include, but are not limited to:

Analgesics (e.g. fentanyl, tramadol)

Antibiotics (e.g. clarithromycin, doxycycline)

Anticancer agents (e.g. cabazitaxel)

Antiepileptics (e.g. carbamazepine, clonazepam, phenytoin, primidone, valproic acid)
Antipsychotics (e.g. haloperidol)

Antithrombotics (e.g. acenocoumarol, warfarin, clopidogrel)

Betablockers (e.g. bisoprolol, propranolol)

Calcium channel blockers (e.g. diltiazem, felodipine, nicardipine, nifedipine, verapamil)
Cardiac glycosides (e.g. digoxin)

Corticosteroids (e.g. dexamethasone, prednisolone)

HIV antivirals (e.g. indinavir, ritonavir)

Hypnotics (e.g. diazepam, midazolam, zolpidem)

Immunosuppressives (e.g. tacrolimus)

Proton pump inhibitors (e.g. omeprazole)

Statins metabolized by CYP3A4 (e.g. atorvastatin, simvastatin)

Thyroid agents (e.g. levothyroxine)

The full induction potential of enzalutamide may not occur until approximately 1 month after the start
of treatment, when steady-state plasma concentrations of enzalutamide are reached, although some
induction effects may be apparent earlier. Patients taking medicinal products that are substrates of
CYP2B6, CYP3A4, CYP2C9, CYP2C19, or UGT1A1 should be evaluated for possible loss of
pharmacological effects (or increase in effects in cases where active metabolites are formed) during
the first month of enzalutamide treatment, and dose adjustment should be considered as appropriate. In
consideration of the long half-life of enzalutamide (5.8 days, see section 5.2), effects on enzymes may
persist for one month or longer after stopping enzalutamide. A gradual dose reduction of the
concomitant medicinal product may be necessary when stopping enzalutamide treatment.
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CYPI1A2, CYP2CS substrates

Enzalutamide (160 mg once daily) did not cause a clinically relevant change in the AUC or Cpax of
caffeine (CYP1A2 substrate) or pioglitazone (CYP2CS8 substrate). The AUC of pioglitazone increased
by 20% while Crmax decreased by 18%. The AUC and Cax of caffeine decreased by 11% and 4%,
respectively. No dose adjustment is indicated when a CYP1A2 or CYP2CS substrate is co-
administered with enzalutamide.

P-gp substrates

In vitro data indicate that enzalutamide may be an inhibitor of the efflux transporter P-gp. A mild
inhibitory effect of enzalutamide, at steady-state, on P-gp was observed in a study in patients with
prostate cancer that received a single oral dose of the probe P-gp substrate digoxin before and
concomitantly with enzalutamide (concomitant administration followed at least 55 days of once daily
dosing of 160 mg enzalutamide). The AUC and Cpax of digoxin increased by 33% and 17%,
respectively. Medicinal products with a narrow therapeutic range that are substrates for P-gp (e.g.
colchicine, dabigatran etexilate, digoxin) should be used with caution when administered
concomitantly with enzalutamide and may require dose adjustment to maintain optimal plasma
concentrations.

BCRP substrates

Based on in vitro data, inhibition of breast cancer resistance protein (BCRP) cannot be excluded.
However, at steady-state, enzalutamide did not cause a clinically meaningful change in exposure to the
probe BCRP substrate rosuvastatin in patients with prostate cancer that received a single oral dose of
rosuvastatin before and concomitantly with enzalutamide (concomitant administration followed at
least 55 days of once daily dosing of 160 mg enzalutamide). The AUC of rosuvastatin decreased by
14% while Cnax increased by 6%. No dose adjustment is necessary when a BCRP substrate is co-
administered with Xtandi.

MRP2, OAT3 and OCTI substrates

Based on in vitro data, inhibition of MRP2 (in the intestine), as well as organic anion transporter 3
(OAT?3) and organic cation transporter 1 (OCT1) (systemically) cannot be excluded. Theoretically,
induction of these transporters is also possible, and the net effect is presently unknown.

Effect of food on enzalutamide exposures
Food has no clinically significant effect on the extent of exposure to enzalutamide. In clinical trials,
Xtandi was administered without regard to food.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential

There are no human data on the use of Xtandi in pregnancy and this medicinal product is not for use in
women of childbearing potential. This medicine may cause harm to the unborn child or potential loss
of pregnancy if taken by women who are pregnant (see sections 4.3, 5.3, and 6.6).

Contraception in males and females

It is not known whether enzalutamide or its metabolites are present in semen. A condom is required
during and for 3 months after treatment with enzalutamide if the patient is engaged in sexual activity
with a pregnant woman. If the patient engages in sexual intercourse with a woman of childbearing
potential, a condom and another form of birth control must be used during and for 3 months after
treatment. Studies in animals have shown reproductive toxicity (see section 5.3).

Pregnancy
Enzalutamide is contraindicated for use in pregnant women because the drug can cause fetal harm and

potential loss of pregnancy. Enzalutamide is not indicated for use in females. There are no human data
on the use of enzalutamide in pregnant women. In animal reproduction studies, oral administration of



enzalutamide in pregnant mice during organogenesis caused adverse developmental effects at doses
lower than the maximum recommended human dose (see sections 4.3, 5.3 and 6.6).

Breast-feeding
Enzalutamide is not indicated for use in females. There is no information available on the presence of

enzalutamide in human milk, the effects of the drug on the breastfed infant, or the effects of the drug
on milk production. Enzalutamide and/or its metabolites were present in milk of lactating rats (see
section 5.3).

Fertility
Animal studies showed that enzalutamide affected the reproductive system in male rats and dogs (see
section 5.3).

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. However,
there are some adverse events (such as seizure, amnesia, fatigue, memory impairment, cognitive
disorder, and disturbance in attention) associated with this product that may affect some patients'
ability to drive or operate machinery (see sections 4.4 and 4.8).

4.8 Undesirable effects

Summary of the safety profile
The most common adverse reactions are asthenia/fatigue, hot flush, hypertension, fracture and fall.
Other important adverse reactions include ischemic heart disease and seizure.

Seizure occurred in 0.5% of enzalutamide-treated patients, 0.2% of placebo-treated patients, and 0.3%
in bicalutamide-treated patients.

Rare cases of posterior reversible encephalopathy syndrome have been reported in enzalutamide-
treated patients (see section 4.4).

Tabulated summary of adverse reactions

Adverse reactions observed during clinical studies are listed below by frequency category. Frequency
categories are defined as follows: very common (> 1/10); common (> 1/100 to < 1/10); uncommon
(> 1/1,000 to < 1/100); rare (> 1/10,000 to < 1/1,000); very rare (< 1/10,000); not known (cannot be
estimated from the available data).

Table 1: Adverse reactions identified in controlled clinical trials and post-marketing

MedDRA System organ very common uncommon not known*

class common

Blood and lymphatic leucopenia,

system disorders neutropenia

Cardiac disorders ischemic heart

disease’
General disorders asthenia,
fatigue

Immune system disorders face edema**,
tongue edema***,
lip edema™****,
pharyngeal edema

Psychiatric disorders anxiety visual

hallucination




MedDRA System organ very common uncommon not known*
class common
Nervous system disorders headache, seizure* posterior
memory reversible
impairment, encephalopathy
amnesia, syndrome
disturbance in
attention,
dysgeusia,
restless legs
syndrome,
cognitive
disorder
Reproductive system and gynaecomastia
breast disorder
Vascular disorders hot flush,
hypertension
Skin and subcutaneous dry skin, rash,
tissue disorders pruritus severe skin
reactions®
Musculoskeletal and fracture!
connective tissue disorders
Injury, poisoning and fall
procedural complications
Gastrointestinal disorders nausea, vomiting,
diarrhea

* Spontaneous reports from post-marketing experience.
** Includes events of face edema and swelling face.

*** Includes events of swollen tongue and tongue edema.
**%* Includes events of lip swelling and lip edema.

¥ As evaluated by narrow SMQs of ‘Convulsions’ including convulsion, grand mal convulsion, complex partial
seizures, partial seizures, and status epilepticus. This includes rare cases of seizure with complications leading to
death.

1 As evaluated by narrow SMQs of ‘Myocardial Infarction” and ‘Other Ischemic Heart Disease’ including the
following preferred terms observed in at least two patients in randomized placebo-controlled phase 3 studies:
angina pectoris, coronary artery disease, myocardial infarctions, acute myocardial infarction, acute coronary
syndrome, angina unstable, myocardial ischaemia, and arteriosclerosis coronary artery.

I Includes all preferred terms with the word ‘fracture’ in bones.

§ As evaluated by narrow SMQ of ‘Severe Cutaneous Adverse Reactions’. Acute generalized exanthematous
pustulosis, dermatitis bullous, dermatitis exfoliative generalized, drug reaction with eosinophilia and systemic
symptoms, erythema multiforme, exfoliative rash, Stevens-Johnson syndrome (SJS), toxic epidermal necrolysis
(TEN), and toxic skin eruption have been reported in post-marketing cases.



Description of selected adverse reactions

Seizures

In controlled clinical studies, 24 patients (0.5%) experienced a seizure out of 4403 patients treated
with a daily dose of 160 mg enzalutamide, whereas four patients (0.2%) receiving placebo and one
patient (0.3%) receiving bicalutamide, experienced a seizure. Dose appears to be an important
predictor of the risk of seizure, as reflected by preclinical data, and data from a dose-escalation study.
In the controlled clinical studies, patients with prior seizure or risk factors for seizure were excluded.

In the 9785-CL-0403 (UPWARD) single-arm trial to assess incidence of seizure in patients with
predisposing factors for seizure (whereof 1.6% had a history of seizures), 8 of 366 (2.2%) patients
treated with enzalutamide experienced a seizure. The median duration of treatment was 9.3 months.

The mechanism by which enzalutamide may lower the seizure threshold is not known but could be
related to data from in vitro studies showing that enzalutamide and its active metabolite bind to and
can inhibit the activity of the GABA-gated chloride channel.

Ischemic Heart Disease
In randomized placebo-controlled clinical studies, ischemic heart disease occurred in 3.9% of patients
treated with enzalutamide plus ADT compared to 1.5% patients treated with placebo plus ADT.

4.9 Overdose

There is no antidote for enzalutamide. In the event of an overdose, treatment with enzalutamide should
be stopped and general supportive measures initiated taking into consideration the half-life of 5.8 days.
Patients may be at increased risk of seizures following an overdose.

S. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: hormone antagonists and related agents, anti-androgens, ATC code:
L02BB04

Mechanism of action

Prostate cancer is known to be androgen sensitive and responds to inhibition of androgen receptor
signalling. Despite low or even undetectable levels of serum androgen, androgen receptor signalling
continues to promote disease progression. Stimulation of tumour cell growth via the androgen receptor
requires nuclear localization and DNA binding. Enzalutamide is a potent androgen receptor signalling
inhibitor that blocks several steps in the androgen receptor signalling pathway. Enzalutamide
competitively inhibits androgen binding to androgen receptors, and consequently; inhibits nuclear
translocation of activated receptors and inhibits the association of the activated androgen receptor with
DNA even in the setting of androgen receptor overexpression and in prostate cancer cells resistant to
anti-androgens. Enzalutamide treatment decreases the growth of prostate cancer cells and can induce
cancer cell death and tumour regression. In preclinical studies enzalutamide lacks androgen receptor
agonist activity.

Pharmacodynamic effects

In a phase 3 clinical trial (AFFIRM) of patients who failed prior chemotherapy with docetaxel, 54% of
patients treated with enzalutamide, versus 1.5% of patients who received placebo, had at least a 50%
decline from baseline in PSA levels.

In another phase 3 clinical trial (PREVAIL) in chemo-naive patients, patients receiving enzalutamide
demonstrated a significantly higher total PSA response rate (defined as a > 50% reduction from
baseline), compared with patients receiving placebo, 78.0% versus 3.5% (difference = 74.5%,

p <0.0001).



In a phase 2 clinical trial (TERRAIN) in chemo-naive patients, patients receiving enzalutamide
demonstrated a significantly higher total PSA response rate (defined as a > 50% reduction from
baseline), compared with patients receiving bicalutamide, 82.1% versus 20.9% (difference = 61.2%,
p <0.0001).

In the MDV3100-09 clinical trial (STRIVE) of non-metastatic and metastatic CRPC, patients
receiving enzalutamide demonstrated a significantly higher total confirmed PSA response rate
(defined as a > 50% reduction from baseline) compared with patients receiving bicalutamide, 81.3%
versus 31.3% (difference = 50.0%, p < 0.0001).

In the MDV3100-14 clinical trial (PROSPER) of non-metastatic CRPC, patients receiving
enzalutamide demonstrated a significantly higher confirmed PSA response rate (defined as a > 50%
reduction from baseline), compared with patients receiving placebo, 76.3% versus 2.4% (difference =
73.9%, p <0.0001).

Clinical efficacy and safety

Efficacy of enzalutamide was established in three randomized placebo-controlled multicentre phase 3
clinical studies [MDV3100-14 (PROSPER), CRPC2 (AFFIRM), MDV3100-03 (PREVAIL)] of
patients with progressive metastatic prostate cancer who had disease progression on androgen
deprivation therapy [luteinising hormone-releasing hormone (LHRH) analogue or after bilateral
orchiectomy]. The PREVAIL study enrolled metastatic CRPC chemotherapy-naive patients; whereas
the AFFIRM study enrolled metastatic CRPC patients who had received prior docetaxel; and the
PROSPER study enrolled patients with non-metastatic CRPC. Additionally, efficacy in patients with
mHSPC was also established in one randomized, placebo-controlled multicentre phase 3 clinical study
[9785-CL-0335 (ARCHES)]. All patients continued on a LHRH analogue or had bilateral
orchiectomy.

In the active treatment arm, Xtandi was administered orally at a dose of 160 mg daily. In the four
clinical studies (ARCHES, PROSPER, AFFIRM and PREVAIL), patients received placebo in the
control arm and patients were allowed, but not required, to take prednisone (maximum daily dose
allowed was 10 mg prednisone or equivalent).

Changes in PSA serum concentration independently do not always predict clinical benefit. Therefore,
in the four studies it was recommended that patients be maintained on their study treatments until
discontinuation criteria were met as specified below for each study.

9785-CL-0335 (ARCHES) Study (patients with metastatic HSPC)

The ARCHES study enrolled 1150 patients with mHSPC randomized 1:1 to receive treatment with
enzalutamide plus ADT or placebo plus ADT (ADT defined as LHRH analogue or bilateral
orchiectomy). Patients received enzalutamide at 160 mg once daily (N = 574) or placebo (N = 576).
The demographic and baseline characteristics were well balanced between the two treatment groups.
The median age at randomization was 70 years in both treatment groups. Most patients in the total
population were Caucasian (80.5%); 13.5% were Asian and 1.4% were Black. The Eastern
Cooperative Oncology Group Performance Status (ECOG PS) score was 0 for 78% of patients and

1 for 22% of patients at study entry.

Radiographic progression-free survival (rPFS), based on independent central review, was the primary
endpoint defined as the time from randomization to the first objective evidence of radiographic disease
progression or death (due to any cause from time of randomization up until 24 weeks from study drug
discontinuation), whichever occurred first. Key secondary efficacy endpoints assessed in the study
were time to PSA progression, time to start of new antineoplastic therapy, PSA undetectable rate
(decline to < 0.2 ug/L), objective response rate (RECIST 1.1) based on independent review, and
overall survival. See Table 2 below.



Enzalutamide demonstrated a statistically significant 61% reduction in the risk of an rPFS event
compared to placebo [HR =0.39 (95% CI: 0.30, 0.50); p < 0.0001]. The median time to an rPFS event
was not reached in the enzalutamide plus ADT arm and was 19.0 months (95% CI: 16.6, 22.2) in the

placebo plus ADT arm (Table 2, Figure 1, Figure 2).

Table 2: Summary of efficacy results in patients treated
the ARCHES study (intent-to-treat analysis)

with either enzalutamide or placebo in

(N =574)

Enzalutamide plus ADT

Placebo plus ADT
(N =576)

Primary Endpoint

Radiographic Progression-free Survival

Number of events (%) 91 (15.9)

201 (34.9)

Median, months (95% CI)’ NR (NR, NR)

19.0 (16.6, 22.2)

Hazard ratio (95% CI)’

0.39 (0.30, 0.50)

P-value’

p <0.0001

Selected Secondary Endpoints

Overall Survival®

Number of events (%) 154 (26.8)

202 (35.1)

Median, months (95% CI)’ NR (NR, NR)

NR (49.7, NR)

Hazard ratio (95% CI)*

0.66 (0.53, 0.81)

P-value’

p <0.0001

Time to PSA Progression’

Number of events (%) 45 (7.8)

189 (32.8)

Median, months (95% CI) NR (NR, NR)

NR (16.6, NR)

Hazard ratio (95% CI)’

0.19 (0.13, 0.26)

P-value’

p <0.0001

Time to Start of New Antineoplastic Therapy

Number of events (%) 46 (8.0)

133 (23.1)

Median, months (95% CI)’ 30.2 (NR, NR)’

NR (21.1, NR)

Hazard ratio (95% CI)’

0.28 (0.20, 0.40)

P-value

p <0.0001

PSA Undetectable Rates

Patients with PSA detectable at

baseline 1

506

Patients with PSA undetectable

at baseline 63

70

Undetectable PSA during

treatment period 348/511 (68.1)

89/506 (17.6)

95% CI for rate (63.9,72.1)

(14.4,21.2)

Difference in rate (95% CI)’

50.5% (45.3, 55.7)

P-value

p < 0.0001

Objective Response Rate

Patients with measurable

disease at baseline, n 177

182

Number of events (%) 147 (83.1)

116 (63.7)

95% CI for rate (76.7, 88.3)

(56.3, 70.7)

Difference in rate (95% CI)’

19.3% (10.4, 28.2)

P-value

p <0.0001

NR = Not reached
Calculated using Brookmeyer and Crowley method.

RAE s

Stratified by volume of disease (low vs high) and prior docetaxel use (yes or no).

Based upon a pre-specified final analysis with data cutoff date of 28 May 2021.

PSA progression was defined as a > 25% increase and an absolute increase of > 2 pg/L above nadir.

While an estimate of the median time was provided for the enzalutamide plus ADT arm (30.2 months), this

estimate was not reliable as it resulted from an event observed in the only remaining patient at risk at
approximately 30 months, leading to a vertical drop at the end of the Kaplan-Meier curve.
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Figure 2: Forest plot of rPFS by pre-specified subgroup in ARCHES (intent-to-treat analysis)

At the pre-specified final analysis for overall survival, conducted when 356 deaths were observed, a
statistically significant 34% reduction in the risk of death was demonstrated in the group randomized
to receive enzalutamide compared with the group randomized to receive placebo [HR = 0.66, (95%
CI: 0.53; 0.81); p <0.0001]. The median time for overall survival was not reached in either treatment
group (Table 2, Figure 3, Figure 4).
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Figure 3: Kaplan-Meier curves of final overall survival in the ARCHES study (intent-to-treat
analysis)
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Figure 4: Forest Plot of final overall survival by subgroup analysis in the ARCHES study
(intent-to-treat analysis)

Enzalutamide demonstrated a statistically significant 81.0% reduction in the risk of PSA progression
compared with placebo [HR = 0.19 (95% CI: 0.13, 0.26); p < 0.0001]. The median time to PSA
progression (95% CI) was not reached for enzalutamide or placebo.

Enzalutamide demonstrated a statistically significant 72% reduction in risk of initiation of a new
antineoplastic therapy compared to placebo [HR = 0.28 (95% CI: 0.20, 0.40); p < 0.0001].

Enzalutamide significantly increased the rate of a PSA decline to an undetectable level (< 0.2 ug/L)
compared to treatment with placebo. The PSA undetectable rate was 68.1% for enzalutamide and
17.6% for placebo. The rate difference is statistically significant [50.5% (95% CI: 45.3, 55.7);

p <0.0001].

12



The objective response rate (calculated as percentage of patients with measurable disease at baseline
who achieved a complete or partial response in their soft tissue disease) was 83.1% for patients in the
enzalutamide treatment arm and 63.7% in the placebo arm. Enzalutamide demonstrated a statistically
significant 19.3% improvement in objective response rate compared to placebo.

ANZUP 1304 (ENZAMET) Study (patients with metastatic HSPC)

The ENZAMET study enrolled 1125 patients with mHSPC randomized 1:1 to receive treatment orally
once daily with enzalutamide 160 mg (N=563) or nonsteroidal anti-androgen (NSAA, N=562). All
patients in the trial received an LHRH analog or had a prior bilateral orchiectomy. Patients were
stratified by volume of disease (low vs high), concomitant antiresorptive therapy (yes vs no),
comorbidities (ACE-27: 0 to 1 vs 2 to 3) and planned use of a total of 6 cycles of docetaxel, of which
0-2 cycles were allowed before randomization (yes vs no). Patients were required to have confirmation
of metastatic prostate cancer by positive bone scan or metastatic lesions on CT or MRI scan. Patients
continued treatment until evidence of clinical progression via CT, MRI or whole body bone scan.

The following patient demographics and baseline characteristics were balanced between the two
treatment arms. The median age at randomization was 69 years in the enzalutamide group and 68
years in the NSAA group (treated with bicalutamide, nilutamide, or flutamide). The majority of
patients had an ECOG performance status score of 0 (72%) and a Gleason score of > 8 (58%). Forty-
eight percent (48%) of patients had a low volume of disease and 52% of patients had a high volume of
disease. High volume of disease is defined as metastases involving the viscera or, in the absence of
visceral lesions, there must be 4 or more bone lesions, at least 1 of which must be in a bony structure
beyond the vertebral column and pelvic bone. Ten percent (10%) of patients had concomitant
antiresorptive therapy; 75% had no or mild comorbidities (ACE-27 score of 0 to 1) and 45% had a
total of 6 cycles of docetaxel, of which 0-2 cycles were allowed before randomization.

At the time of primary analysis, median follow-up for OS was 33.8 months. The analysis demonstrated
a statistically significant 33% reduction in the risk of death for patients treated with enzalutamide
compared to conventional NSAA treatment [HR of 0.67 (95% CI: 0.52, 0.86); p = 0.0018] (Figure 5,
Figure 6).

At the time of final analysis, the median follow-up for OS was 68.2 months. The analysis
demonstrated a statistically significant 30% reduction in the risk of death for patients treated with
enzalutamide compared to conventional NSAA treatment [HR of 0.70 (95% CI: 0.58, 0.83);
p <0.0001] (Figure 7, Figure 8).
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Figure 5: Kaplan-Meier curves of interim overall survival in the ENZAMET study (intent-to-

treat analysis)
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Figure 6: Forest plot of interim overall survival by subgroup analysis in the ENZAMET study
(intent-to-treat analysis)
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Figure 7: Kaplan-Meier curves of final overall survival in the ENZAMET study (Intent-to-Treat
Analysis)
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Figure 8: Forest Plot of final overall survival by subgroup analysis in the ENZAMET study
(Intent-to-Treat Analysis)

MDV3100-14 (PROSPER) study (patients with non-metastatic CRPC)

The PROSPER study enrolled 1401 patients with asymptomatic, high-risk non-metastatic CRPC who
continued on androgen deprivation therapy (ADT; defined as LHRH analogue or prior bilateral
orchiectomy). Patients were required to have a PSA doubling time < 10 months, PSA > 2 ng/mL, and
confirmation of non-metastatic disease by blinded independent central review (BICR).

Patients with a history of mild to moderate heart failure (NYHA Class I or II), and patients taking

medicinal products associated with lowering the seizure threshold were allowed. Patients were
excluded with a previous history of seizure, a condition that might predispose them to seizure, or
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certain prior treatments for prostate cancer (i.e., chemotherapy, ketoconazole, abiraterone acetate,
aminoglutethimide and/or enzalutamide).

Patients were randomized 2:1 to receive either enzalutamide at a dose of 160 mg once daily (N = 933)
or placebo (N = 468). Patients were stratified by Prostate Specific Antigen (PSA) Doubling Time
(PSADT) (< 6 months or > 6 months) and the use of bone-targeting agents (yes or no).

The demographic and baseline characteristics were well-balanced between the two treatment arms.
The median age at randomization was 74 years in the enzalutamide arm and 73 years in the placebo
arm. Most patients (approximately 71%) in the study were Caucasian; 16% were Asian and 2% were
Black. Eighty-one percent (81%) of patients had an ECOG performance status score of 0 and 19%
patients had an ECOG performance status of 1.

Metastasis-free survival (MFS) was the primary endpoint defined as the time from randomization to
radiographic progression or death within 112 days of treatment discontinuation without evidence of
radiographic progression, whichever occurred first. Key secondary endpoints assessed in the study
were time to PSA progression, time to first use of new antineoplastic therapy (TTA), overall survival
(OS). Additional secondary endpoints included time to first use of cytotoxic chemotherapy and
chemotherapy-free survival. See results below (Table 3).

Enzalutamide demonstrated a statistically significant 71% reduction in the relative risk of radiographic
progression or death compared to placebo [HR =0.29 (95% CI: 0.24, 0.35), p < 0.0001]. Median MFS
was 36.6 months (95% CI: 33.1, NR) on the enzalutamide arm versus 14.7 months (95% CI: 14.2,
15.0) on the placebo arm. Consistent MFS results were also observed in all pre-specified patient sub-
groups including PSADT (< 6 months or > 6 months), demographic region (North America, Europe,
rest of world), age (< 75 or > 75), use of a prior bone-targeting agent (yes or no).

Table 3: Summary of efficacy results in the PROSPER study (intent-to-treat analysis)

Enzalutamide Placebo
N=933 N =468
Primary Endpoint
Metastasis-free survival
Number of Events (%) 219 (23.5) 228 (48.7)
Median, months (95% CI)’ 36.6 (33.1, NR) 14.7 (14.2,15.0)
Hazard Ratio (95% CI)? 0.29 (0.24, 0.35)
P-value’ p <0.0001
Key Secondary Efficacy Endpoints
Overall Survival
Number of Events (%) 288 (30.9) 178 (38.0)
Median, months (95% CI)’ 67.0 (64.0, NR) 56.3 (54.4, 63.0)
Hazard Ratio (95% CI)? 0.734 (0.608, 0.885)
P-value’ p=0.0011
Time to PSA progression
Number of Events (%) 208 (22.3) 324 (69.2)
Median, months (95% CI)’ 37.2 (33.1, NR) 3.9(3.8,4.0)
Hazard Ratio (95% CI)’ 0.07 (0.05, 0.08)
P-value’ p <0.0001
Time to first use of new antineoplastic therapy
Number of Events (%) 142 (15.2) 226 (48.3)
Median, months (95% CI)’ 39.6 (37.7, NR) 17.7 (16.2,19.7)
Hazard Ratio (95% CI)’ 0.21(0.17,0.26)
P-value’ p <0.0001

NR = Not reached.
1. Based on Kaplan-Meier estimates.
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2. HRis based on a Cox regression model (with treatment as the only covariate) stratified by PSA
doubling time and prior or concurrent use of a bone targeting agent. The HR is relative to placebo with
<1 favouring enzalutamide.

3. P-value is based on a stratified log-rank test by PSA doubling time (< 6 months, > 6 months) and prior
or concurrent use of a bone targeting agent (yes, no).

4. Based upon a prespecified interim analysis with data cutoff date of 15 Oct 2019.
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Figure 9: Kaplan-Meier Curves of metastasis-free survival in the PROSPER study (intent-to-
treat analysis)

At the final analysis for overall survival, conducted when 466 deaths were observed, a statistically
significant improvement in overall survival was demonstrated in patients randomized to receive
enzalutamide compared with patients randomized to receive placebo with a 26.6% reduction in risk of
death [hazard ratio (HR) = 0.734, (95% CI: 0.608; 0.885), p = 0.0011]. The median follow-up time
was 48.6 and 47.2 months for the enzalutamide and placebo groups, respectively. Thirty-three percent
of enzalutamide-treated and 65% of placebo-treated patients received at least one subsequent
antineoplastic therapy that may prolong overall survival.
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Figure 10: Kaplan-Meier Curves of overall survival in the PROSPER study (intent-to-treat
analysis)
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Enzalutamide demonstrated a statistically significant 93% reduction in the relative risk of PSA
progression compared to placebo [HR = 0.07 (95% CI: 0.05, 0.08), p < 0.0001]. Median time to PSA
progression was 37.2 months (95% CI: 33.1, NR) on the enzalutamide arm versus 3.9 months

(95% CI: 3.8, 4.0) on the placebo arm.

Enzalutamide demonstrated a statistically significant delay in the time to first use of new
antineoplastic therapy compared to placebo [HR = 0.21 (95% CI: 0.17, 0.26), p < 0.0001]. Median
time to first use of new antineoplastic therapy was 39.6 months (95% CI: 37.7, NR) on the
enzalutamide arm versus 17.7 months (95% CI: 16.2, 19.7) on the placebo arm.
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Figure 11: Kaplan-Meier curves of time to first use of new antineoplastic therapy in the
PROSPER study (intent-to-treat analysis)

MDV3100-09 (STRIVE) study (chemotherapy-naive patients with non-metastatic/metastatic CRPC)

The STRIVE study enrolled 396 non-metastatic or metastatic CRPC patients who had serologic or
radiographic disease progression despite primary androgen deprivation therapy who were randomized
to receive either enzalutamide at a dose of 160 mg once daily (N = 198) or bicalutamide at a dose of
50 mg once daily (N = 198). PFS was the primary endpoint defined as the time from randomization to
the earliest objective evidence of radiographic progression, PSA progression, or death on study.
Median PFS was 19.4 months (95% CI: 16.5, not reached) in the enzalutamide group versus

5.7 months (95% CI: 5.6, 8.1) in the bicalutamide group [HR = 0.24 (95% CI: 0.18, 0.32), p < 0.0001].
Consistent benefit of enzalutamide over bicalutamide on PFS was observed in all pre-specified patient
subgroups. For the non-metastatic subgroup (N = 139) a total of 19 out of 70 (27.1%) patients treated
with enzalutamide and 49 out of 69 (71.0%) patients treated with bicalutamide had PFS events

(68 total events). The hazard ratio was 0.24 (95% CI: 0.14, 0.42) and the median time to a PFS event
was not reached in the enzalutamide group versus 8.6 months in the bicalutamide group.
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Figure 12: Kaplan-Meier Curves of progression-free survival in the STRIVE study (intent-to-
treat analysis)

9785-CL-0222 (TERRAIN) study (chemotherapy-naive patients with metastatic CRPC)

The TERRAIN study enrolled 375 chemo- and antiandrogen-therapy naive patients with metastatic
CRPC who were randomized to receive either enzalutamide at a dose of 160 mg once daily (N = 184)
or bicalutamide at a dose of 50 mg once daily (N = 191). Median PFS was 15.7 months for patients on
enzalutamide versus 5.8 months for patients on bicalutamide [HR = 0.44 (95% CI: 0.34, 0.57),

p <0.0001]. Progression-free survival was defined as objective evidence of radiographic disease
progression by independent central review, skeletal-related events, initiation of new antineoplastic
therapy or death by any cause, whichever occurred first. Consistent PFS benefit was observed across
all pre-specified patient subgroups.

MDV3100-03 (PREVAIL) study (chemotherapy-naive patients with metastatic CRPC)

A total of 1717 asymptomatic or mildly symptomatic chemotherapy-naive patients were randomized
1:1 to receive either enzalutamide orally at a dose of 160 mg once daily (N = 872) or placebo orally
once daily (N = 845). Patients with visceral disease, patients with a history of mild to moderate heart
failure (NYHA Class I or II), and patients taking medications associated with lowering the seizure
threshold were allowed. Patients with a previous history of seizure or a condition that might
predispose to seizure and patients with moderate or severe pain from prostate cancer were excluded.
Study treatment continued until disease progression (evidence of radiographic progression, a skeletal-
related event, or clinical progression) and the initiation of either a cytotoxic chemotherapy or an
investigational agent, or until unacceptable toxicity.

Patient demographics and baseline disease characteristics were balanced between the treatment arms.
The median age was 71 years (range 42-93) and the racial distribution was 77% Caucasian, 10% Asian,
2% Black and 11% other or unknown races. Sixty-eight percent (68%) of patients had an ECOG
performance status score of 0 and 32% patients had an ECOG performance status of 1. Baseline pain
assessment was 0-1 (asymptomatic) in 67% of patients and 2-3 (mildly symptomatic) in 32% of
patients as defined by the Brief Pain Inventory Short Form (worst pain over past 24 hours on a scale of
0 to 10). Approximately 45% of patients had measurable soft tissue disease at study entry, and 12% of
patients had visceral (lung and/or liver) metastases.

Co-primary efficacy endpoints were overall survival and radiographic progression-free survival
(rPFS). In addition to the co-primary endpoints, benefit was also assessed using time to initiation of
cytotoxic chemotherapy, best overall soft tissue response, time to first skeletal-related event, PSA
response (> 50% decrease from baseline), time to PSA progression, and time to FACT-P total score
degradation.
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Radiographic progression was assessed with the use of sequential imaging studies as defined by
Prostate Cancer Clinical Trials Working Group 2 (PCWG2) criteria (for bone lesions) and/or
Response Evaluation Criteria in Solid Tumors (RECIST v 1.1) criteria (for soft tissue lesions).
Analysis of rPFS utilized centrally-reviewed radiographic assessment of progression.

At the pre-specified interim analysis for overall survival when 540 deaths were observed, treatment
with enzalutamide demonstrated a statistically significant improvement in overall survival compared
to treatment with placebo with a 29.4% reduction in risk of death [HR = 0.71, (95% CI: 0.60; 0.84),
p <0.0001]. An updated survival analysis was conducted when 784 deaths were observed. Results
from this analysis were consistent with those from the interim analysis (Table 4). At the updated
analysis 52% of enzalutamide-treated and 81% of placebo-treated patients had received subsequent
therapies for metastatic CRPC that may prolong overall survival.

A final analysis of 5-year PREVAIL data showed a statistically significant increase in overall survival
was maintained in patients treated with enzalutamide compared to placebo [HR = 0.835, (95% CI:
0.75, 0.93); p-value = 0.0008] despite 28% of patients on placebo crossing over to enzalutamide. The
5-year OS rate was 26% for the enzalutamide arm compared to 21% for the placebo arm.

Table 4: Overall Survival of Patients Treated with Either Enzalutamide or Placebo in the
PREVAIL Study (Intent-to-Treat Analysis)

Enzalutamide Placebo
(N =872) (N = 845)
Pre-specified interim analysis
Number of deaths (%) 241 (27.6%) 299 (35.4%)

Median survival, months (95% CI)

32.4 (30.1, NR)

30.2 (28.0, NR)

P-value?

p <0.0001

Hazard ratio (95% CI)”

0.71 (0.60, 0.84)

Updated survival analysis

Number of deaths (%)

368 (42.2%)

416 (49.2%)

Median survival, months (95% CI)

35.3(32.2, NR)

31.3(28.8, 34.2)

P-value?

p = 0.0002

Hazard ratio (95% CI)”

0.77 (0.67, 0.88)

S-year survival analysis

Number of deaths (%) 689 (79) 693 (82)
Median survival, months (95% CI) 35.5(33.5, 38.0) 31.4(28.9, 33,8)
P-value® p =0.0008

Hazard ratio (95% CI)” 0.835 (0.75, 0.93)

% P-value is derived from an unstratified log-rank test.

® Hazard ratio is derived from an unstratified proportional hazards model. Hazard ratio < 1 favours enzalutamide.
NR, not reached.
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Figure 13: Kaplan-Meier Curves of Overall Survival Based on 5-year Survival Analysis in the
PREVAIL Study (Intent-to-Treat Analysis)
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Figure 14: 5-year Overall Survival Analysis by Subgroup: Hazard Ratio and 95% Confidence
Interval in the PREVAIL Study (Intent-to-Treat Analysis)

At the pre-specified rPFS analysis, a statistically significant improvement was demonstrated between
the treatment groups with an 81.4% reduction in risk of radiographic progression or death [HR = 0.19
(95% CI: 0.15, 0.23), p < 0.0001]. One hundred and eighteen (14%) enzalutamide-treated patients and
321 (40%) of placebo-treated patients had an event. The median rPFS was not reached (95% CI: 13.8,
not reached) in the enzalutamide-treated group and was 3.9 months (95% CI: 3.7, 5.4) in the placebo-
treated group (Figure 15). Consistent rPFS benefit was observed across all pre-specified patient
subgroups (e.g., age, baseline ECOG performance, baseline PSA and LDH, Gleason score at diagnosis,
and visceral disease at screening). A pre-specified follow-up rPFS analysis based on the investigator
assessment of radiographic progression demonstrated a statistically significant improvement between
the treatment groups with a 69.3% reduction in risk of radiographic progression or death [HR = 0.31
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(95% CI: 0.27, 0.35), p < 0.0001]. The median rPFS was 19.7 months in the enzalutamide group and
5.4 months in the placebo group.

Radiographic Progression-Free Survival (%)

107 Enzalutamide (N = 832)  Median NR Hazard ratio = 0.19
g [ Placebo (N=801)  Median 3.9 months  95% Cl (0.15, 0.23), p < 0.0001
1 | 1 L 1 ]
0 3 6 9 12 15 18 21
Patients at risk Months
Enzalutamide 832 501 240 119 32 5 1 0
Placebo 801 280 65 12 2 0 0 0

At the time of the primary analysis there were 1633 patients randomized.

Figure 15: Kaplan-Meier Curves of Radiographic Progression-Free Survival in the PREVAIL
Study (Intent-to-Treat Analysis)

In addition to the co-primary efficacy endpoints, statistically significant improvements were also
demonstrated in the following prospectively defined endpoints.

The median time to initiation of cytotoxic chemotherapy was 28.0 months for patients receiving
enzalutamide and 10.8 months for patients receiving placebo [HR = 0.35 (95% CI: 0.30, 0.40),
p <0.0001].

The proportion of enzalutamide-treated patients with measurable disease at baseline who had an
objective soft tissue response was 58.8% (95% CI: 53.8, 63.7) compared with 5.0% (95% CI: 3.0, 7.7)
of patients receiving placebo. The absolute difference in objective soft tissue response between
enzalutamide and placebo arms was [53.9% (95% CI: 48.5, 59.1), p <0.0001]. Complete responses
were reported in 19.7% of enzalutamide-treated patients compared with 1.0% of placebo-treated
patients, and partial responses were reported in 39.1% of enzalutamide-treated patients versus 3.9% of
placebo-treated patients.

Enzalutamide significantly decreased the risk of the first skeletal-related event by 28% [HR = 0.72
(95% CI: 0.61, 0.84), p < 0.0001]. A skeletal-related event was defined as radiation therapy or surgery
to bone for prostate cancer, pathologic bone fracture, spinal cord compression, or change of
antineoplastic therapy to treat bone pain. The analysis included 587 skeletal-related events, of which
389 events (66.3%) were radiation to bone, 79 events (13.5%) were spinal cord compression,

70 events (11.9%) were pathologic bone fracture, 45 events (7.6%) were change in antineoplastic
therapy to treat bone pain, and 22 events (3.7%) were surgery to bone.

Patients receiving enzalutamide demonstrated a significantly higher total PSA response rate (defined
as a > 50% reduction from baseline), compared with patients receiving placebo, 78.0% versus 3.5%
(difference = 74.5%, p < 0.0001).
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The median time to PSA progression per PCWG2 criteria was 11.2 months for patients treated with
enzalutamide and 2.8 months for patients who received placebo [HR = 0.17 (95% CI: 0.15, 0.20),
p <0.0001].

Treatment with enzalutamide decreased the risk of FACT-P degradation by 37.5% compared with
placebo (p < 0.0001). The median time to degradation in FACT-P was 11.3 months in the
enzalutamide group and 5.6 months in the placebo group.

CRPC?2 (AFFIRM) study (patients with metastatic CRPC who previously received chemotherapy)

The efficacy and safety of enzalutamide in patients with metastatic castration-resistant prostate cancer
who had received docetaxel and were using a LHRH analogue or had undergone orchiectomy were
assessed in a randomized, placebo-controlled, multicentre phase 3 clinical trial. A total of

1199 patients were randomized 2:1 to receive either enzalutamide orally at a dose of 160 mg once
daily (N = 800) or placebo once daily (N =399). Patients were allowed but not required to take
prednisone (maximum daily dose allowed was 10 mg prednisone or equivalent). Patients randomized
to either arm were to continue treatment until disease progression (defined as confirmed radiographic
progression or the occurrence of a skeletal-related event) and initiation of new systemic antineoplastic
treatment, unacceptable toxicity, or withdrawal.

The following patient demographics and baseline disease characteristics were balanced between the
treatment arms. The median age was 69 years (range 41-92) and the racial distribution was 93%
Caucasian, 4% Black, 1% Asian, and 2% Other. The ECOG performance score was 0-1 in 91.5% of
patients and 2 in 8.5% of patients; 28% had a mean Brief Pain Inventory score of > 4 (mean of
patient’s reported worst pain over the previous 24 hours calculated for seven days prior to
randomization). Most (91%) patients had metastases in bone and 23% had visceral lung and/or liver
involvement. At study entry, 41% of randomized patients had PSA progression only, whereas 59% of
patients had radiographic progression. Fifty-one percent (51%) of patients were on bisphosphonates at
baseline.

The AFFIRM study excluded patients with medical conditions that may predispose them to seizures
(see section 4.8) and medicinal products known to decrease the seizure threshold, as well as clinically
significant cardiovascular disease such as uncontrolled hypertension, recent history of myocardial
infarction or unstable angina, New York Heart Association class III or IV heart failure (unless ejection
fraction was > 45%), clinically significant ventricular arrhythmias or AV block (without permanent
pacemaker).

The protocol pre-specified interim analysis after 520 deaths showed a statistically significant
superiority in overall survival in patients treated with enzalutamide compared to placebo (Table 5 and
Figures 16 and 17).

Table 5: Overall Survival of Patients Treated with Either Enzalutamide or Placebo in the
AFFIRM Study (Intent-to-Treat Analysis)

Enzalutamide (N = 800) Placebo (N = 399)
Deaths (%) 308 (38.5%) 212 (53.1%)
Median survival (months) (95% CI) 18.4 (17.3, NR) 13.6 (11.3, 15.8)
P-value® p <0.0001
Hazard ratio (95% CI)° 0.63 (0.53, 0.75)

 P-value is derived from a log-rank test stratified by ECOG performance status score (0-1 vs. 2) and mean
pain score (< 4 vs. > 4).

®Hazard ratio is derived from a stratified proportional hazards model. Hazard ratio < 1 favours enzalutamide
NR, not reached.
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Figure 16: Kaplan-Meier Curves of Overall Survival in the AFFIRM Study (Intent-to-Treat
Analysis)
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Figure 17: Overall Survival by Subgroup in the AFFIRM Study — Hazard Ratio and 95%
Confidence Interval
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In addition to the observed improvement in overall survival, key secondary endpoints (PSA
progression, radiographic progression-free survival, and time to first skeletal-related event) favoured
enzalutamide and were statistically significant after adjusting for multiple testing.

Radiographic progression-free survival as assessed by the investigator using RECIST v1.1 for soft
tissue and appearance of 2 or more bone lesions in bone scan was 8.3 months for patients treated with
enzalutamide and 2.9 months for patients who received placebo [HR = 0.40 (95% CI: 0.35, 0.47),

p <0.0001]. The analysis involved 216 deaths without documented progression and 645 documented
progression events, of which 303 (47%) were due to soft tissue progression, 268 (42%) were due to
bone lesion progression and 74 (11%) were due to both soft tissue and bone lesions.

Confirmed PSA decline of 50% or 90% were 54.0% and 24.8%, respectively, for patients treated with
enzalutamide and 1.5% and 0.9%, respectively, for patients who received placebo (p < 0.0001). The
median time to PSA progression was 8.3 months for patients treated with enzalutamide and

3.0 months for patients who received placebo [HR = 0.25 (95% CI: 0.20, 0.30), p < 0.0001].

The median time to first skeletal-related event was 16.7 months for patients treated with enzalutamide
and 13.3 months for patients who received placebo [HR = 0.69 (95% CI: 0.57, 0.84), p < 0.0001]. A
skeletal-related event was defined as radiation therapy or surgery to bone, pathologic bone fracture,
spinal cord compression, or change of antineoplastic therapy to treat bone pain. The analysis involved
448 skeletal-related events, of which 277 events (62%) were radiation to bone, 95 events (21%) were
spinal cord compression, 47 events (10%) were pathologic bone fracture, 36 events (8%) were change
in antineoplastic therapy to treat bone pain and 7 events (2%) were surgery to bone.

Elderly
Of the 4403 patients in the controlled clinical trials who received enzalutamide, 3451 patients (78%)

were 65 years and over and 1540 patients (35%) were 75 years and over. No overall differences in
safety or effectiveness were observed between these elderly patients and younger patients.

5.2 Pharmacokinetic properties

Enzalutamide is poorly water soluble. In this product, the solubility of enzalutamide is increased by
caprylocaproyl macrogolglycerides as emulsifier/surfactant. In preclinical studies, the absorption of
enzalutamide was increased when dissolved in caprylocaproyl macrogolglycerides.

The pharmacokinetics of enzalutamide have been evaluated in prostate cancer patients and in healthy
male subjects. The mean terminal half-life (ti,) for enzalutamide in patients after a single oral dose is
5.8 days (range 2.8 to 10.2 days), and steady state is achieved in approximately one month. With daily
oral administration, enzalutamide accumulates approximately 8.3-fold relative to a single dose. Daily
fluctuations in plasma concentrations are low (peak-to-trough ratio of 1.25). Clearance of
enzalutamide is primarily via hepatic metabolism, producing an active metabolite that is equally as
active as enzalutamide and circulates at approximately the same plasma concentration as
enzalutamide.

Absorption
Maximum plasma concentrations (Cmax) of enzalutamide in patients are observed 1 to 2 hours after

administration. Based on a mass balance study in humans, oral absorption of enzalutamide is estimated
to be at least 84.2%. Enzalutamide is not a substrate of the efflux transporters P-gp or BCRP. At
steady state, the mean Cax values for enzalutamide and its active metabolite are 16.6 ng/mL (23%
coefficient of variation [CV]) and 12.7 pug/mL (30%CV), respectively.

Food has no clinically significant effect on the extent of absorption. In clinical trials, Xtandi was
administered without regard to food.

Distribution

The mean apparent volume of distribution (V/F) of enzalutamide in patients after a single oral dose is
110 L (29% CV). The volume of distribution of enzalutamide is greater than the volume of total body
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water, indicative of extensive extravascular distribution. Studies in rodents indicate that enzalutamide
and its active metabolite can cross the blood brain barrier.

Enzalutamide is 97% to 98% bound to plasma proteins, primarily albumin. The active metabolite is 95%
bound to plasma proteins. There was no protein binding displacement between enzalutamide and other
highly bound drugs (warfarin, ibuprofen and salicylic acid) in vitro.

Biotransformation

Enzalutamide is extensively metabolized. There are two major metabolites in human plasma:
N-desmethyl enzalutamide (active) and a carboxylic acid derivative (inactive). Following single oral
administration of '*C-enzalutamide 160 mg, plasma samples were analyzed for enzalutamide and its
metabolites up to 77 days post dose. Enzalutamide, N-desmethyl enzalutamide, and a major inactive
carboxylic acid metabolite accounted for 88% of the '*C-radioactivity in plasma, representing 30%,
49%, and 10%, respectively, of the total *C-AUC.int.

Enzalutamide is metabolized by CYP2CS and to a lesser extent by CYP3A4/5 (see section 4.5), both
of which play a role in the formation of the active metabolite. /n vitro, N-desmethyl enzalutamide is
metabolized to the carboxylic acid metabolite by carboxylesterase 1, which also plays a minor role in
the metabolism of enzalutamide to the carboxylic acid metabolite. Carboxylesterase 2 does not appear
to play a role in the metabolism of either enzalutamide or N-desmethyl enzalutamide. N-desmethyl
enzalutamide was not metabolized by CYPs in vitro.

Under conditions of clinical use, enzalutamide is a strong inducer of CYP3A4, a moderate inducer of
CYP2C9 and CYP2C19, and has no clinically relevant effect on CYP2C8 (see section 4.5).

Elimination
The mean apparent clearance (CL/F) of enzalutamide in patients ranges from 0.520 and 0.564 L/h.

Following oral administration of '*C-enzalutamide, 84.6% of the radioactivity is recovered by 77 days
post dose: 71.0% is recovered in urine (primarily as the inactive metabolite, with trace amounts of
enzalutamide and the active metabolite), and 13.6% is recovered in faeces (0.39% of dose as
unchanged enzalutamide).

In vitro data indicate that enzalutamide is not a substrate for OATP1B1, OATP1B3, or OCT1; and
N-desmethyl enzalutamide is not a substrate for P-gp or BCRP.

In vitro data indicate that enzalutamide and its major metabolites do not inhibit the following
transporters at clinically relevant concentrations: OATP1B1, OATP1B3, OCT2, or OATI.

Linearity

No major deviations from dose proportionality are observed over the dose range 40 to 160 mg. The
steady-state Cpin values of enzalutamide and the active metabolite in individual patients remained
constant during more than one year of chronic therapy, demonstrating time-linear pharmacokinetics
once steady-state is achieved.

Renal impairment

No formal renal impairment study for enzalutamide has been completed. Patients with serum
creatinine > 177 pmol/L (2 mg/dL) were excluded from clinical studies. Based on a population
pharmacokinetic analysis, no dose adjustment is necessary for patients with calculated creatinine
clearance (CrCL) values > 30 mL/min (estimated by the Cockcroft and Gault formula). Enzalutamide
has not been evaluated in patients with severe renal impairment (CrCL < 30 mL/min) or end-stage
renal disease, and caution is advised when treating these patients. It is unlikely that enzalutamide will
be significantly removed by intermittent haemodialysis or continuous ambulatory peritoneal dialysis.

Hepatic impairment
The pharmacokinetics of enzalutamide were examined in subjects with baseline mild (N = 6),
moderate (N = 8), or severe (N = 8) hepatic impairment (Child-Pugh Class A, B or C, respectively)
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and in 22 matched control subjects with normal hepatic function. Following a single oral 160 mg dose
of enzalutamide, the AUC and Cn.x for enzalutamide in subjects with mild impairment increased by
5% and 24%, respectively, the AUC and Cpax of enzalutamide in subjects with moderate impairment
increased by 29% and decreased by 11%, respectively, and the AUC and Cpax of enzalutamide in
subjects with severe impairment increased by 5% and decreased by 41%, respectively, compared to
healthy control subjects. For the sum of unbound enzalutamide plus the unbound active metabolite, the
AUC and Cpax in subjects with mild impairment increased by 14% and 19%, respectively, the AUC
and Cax in subjects with moderate impairment increased by 14% and decreased by 17%, respectively,
and the AUC and Cnax in subjects with severe hepatic impairment increased by 34% and decreased by
27%, respectively, compared to healthy control subjects.

Race

Most patients in the randomized clinical studies (> 75%) were Caucasian. Based on pharmacokinetic
data from studies in Japanese and Chinese patients with prostate cancer, there were no clinically
relevant differences in exposure among the populations. There are insufficient data to evaluate
potential differences in the pharmacokinetics of enzalutamide in other races.

Elderly
No clinically relevant effect of age on enzalutamide pharmacokinetics was seen in the elderly

population pharmacokinetic analysis.
53 Preclinical safety data

In a 6-month study in transgenic rasH2 mice, enzalutamide did not show carcinogenic potential
(absence of neoplastic findings) at doses up to 20 mg/kg per day (AUC,4, 317 pg.h/mL), which
resulted in plasma exposure levels similar to the clinical exposure (AUC,q;, 322 pg.h/mL) in mCRPC
patients receiving 160 mg, daily. Daily oral dosing of rats with enzalutamide at 10 to 100 mg/kg for

2 years increased the incidence of neoplastic findings (compared to control) that were considered
related to the primary pharmacology of enzalutamide. These included benign thymoma, fibroadenoma
in the mammary glands, and benign Leydig cell tumors in the testes in males; benign granulosa cell
tumor in the ovaries in females; and adenoma in the pars distalis of the pituitary in both sexes. In
addition, urothelial papilloma and carcinoma of urinary bladder in male rats were observed at the

100 mg/kg/day dose and were considered secondary to the irritation caused by the increased urinary
crystal/calculi, which is known to occur in rodent species. Leydig cell tumors in rats are generally not
considered relevant to humans based on experience with other anti-androgens. The human relevance of
thymoma, pituitary adenoma and fibroadenoma in rats is unclear, but a potential relevance cannot be
ruled out. The exposure levels (based on AUC) achieved in this study, for enzalutamide and its
metabolites, M1 and M2, in rats were less than or similar to those in prostate cancer patients at the
recommended dose of enzalutamide.

Enzalutamide did not induce mutations in the bacterial reverse mutation (Ames) assay, was non-
mutagenic, non-clastogenic in mammalian cells, and non-genotoxic iz vivo in mice. Enzalutamide
did not induce phototoxicity in cultured mammalian cells.

Enzalutamide could cause fetal harm when administered to a pregnant woman based on its
mechanism of action and embryo-fetal toxicity observed in mice. Based on nonclinical findings in
repeat-dose toxicology studies, which were consistent with the pharmacological activity of
enzalutamide, male fertility may be impaired by treatment with enzalutamide. In studies in mice

(4 weeks), rats (4 and 26 weeks), and dogs (4, 13, and 39 weeks), changes in the reproductive organs
associated with enzalutamide were decreases in organ weight with atrophy of the prostate and
epididymis.

In a pharmacokinetic study in pregnant rats with a single oral 30 mg/kg enzalutamide administration
on gestation day 14, enzalutamide and/or its metabolites were present in the fetus at a Cax that was
approximately 0.3 times the concentration found in maternal plasma and occurred 4 hours after
administration.
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Following a single oral administration in lactating rats on postnatal day 14, enzalutamide and/or its
metabolites were present in milk at a Ciax that was 4 times higher than concentrations in the plasma
and occurred 4 hours after administration.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Capsule contents
Caprylocaproyl macrogolglycerides, Butylhydroxyanisole (E320), Butylhydroxytoluene (E321)

Capsule shell
Gelatin, Sorbitol sorbitan solution, Glycerol, Titanium dioxide (E171), Purified water

6.2 Incompatibilities
Not applicable.
6.3 Shelf life

The expiration date is indicated on the packaging.

6.4 Special precautions for storage
Store below 30°C
6.5 Nature and contents of container

Cardboard wallet incorporating a PVC/PCTFE/Aluminium blister of 28 soft capsules. Box of 112 soft
capsules.

6.6 Instructions for use and handling

Xtandi should not be handled by persons other than the patient or his caregivers. Based on its
mechanism of action and embryo-fetal toxicity observed in mice, Xtandi may harm a developing fetus.
Women who are or may become pregnant should not handle damaged or opened Xtandi capsules
without protection, e.g., gloves. See section 5.3 Preclinical safety data. Do not chew, dissolve or open
the capsules.

Keep out of reach of children.
Manufactured by :

Catalent Pharma Solutions, LLC

St. Petersburg, FL 33716, USA
Imported by :

Astellas Pharma (Thailand) Co., Ltd.
Bangkok, Thailand

Revision date: September 2023
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