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Xtandi Huavalag195u:
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o nsinmNziRRangnuNinszaz luunwInszaneNi A N@ssgaluy luymAsianaanenig

SneAENIIAIUEesiuy (99a1e 5.1)
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pasvaNIAzeNglaentisaniuanlgnaussunisdugl (strong inhibitor) tewlau CYP2C8 w1n
gihaaniTupeslaansniu avsaanunnn enzalutamide 1 80 Haan3N Juaz 1 A iannslaen
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Class A, B 4198 C mauansv) (giae 5.2)
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TugilaeNENLAAIDINNIENIEMININ95NEN



' dl ¥ ' o/ o/ ‘ﬂl o/ a ¥
ﬂQN@’mq?Lﬂ’ﬂﬁN@N@\mun@\?ﬂﬂL@UWﬂ@ULﬂuﬂﬂﬁliﬂ

H3aeuueNINIeInIsiangueINsEeNanesaudseniauinauulngle (PRES) Tuytlas
o ¥ . o ¥ - ~ 4 vy .
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81119 PRES vihlagnnstiuguntaninananieanesdemdslais magnetic resonance imaging (MRI)

wuziilungalaen Xtandi lwythenEuuananguaIns PRES

n1zniladiu

UffsengRlanuuaneenlanaisainislianiaiiesainisunuon auuan AUnuan Aeves
dI dJ v v ) o v ° v v

LanuariuLAsianUlnainnislaen enzalutamide (e 4.8) wuziimganislaen

enzalutamide uazlaFunisguanisnisunnaiui luytbeniainisninzgilafulatinig
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N9 LN RIINiLIEN AL

Enzalutamide 1luansnszsuieulanniinauss (potent enzyme inducer) asanaanissAnHaT81

1 v
o

M8 4.5) fetiuatsnunaueigilaelanawlunig
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o

o e a¥ @ 4
Al NinIg 119N 191919 (AFaaeNeh
SnIAqeIen enzalutamide  Tasialiuan AsuanaeNn17lEeN enzalutamide 2aNAUEN A laRanIg
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ARTUANLAENNTT IentsaniuennnsniEu Laveaunsuifareiae nnlgnslaseasanaeaun

Fu N3 Xtandi sauiugmunisudsinaeadanngninunuelaalaaiaulan CYP2CY (1w ans

W34 1170 acenocoumarol) RBINNNTRAANNAN International Normalised Ratio (INR) (@ﬁqsﬂ'ﬂ 4.5)
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enzalutamide Tuyilaanguil

Tspvinlauazvaanaaaninelang luuiu
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d - d o dn¥e ¥ z d v
wananIsANEIMIeAATNszazd 3 GelaAngihaniniazaaliilaanainnisnm Taun edniog
vy ! o 4 2 . L o 4
nassiaialang (lutad 6 HeaunEILNn), Welainaidumnanwuuliaad (1ug09 3 ineniinn
1), dnnaziialaaumaniieylu New York Heart Association Class (NYHA) 11l 4139 IV intouniil

Left Ventricular Ejection Fraction (LVEF) > 45%, iniazvialamuanvzanassulaingauuy

v v 1
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pouAn e dsziiusanannansnumrsinunfansanmindnisdslaen Xtandi Tugilaemanil

N3 laganiuLAR 11T

d9luiindnguuanstlszdnsuauazannuilasnizreanislaen Xtandi soniuaitdaifiveme
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AR N171EN enzalutamide TNHNATNIALIAINNARLINAANATAA LA ARTIA98 docetaxel N
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NNRBALABAAT (A4 4.5) aenglafimunisiinauasnsiiannzaaanaatin insilang

Amanen docetaxel luanunsnsnaanille

piaeinludAny
Xtandi sznaumng sorbitol (E420) yilaandifyuimieiugnssuinanvesiuan luainnsanune

V\lﬁ;ﬂi‘vm (fructose intolerance) Tu@as sl
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A = ' o . 4
gNNA1ANLARDTEAL enzalutamide TuLanga

g9iETEd CYP2CS
NN SuRIRTENIzIeen Tuananainsganing Tnanislu enzalutamide 2unm 160 Ha@n3x

Y o« o = a = Yoo ¥ § i v o s
AfuRealnansfuLsennuiasainien wselumasainnnslu gemfibrozil (engugiaeuls

Ao £ o Y ! ‘ e g ¥ e ¥

CYP2C8 Nilanau) Inen1siuszniunaieass wuen gemfibrozil vinluinunlansw (AUC,,) 184
enzalutamide UAN7 U N-desmethyl enzalutamide WNTY 2.2 1911 WANNALANUEEABAINNLUNYY
gean (C,.) vniduldlamasuaniaeenasu enzalutamide saniuendudaaulan CYP2C8 Nigya

max

9N (LU gemfibrozil)
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eN7IETLEN CYP3A4

nsANESuRIRTENIzaaen Tuananainsganing Tnanislu enzalutamide 2unm 160 Ha@n3w
> = o = a 2 ¥ o ¥ o o <

pFumenlnansfulsnuinesaiianeg vealumdsainnisy itraconazole (endiugiaanlas

CYP3A4 Nidlqnausd) Taennsiulssniunanaads wuan itraconazole M luuilanaaw (AUC,, )

2 v

194 enzalutamide 1N N-desmethyl enzalutamide WxAL1.3 11 WA THANARDANINTUGIGA
o o Y d 0¥ ey ¥

(C,,,) wanfdumastfuaunaiialaen enzalutamide s9nALEUEY CYP3A4
2N7INTEBU CYP2C8 uaz CYP3A4
nsAnEduRsisanIzNen luanaasinsgan g laenislv enzalutamide 1u1A 160 AAANTH

> o = a a = Yo ¥ . ¥ -
AFmgatansfulssnuiesniiaibag vealumasainnis rifampin (a1nseeueulay CYP2CS
Pt NNaNe uaz CYP3A4 NgMaws) tnanisfudssniumananis wuan rifampin vinluiuile
n3 W (AUC,, ) 199 enzalutamide 1anmi N-desmethyl enzalutamide anas 37% wh ludname

ANANTUGIER (C, ) Iuadunesfuauinaiiialaen enzalutamide sanfiuanfingsnu

CYP2CS8 vi7a CYP3A4

811 enzalutamide 81adNARBIL ALY IUAEATBIENE]

nanseeew e
Enzalutamide Lﬂumﬂizﬁ;umu%uﬁﬁqmﬁLLNLL@:Lﬁum@zﬁ“\uﬂm:m@ﬂGﬁuLL@:ﬁqﬁﬁmmwmmﬁm
FatiiRIAIANNIAzNAfUAITFa A UL UanasngaTud U IANTa e w mNYTaANUN 4981 NNTARAINN

wrauIessn lunatanatnnsai Annad AyuazinlignisgoyidaviseanasnesilscAnsnanis

aa = = o X < o ¥ v
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I?T‘]JLLmﬁ']VLm, CYP2B6, CYP2C9, CYP2C19 waz uridine 5'-diphospho-glucuronosyltransferase
(UGTSs - glucuronide conjugating enzymes) Tilsfiu P-gp iasananagnnazaulamuiusuvissy
UNRILIAUATE L1 multidrug resistance-associated protein 2 (MRP2), breast cancer resistance

protein (BCRP) L% the organic anion transporting polypeptide 1B1 (OATP1B1)

N19ANEI in vivo wansliiingn enzalutamide luennsznuenlan CYP3A4 NHgnaus waziduen

nszuienlan CYP2C9 uaz CYP2C19 Nlnnalunane nasluen enzalutamide (160 Haaniu Ju
:l/ ' o o dl s :j/ = o ¥ o [~1 '

az1 %) saunuduaemnhaesaulan CYP afumaalasnisfullszniulugihauzifamangnuuin
R A , . & de

wana i nuilnns naesen midazolam (FUARNUBI CYP3A4) ARAY 86%, WL AN naed S-

warfarin (fUdLANU83a CYP2C9) anad 56% waziuil lnnsnees omeprazole (FUgimnaag

CYP2C19) anad 70% UGT1AT gnnsauaaeiauiu nsansmisadinluyiianziianangnisin

1 v

STEZUNINIZANENARAANNTINEIALNITANUEDTINY (metastatic CRPC) w191 Xtandi (160

o o

AANSN Auay 1 A5 TURNANINE1DIN AR TN ABLN A TAaUANERT898N docetaxel I lnnauann

z2)

wanm (75 Faaniuiwms’ Tnanisuaaanmn 3 4Uanu) Auilansnaesen docetaxel anas 12%

v

[geometric mean ratio (GMR) = 0.882 (129A9NNLTR31 90%: 0.767, 1.02)] TutndeNAnNaNa L

494m (C,,,) 9083 4% [GMR = 0.963 (mqmmﬁ@ﬁu 90%: 0.834, 1.11)]

max

1 1
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AR AUENAUNNNNARBENAINTINNILNBHUNLEATNYTANITLIBNIA A ULL TN A9

1 [

(active transport) AIAYNAIRATULA WNEANIIFNEITRsE A IRRANNE AT NINRaY e LAy

v v

AgUsuILN At ludNIaNT LN ta AL AT RARINLIT AN AN TSN UTATL AL AN LN

w32 TUNANANN ATVANIAEINIT MaNwaTuvTe AN AN TEIATEde ANNLARNARNNTLNALEL
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adlenal

nauenfianaladunanszny laun

® ussmiUam (Lsﬂlu fentanyl, tramadol)

L m;ﬂwﬁﬁw (L°Ijlu clarithromycin, doxycycline)

o puNzis (m'u cabazitaxel)

® enfudn (L‘ﬂlu carbamazepine, clonazepam, phenytoin, primidone, valproic acid)

® nfnulsman (lfﬂlu haloperidol)

L HﬂgﬂuﬂﬂiLLﬂdﬁ')ﬂJ@dLaﬂm (L‘ﬂlu acenocoumarol, warfarin, clopidogrel)

® Betablockers (Lﬂjlu bisoprolol, propranolol)

® Calcium channel blockers (L°ﬁu diltiazem, felodipine, nicardipine, nifedipine, verapamil)
® Cardiac glycosides (L‘ﬂlu digoxin)

® (Corticosteroids (lfﬁlu dexamethasone, prednisolone)

® epulada HIV (113 indinavir, ritonavir)

® ¢ naaNlTEan (11U diazepam, midazolam, zolpidem)

v 1
a o

® NANNANNU (LU tacrolimus)
® Proton pump inhibitors (L1 omeprazole)

® :nqu Statins Aigniunualad Tner CYP3A4 (11 atorvastatin, simvastatin)

e inmlnseam (19U levothyroxine)
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ANANNINIWNNINIEAUIEY enzalutamide azdialuiainnaunaazinislaan luastlszunn 1
N Ut VR S v o o 'y
IPEUTILATUATUN TN NI WeTNEALIAYNIINTWTBIEN lUNANEN AT (steady-state) Benlaf
tao‘ v 1 v - 1 v ‘;/ v Yo tﬂl v tﬂl o s

FNgNE lNInszAuLNetwetanans wiuneuiunila  yihanlganiduduammaeenlas
CYP2B6, CYP3A4, CYP2CY, CYP2C19 ¥3a UGT1A1T maslaiunisdsviiunisannuidulylanas

= = = a X yn? PPN A La o X '
grudenanandaingn (ivenaatainaulalunsainansuuwnue lanndgnaiaiaan) usemang
TIUABBLINTBINITNHIAE enzalutamide UAzAITHNIIRANTUNUTLIUIATBIENFNAIN
WHNZAN IHaNAN304197 enzalutamide BURANATITRALNY (5.8 14, ATR99 5.2) HATDILGS
enlanenanseguuaellan 1 heu vFauIuNINIEAINIIE R lEeI enzalutamide N19UFuAR

Al '

111AL2387 PN UAYeEN9T0 a1alAvNATudeng AN N A enzalutamide

TUAANTBIOW 7T CYP1A2 uaz CYP2C8

Enzalutamide (160 #a@aniu duaz1 af) luiduatmelwfanisulasundasiinassesmepatinae

v v

W lang W (AUC) WTaauaINIugedn (C, ) 904 caffeine (fuaanaas CYP1A2) 1158

pioglitazone (fugANUa CYP2C8) N lansn (AUC) 289 pioglitazone WANTU 20% Muuniei

2 2

AINHLINIUEGIRA (C

v v

AnAd 18% Nuilangn (AUC) uazAinat1naIugagn (C ) 194 caffeine

max) max)

AN 11% WAz 4% fnanau ludsvy lneesliuaueaiieladuammaeseulan CYP1A2 wia

CYP2CS8 99uMLEN enzalutamide

TUAANYEN P-gp

AANNISANEN in vitro 1BYAN 1AST1IN enzalutamide anauTusnduds P-gp Tadusiaduaiaan ua

194 enzalutamide faduaEnaas P-gp felulagnilszidiulaedsnisAnm in vivo aenalsfinia
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nelpan1aznislaniapatin enzalutamide a1aiiusiansenuaes P-gp IALKNUN1INILAU nuclear
pregnane receptor (PXR) &1l 199n13ineAuauLazidududimnaas P-gp (111 colchicine,

Y v 1

dabigatran etexilate, digoxin) A3slaA%EANNTZIRIEdulalVIINAL enzalutamide KWAZBIARBY

v

v v v

uaumeiainwansanauesen lunatasn ey lussdunmunzas

TUABNYAS BCRP, MRP2, OAT3 4az OCT1

INNITANSA in vitro miﬁu&i BCRP Lay MRP2 (Gluz‘i”]ifg) AABAAU organic anion transporter 3
(OAT3) WAz organic cation transporter 1 (OCT1) (F19nne) lugnunsnsaeanlile iesain
lumanguiusrenadeoudulllsfifanisnssquiahassnvaniiuazdlimsutwagnad

a dg{
NAUL

NATBNRIUIARTLALIEIN enzalutamide

g luilnanAdtina el @Aty ne1FuntiszAuen enzalutamide N1IANHINIIARTNTIANNG

1319811 Xtandi TagrluATianiannung
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asiglunnazanadymsla (Women of childbearing potential)

a ~

Tufveyalunyeeiaaiunisla Xtand luasadassn wazlulwlzetluassneraiiymsla eniiana

a =

wudunmananisnluassnizaatani luianndlulllanazaondanisianssnvinlaenluassa

CYREY

A33N (9¥n18 4.3, 5.3, LAY 6.6)

N19ANNEA TN AT LAY

Tufreyaen enzalutamide uazanswunualaszesenwyluinegasely asneslageenewnsiy
szmnnanglaen waslugng 3 aunaudin1sinunanen enzalutamide wngLadwAGNRUEAL
a < ¥ v o "o a = ¥ v °o o ¥ o
AlsalAIsn uaznngthalnaduiusiuassnenadiynsle aasguniinlaglageenseaundavie
o a ¥ aad ' > ' 2 o o = o °
ANNEAALERRW sereenislaeuazliae 3 heun1endan1sine n1sAne ludnannaed

wass WU WL AN ITUA BAR Iz ULALIWWG (A1n10 5.3)

NN9FNATIN

v v

wulaen enzalutamide TUgFTHATININIIZENRINIIONSUATILAANITN IUATIALAZ AN T1E

a =

pouiuli/lafiazgoudanisiingsn g1 enzalutamide Tuizeualaluass Tulveyalunyeeineaiy

CYREY

nslaen enzalutamide Tuassdingsn NsANEszULAURUG ludRInaaasiaanisluen

v 1 1
o o o

enzalutamide Taennsfulsznulumy mice NNNAIFIMesEsagszneNIzasNednziinNanis

WERAUNATIIW AN T AEULEINgga luayee (918 4.3, 5.3 uas 6.6)
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Tuveusladmiunislaen enzalutamide luass Tulzayaniswuen enzalutamide lurdnunges

1 1 v v

NYE], HATRNENAINIINTINNATLATLNNUN, YTRHATDIEIABNITATINUIUN WLEN enzalutamide

waz/visaansumualan ununaasysm (giane 5.3)

N1948 35U NUS
n9AnE ludnaneaadnanaluiiiuangn enzalutamide ﬁmammwu%uﬁuﬁq Tunianuazgriainay

(A28 5.3)
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193)8431AUANLABAE

Id e ! Idl Y o 2 1 Id 1 . v o a
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a o0 o

g9, NITANUAN 9N uazan a9 luielszasnauignAty lawn avniiatnfniunisiug wazniog

o

@ A a o
LN?’IL@@@I‘HWQHQIVI?W@W’]

nsdniintulugaeilaiunisinuaceen enzalutamide 0.5% Watulugianlaiunisinmaog

amaan 0.1% waziinaulugiaeiladunisineacesn bicalutamide 0.3%
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v

n13fNEIALEEN enzalutamide (A%R18 4.4)

p1319asilannisluiilscan

v 1 1 1

ANNNNTANHINNARRNUAENIFANHIZUNANUAINT NN LT AIAAIANT1LE AIATUAINTI L

[l
[ %

UszinnaiuAND Al wuuesNin (very common = 1/10); wu'laues (common = 1/100 D

< 1/10); wuluues (uncommon = 1/1,000 24 < 1/100); wu'lawes (rare = 1/10,000 24 < 1/1,000);

v 1

WLIWRENN (very rare < 1/10,000); lunsu (luanunsadszanmmnuinisiinainaeyainil)

A1599 1 N5 LNNNLSERIANUAIENISANHINNIIARUNULILAILAN WASUAINIFIN

AMUUE

FTUUDVLISAN WUURYNIN wulauas wuluuas Tunsu*
MedDRA System

ANNNEALUNRYD Aazidaaen
v

STULIAAALAY PIUBEILNL

¥ .

UNNAD NNIZLAALABA
2719137 N INAFN

ANNNEALUNRUD T2Ai7laam

iala Aen'

ANRALNRATR 1 Tuuga,

AnLINAE
ANNHALNFYRY ML
a‘:uugﬁéuﬁu UL
FuUnuaue
ARVIAEILINN

ANNNRALUNANI9AR ANNIA WUNINAA D1
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ANEALINATR Unndswy ANEALING NNeINIILEDY
sruulszann AHATLNNIB ANUNNITL] ANBIAIUNAY
= o o/ ¥ o/ dl o/
NNE@BANNAN | NN9EN BNAUNNALLTU
YNPRND Unile
N35UTAEALUNR
NQNeINITUNeY
Tuga
ANNNEALUNFAYD Rt R NS
FLULAURUFUAZLEN LN ATl
23
ANHALNAYD9 BINFIAULLINY
UADALADA PINNALIATINGS
ANNNEALUNFYRY HLIN HuLAg
Rovilanazitiaitiale AINITAU Ugnzemng
PLVIS Havileniinmnies
4 §
MUK
ANNNEALUNFAUD N9ZANLAN ﬁ/ﬂl
NAaNLHe Nazan
R
LAZLUB LRI
ANFUNALEL N9z | AN
LAZNIVZLNINED LS
NABATIUNNT
ANEALNRAUBY paula
a = & al
FLULNAURINNG ALY NBILAL

* 91ENUNAINITVNATNUNE
*IUUANITUNUILAN (face edema) BAZLIINTVLN (swelling face)
% 9OUIMBNNITULIINTRY (swollen tongue) WAZAULIAN (tongue edema)

R 90JMBINNINALIINTITHELIN (lip swelling) wagndinwuau (lip edema)

¥ a7 nn19Lss A8 EN1IALMNLLL narrow SMQs ‘AN3dn (Convulsions)’ $98N13EN (convulsion), A3Eniiasa

LLUULﬂ%ﬁLL@tﬂ?:I{]ﬂ (grand mal convulsion), A3FNRNIENLLILINAER (complex partial seizures), A3dnanIEn
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N oA . ) o oA ) ) o o a o ! o e & i
WUUNAR (partial seizures), WATN1FTNADLLUAN (status epilepticus) LL@%E\‘]?QNT—nﬂﬂmuqiﬂﬁﬂqﬁ‘L@ﬁmqmsﬁQWﬂiﬂ

v

RYald

" a1nn13ssiiumAqeiBnnsANUILLIL narrow SMQs ‘AMaznansiilasialanng (Myocardial Infarction)’ ke’

' v

Tsarialaa1m@en@u (Other Ischemic Heart Disease)’ 39881019 WUUUUNANTRA angina, lsAvaandanialsuis,
i d’l % i 3 o = o % A = o
Maznauietialanne, naznanaiileilamalReunau, n1azvalearnldenRuuNal (acute coronary
= ¥ YA X ¥ L A - aa
syndrome), a1 siauminenuuuluasi (angina unstable), nauiieatialaensiden, uazvaesiaenialsuismy
(arteriosclerosis coronary artery) fewulugiagiagnauat 2 §18 AINNNIANHITEELN 3 WLLQN AILIANAIEIR

naan

¥ 9% preferred terms NNANN NIzANUAN FNNNAIU

o

§ P ¥ . ' v a ::4' , '~ a
ANNMTUTEAUAEATNNTAUMILLIL narrow SMQ ‘8113 luiaLssgaaniaion INTULTY NUINAIILNUNTLAA

ﬁuawumﬁqmqmﬂﬁﬂuwﬁu (acute generalized exanthematous pustulosis), Havlaan@LNNes (dermatitis

bullous), HantldniaungaaaniiuNuiaganie (dermatitis exfoliative generalized), ﬂﬁﬁ?ﬁmiwmqmﬁﬁﬂu

Aianazilia@ena19mia Eosinophil gananinfiuazeinisifiafiasanie (drug reaction with eosinophilia and

' '
o

. A Ao P o % . A a
systemic symptoms), mu‘wwmmgﬂLmu‘tmmﬂmm WL %78 ANUN (erythema multiforme), NURINUVQARDN

v v
a o

wluess (exfoliative rash), ﬂqumq:ﬁﬂﬁﬁ“&mmmixuugmﬂmumumummmqmﬂﬁmmafmﬁq WAZADLED

q

o o ) X od oo ¥ o -
Wanyedaaznielunie [Stevens-Johnson syndrome (SJS)], Nsugaganzediilaitianiiarinnsiiiesanniaas

ANeRNA@NTAE [toxic epidermal necrolysis (TEN)], uaziuRauieniia toxic skin eruption Tuytaanaanisng

ANUUNE

o a Id N
ﬂﬁ’ﬂﬁuqﬁl’ﬂﬁﬂqﬁ‘iﬂv\l\?ﬂﬁ%@\‘iﬂ
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N340

NIANEINNARTNULLAYLIAN ;;ﬂ'qa 22 718 (0.5%) mm;ﬂthmu 4168 T laFuen
enzalutamide 160 AaANIH Suaz 1 AFe WU ‘lumm:ﬁ'éﬂf;ﬂﬁigi”umu@ﬂnwumﬁﬂ 3 98l
(0.1%) LL@ZéﬂQﬂﬁiga‘/‘Uﬂ’] bicalutamide Wun19n 1 912 (0.3%) %ﬂ;ﬂaw‘?\mfﬁﬁﬂl,l,@x%mg@mn

NN9ANE dose-escalation WuAaLIALTUANNENdAtuRaANEEsIaziiansdn Tae

=2 aa ¥ o o ¥ dl = o A o Azll a o
ﬂ’]ﬁ‘ﬁﬂﬂ’mq\‘}ﬂ@uﬂLLUUﬂQU@NiﬂW’]ﬂW?ﬂ@EﬂQﬂWLﬂﬂﬂﬂqﬁ‘ﬂﬂﬂﬁ“ﬂﬂﬁ@@ﬂL@ﬂ\‘iﬂqﬁ‘mﬂﬂ’]ﬁ‘ﬂﬂ’ﬂ’ﬂﬂ

NN3ANTI 9785-CL-0403 (UPWARD) WLUNGHLALA (single-arm) Lﬁ@ﬂa‘uﬁu@qﬂammjmmma?l,ﬁm

¥ o 1

[ %

nsdnlugthanifadu@asnanisfianisdniduinauilos (predisposing factor) (1.6% Hilszdn
n3dn) wunsdnlugilos 8 918 (2.2%) angilaslaiuan enzalutamide a9 366 918 ANTDE

299981 UNINEAR 9.3 theu

fylunauianaln?ien enzalutamide 8128ATAUAMNNUABNNTEN WABNANEUDINLIIDLAAIN

' v
a o o o

nN19AN in vitro Nuaneiiuanen enzalutamide uazansinunualanninns Auuazduganig

NM9uLesTeInan lsatiin GABA-gated
Izpsialawnmiaan

RINNNIANHINARENULILGNALANAEMAEN, Kilaelafuen enzalutamide LanAL ADT ifin

Tsavialaanniaen 3.7% wraumauiu 1.5 % lugthanlaiuavaanuoniu ADT

18



49  nmslASULNLAUAUIR

Tufenunfiwdminen enzalutamide winlafueifinaun asvgalaen enzalutamide wazlunng
FneuuulsrAudspedlnafiansninmINA AT AT INIAL 5.8 41 yiaaenallpanuidesiay

a o 49{ dl = i a
Lﬂﬂﬂ’]ﬁ‘Tﬂq@ﬂluLNﬂNﬂWﬁ‘iﬂ]ﬂ’}Lﬂu“lluqﬂ

5. AMANTANIULNFTINEN
51 amusuimmandawamans
Pharmacotherapeutic group: hormone antagonists and related agents, anti-androgens, ATC

code: LO2BB04

nalnnisaangna

Wunnsuiuauziiinengnuuinlapauaulnsaulas A UANEIAaN19E LN 1TAIATY LU

Fofunanlasiau uianszduwaulnsauluaenazanvizaas luszaun luaunsonadnla nsas

v v
e =

Fynunauaessafuleulasiauideinlmianisaniivlieeclss nsnsyaunisasyaessaanauiile
HUAFULeUIATIALABIRNAEN1T U AN lTaAAsA (nuclear localization)  WATANAURL

AL 81 enzalutamide Wuansdiudansasdryyinaesinfuueulnsiauningnaussdelafuannig

'
o

asdryryrnuressiaiuueulnsaulunanaduneu Inaeneangmadudamenisuasduiuieuingaun

v 1 v v v

Fofunenlngiau asNadUSINIIARE UL NG HALARATDIFA NG NNILEUIAT UATTUENHATA

v v
o o

MFUNYNNIEAULAIALAB WO UNINFFLILEUIATIAUTLAZ UAAIIANNININ (overexpression) WAL
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FIAR mL?\im@uqnumnﬁu%ﬁ@mmmmu@uimmu n1glaen enzalutamide @Z@ﬂﬂ’]?ﬂ?‘ﬂ&l‘ﬂ‘ﬂ\‘i
FIAR mﬁ‘mm@pumn mmmﬂ?x@uﬁmmmmﬁqmﬂ LL@Zﬂ‘ﬂuLﬁ‘ﬂ@ﬂ“ﬂuW@@\‘i ﬂ’]ﬁ‘ﬁﬂ‘]ﬂ"Wl’NW?‘

ARNNLANEN enzalutamide ludgnailusiansznu (agonist) Miafuuaulngiay

NANILNATNAAEBIT

NINAAEININARTENIzEzh 3 (AFFIRM) lugilhananiasainnisineasiaiiinginaosen docetaxel

Yo
o

WU 54% 2edtheninuacy enzalutamide wWeauiiauiy 1.5% wedgiaeilaiuamaen &

I b2

SLALLAURAIRUT AN AL AAAIANNTLAL FUAURLINIUDE 50%

anuilinnameasanieadtinezazy 3 (PREVAIL) lugileluealaiuanadiiniie yienlaiuen

enzalutamide WAANARIINIIADLAUDITBINIDALBTINNAFININBENNTIANATY (MNNBAININ >

1 2
a

50% AAANAINANEHNAY) 11U 78.0% Wanauiugthanlafuauaan 3.5% (ANNWANANY =

74.5%, p< 0.0001)

NNINAaINIIAaTNszesh 2 (TERRAIN) luyiaeluimslafuanaiitngs gilaanladuen

enzalutamide meﬁmqmmmmu@wmﬁLfamLfaﬁwngqnmﬂmaﬁﬁmﬁﬁﬁm (MNNgAIN0N >

1 2
a

50% AAANAINANENAY) 1AL 82.1% Wanauiugilaalafuen bicalutamide 20.9% (A1

WEINENN = 61.2%, p < 0.0001)

N19NAABINIAALN MDV3100-09 (STRIVE) Elugﬂqmzﬁ*maugﬂumna‘mxiuLm‘;mmfmLLm@zm

1 v

LLW?ﬂ?Zﬂ’]ﬂﬁa’ﬂ mﬂmﬁﬂ‘mmammmamiuumm%m enzalutamide LAANARTINITADLAURIUA

20



1 1 1 ¥

WL@@Lﬂﬁwngqrm@mqﬁﬁmﬁqﬁm (MNNEIAINNIN > 50% AARIANNATBHAL) NI 81.3% 1l

Wiauiuyaeilafuen bicalutamide 31.3% (AMNWANGNT = 50.0%, p < 0.0001)

N1INAKBINIAALN MDV3100-14 (PROSPER) ‘lu;&ﬂwmﬁ*ammﬂn‘wmmzmiuLLW@mmmﬁﬁ@

AAN9INI ﬂfJﬂﬂW?ﬁlﬁuﬂ‘ﬂﬁ‘IﬂJuﬁiﬂ%‘/ﬂH’? enzalutamide L& mﬁmmm@mmumﬁumﬁmm LYNUNA

'
[ a

A998 WABHAIATY (MUNUAINIT > 50% ARRIANAIBNAW) WL 76.3% Wamauiuyileed

TA5UENUARN 2.4% (ANNWANANY = 73.9%, p < 0.0001)

192 ANTNALAZANLABANENINARUN

1/92AN3NAU9EN enzalutamide MWFUNN9EUT AN 3 N19ANEN [MDV3100-14 (PROSPER),
CRPC2 (AFFIRM) uaz MDV3100-03 (PREVAIL)] #tilun AN meaaings ez 3 LUUgs mLns
pasienuaen Mnlunanadue  lukithauzdmangnuunnszazunsnszanandnisaiiuliaeslsen

uaziinlaAgnanaINnIsinEaenisanaesinuLeulngau [419M8lAs9A919AA Y LHRH 1178

v v

WAL IAFUNNIFAS MRS 2 979] NM9ANEI PREVAIL Suadaseilhansiianaugnuuinseey

1 v

' =& o ¥ i =y ! Yo o o = =
LL‘Wﬁ‘ﬂﬁ‘t"ﬂ’]ﬂ‘V]ﬂ‘ﬂﬁl‘ﬂﬂ’]ﬁ‘ﬁ‘ﬂ‘]ﬂf’]ﬁflﬂﬂ’]ﬁ‘[ﬂ’]uﬂﬂﬂﬂu‘ﬂiﬂLﬂﬁliﬂﬁ“i_lﬂ’?l,m\l‘]_l’]‘]_lﬁ TuanennigsAnen

1 v

AFFIRM FUgslAsy1aen s 5anangnuuIngsasunanazaneinenanaineAeni s uaas i
wmelaFuen docetaxel HNaU uAENNIANEY PROSPER Fuainsyilanziianangnuninszvesly
' dldgl ' o ¥ ¥ i dg/ a a ¥ < '
WNsNITANENAeReN1TNEIAfEN1TAMUERs NY wanantlsrannaluylienzifenangnuNin
' o ' K o oo A o =
srezunsnszateniAu lanaaesluutings (mHSPC) felafunistinuduann 1 nsAnwn [9785-CL-
0335 (ARCHES)] Tailun1sfnmnieadtinesazi 3 uuugu AsLANAeaIaan vinlunaiedus

v

ihaisunndaaslaiuansidinssaseaaie LHRH vi3aladunissindnimnsyia 2 11
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nauilaiunisinwnseeeangns lafuen Xtandi 160 Haanin duaz 1 A Inani9fulszniu

v
o

¥I9@N13ANE1 (ARCHES, PROSPER, AFFIRM waz PREVAIL) yilelunqueouanlaiuavaanuas

1 Y v
=

aun3n’lamen prednisolone saxmntla (IWALNgIgAReTuNaU R MRS prednisolone 10

q @

o A =

NAANTN VTamgLm)

A Yo ~ Ao Al A ! 7= <
NNUag Ul asAN NN UTAINLD AL slusﬁ?llL‘Wﬂ\?'ﬂﬂq\?LﬂﬂQ1N@qu?ﬂﬁqﬁﬂ’]?ma\?ﬂigﬁiﬂsﬂqu\?

v v
o o

an A w e w? o d e o a¥Y L Y oY '
patinfazlaiulaanell AniuiadnisdnenasuuziinugiaediaslafuenilalunisAnmaunan

@1::1:11’1mmmmmqmmmuﬁizuiﬁmumwﬂ\mmzﬂf]iﬁmm

N9AN1 9785-CL-0335 (ARCHES) (§ilagiugiiusiaugnininsseizuningzaeninax lasaansluy

117177

AM3AN®I ARCHES ﬁ*‘umﬂméﬂqwzL?qﬁfaqumm:ﬂmwéﬂizmﬂ'ﬁ'ﬁmmlf;ﬁ@a@ﬁuuﬁqﬁm
AU 1150 318 éﬂqaigﬁ*um@zg‘ugwﬁmqéqu 1:1 Wnlpulszmuen enzalutamide uanify ADT
viseenuaanuaniu ADT (ADT MANEIANNUINENTTITIAT9EI9ARE LHRH Visennafasnimesia 2
%’N) éﬂqaigi"uﬂi:wﬁuﬂ’] enzalutamide 160 HaAN3N fuaz 1 AK (AU = 574 3181) YiTRL1UADN
(AU91 = 576 918))

FnniennamutlssansAans Lz AN reslsAli BumusEang 2 ﬂ@jumﬁm:mﬁmmmu@@
éf]ﬁﬁﬂgmmmmqﬁigmnmia;'mﬁfa 704 %mmﬂ@;umﬁﬂm ;:Jﬂfmm'qﬂmﬁﬁﬂﬂizﬂmm%wm
AdemAnaLEen (80.5%): 108l 13.5% waziann 1.4% saBuaunsinemuaa ECOG

performance status score 11U 0 Tuglae 78% uazimnaiu 1 Tugiae 22%
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angilguniRenissenTiniaelmAanniaiinllluwid@inen (PFS) Inelanisdsuidiugann
' a 4‘ ' dl o ! KX A S o ’f.’/ °o a
AUNAWIALBA9E TIMHNLAININAINANTIINNIIgNAURIHNNTEUTUATIuINTRIN sA LT L8

Tsataanslaansiuuas ¥3eRNIRLTIR (AMNANURTARRINAINIATIINNIGNAUNTETINAINEA

[
1%

nsluenliuans 24 dilanu) uaaueamenisulafinluneu qagfvRagiuanaaaInaaziianig
' Sa¥ T o v

gnanzeslsnluweiieale, waiBnlgeinwnziaialun, dnaieaeiliannsansanyls

(anad <0.2 tulpsnsu/ans), nsnismeuauednanissne (RECIST 1.1) taslanisszilulng

Basz, LAYHRINNIIIAATIA AFNTINT 2 ATUATN

nanlafuen enzalutamide wandluiiunnsanasaeelig1 AU 19aTia 61% 189ANNIALNTDY
WRN90W rPFS iameuiunguittaiuanuaen [HR = 0.39 (199A2N@8IU 95%: 0.30, 0.50); p <
0.0001] lufimdsegureesTEznaINasinmANIgnl rPFS Tunquinlaiuen enzalutamide

WRELALAL 19.0 1HOU (TNANNTENTU 95%: 16.6, 22.2) lunguilafuevaan

M1519% 2: nadgiissansualunilienlasunisinunniaen enzalutamide WsazNwaaNAN

N15ANE ARCHES (intent-to-treat analysis)

Enzalutamide plus Placebo plus ADT
ADT ([ = 576 51w)
(A =574

518)

apgRlsNAN
qQ qQ [ X) u

n1ssantinlagdsiAannisatnu bl luwsssd@inan

ﬂ-i’ﬂmumramitﬁ (%) 201
91 (15.9)
(34.9)

23



ANNBETIY, IARU (T99ANHTRIH 95%)’

NR

19.0 (16.6,
22.2)

Hazard Ratio (194A9N3 @851 95%)°

0.39 (0.30, 0.50)

P-value® p < 0.0001
AALYANALDNUAN
mmnd’mm'ﬁﬂn'ﬁqnmmm‘l?sﬂiuuiﬁL'am,'a3
SNANUMANNT (%) 189
45 (7.8)
(32.8)
ANNBEFIU, 1ARU (T99ANNITRITI 95%) NR (16.6,
NR
NR)

Hazard Ratio (194A9N3 @851 95%)°

0.19(0.13, 0.26)

P-value® p < 0.0001

a &z a I a '
LIALTN LTINS NHINSLFITUA LN
SNAUMANNT (%) 133

46 (8.0)
(23.1)
ANNBEFIU, 1ARU (T9ANITRITU 95%)° 30.2 (NR, | NR(21.1,
NR)* NR)

Hazard Ratio (194A9N3 @851 95%)°

0.28 (0.20, 0.40)

P-value® p < 0.0001
ansiadiailugnnsansaanyla
yihefisziufieaeansnsnamanyladieEuaunisine 511 506
yiaefiszduiieaieluaunsoamanyladieFuaunisineg 63 70
seduiaalen luanunsaseand lasemananisine, 348/511 89/506
(68.1) (17.6)
iqammﬁfaﬁu 95% UANAMIN (63.9, (14.4,
72.1) 21.2)

ANHULANANNIAIBAT (GIPN ANNIT RN 95%)2

50.5% (45.3, 55.7)

P-value p < 0.0001
AR9INTABLAUDIAANITINHN
HihandlsnEuAunamnsndnauale, a1uau 177 182
SNAUMANNT (%) 116
147 (83.1)
(63.7)
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TANNITALU 95% URIFMI

(76.7, (56.3,

88.3) 70.7)

ANHNULANANNTAIBFAT GIPN AINIT R 95%)2

19.3% (10.4, 28.2)

P-value

p < 0.0001

NR = Tuilen

1. Auanulaelads Brookmeyer uaz Crowley

2. uesTAumnLEanasTesish (volume of disease) (AN wa §4) uaziatlaiuen docetaxel inew (11 vive la)

3. magnanzesiialuwiiieaenanannuaiinau 225% uazsnaifinauduysos 22 lulasniu/ans wileqnsign

4. edprgiuzesnanlpelszinudmiunguinlaiue enzalutamide waniu ADT i1 30.2 e Tulpanawidetieofiasaniduaniilaainwgnisaudinulugilae

N g P IR~ By a o qY o ¥
NQNLALNVIENANUARALLNIUU FadlAntlszanns 30 wau vinlwianisanasluiwas

;o
2 X

aNanRugANsI Kaplan-Meier

100 A
95
90
85
80
754
704
65+
60
554
50 4
454
40
35
30+
254
20
154
104
5_ .

Radiographic Progression-Free Survival (%)

Enzalutamide (574) Median NR
Placebo (576) Median 19.0

Hazard Ratio= 0.39
95% CI(0.30,0.50) ,p <.0001

T T T T T T T T T T T T
0 3 6 9 12

Patients at Risk
Enzalutamide 574

Placebo 576

516
511

493
445

370
314

256
191

15

144
106

T T T T T T T T T T 1 LI T T T
18 21

Time (months)

62 23 4 1 0 0
39 10 0 0 0 0

57 1: nsimssandinlagdsiaarnnisaiiuliluwessd@inen Kaplan-Meier a1n

N15AN®1 ARCHES (intent-to-treat analysis)
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————— Enzalutamide | Placebo s

Subgroup M Median{mao) Hazard Ratio (5% Cl)
All Subgroups 5741578 NR {18.0 I—l—i 0,39 (0,30, 0.50)
Age <65 years 1481152 NR /141 I—-—| 0.29 (0.17, 0.47)
Age >= 65 years 426 1 424 NR/19.0 |—-—| 0.44 (0,23, 0.58)
Geographic region-Eurcpe 341 1344 MR/ 19.4 I—l——l 0.42 (0.31, 0.58)
Geographic region-North America BES TT NR /222 I—'—| 0.30 (0.16, 0.5T)
Geographie region-Rest of the Werld 147 /158 NR /16T l—l—| 10.40 (0.24, 0.88)
ECOG status 0 at Baseline 448 F 443 NR/19.4 I—I—i 10.38 (0.29, 0.51)
ECOG status 1 at Baseline 1257133 NR {138 |—"'—| 0.43 (0,27, 0.70)
Gleason score at Initial Diagnosis <8 171 187 NR 7 NR '—._| 0.42 (0.25, 0.70)
Gleason score at Initial Diagnosis >=8 386 1373 NR /166 I—l—{ 0.36 (0.27, 0.48)
Disease localization at Baseline-Bone only 268 / 245 MR/ 18.0 [I— 0.33 (0,22, 0.48)
Disease localization at Baseline-Soft tissue only 517 45 MR/ NR |—I—| 0.42 (0.15, 1.20)
Disease localization at Baseline-Bone and soft tissue 297121 NR 138 I—l—-—{ 10.42 (0.30, 0.80)
Baseline PSA value at or below overall median 293/ 305 NR/ NR I‘—I—| 10.38 (0.28, 0.54)
Baseline PSA value above overall median 2791269 NR /16T I—I—‘—' 0.41 (0,29, 0.58)
Low Volume of disease 2201203 NR {221 i 0.25 (0.14, 0.46)
High Volume of disease 3541373 NR /138 I—I—| 0.43 (0.33, 0.57)
Nao Prior Docetaxel Therapy 4711474 NR/19.0 - 0.37 (0.28, 0.49)
Prior Docetaxel Therapy 103 /102 NR/14.0 |—|—| 0.52 (0.30, 0.89)
Previous use of ADT or Orchiectomy 5351515 NR 194 I—I—| 041 (0.32, 0.53)
No Previous Use of ADT or Orchiectomy sl el NR/18.0 H——| 0.19 (0.08, 0.62)

0.0

T
0.5

1.0

Favor Enzalutamide

1.5

Favor Flacebo

2.0

519 2: Forest plot 7a3n1ssandiniazlsiAannsaniullluuwes@inenauunaangs

gaaybaszylanauuaiainn1sAne ARCHES (intent-to-treat analysis)

o o

nauiladuen enzalutamide uanMIIUNNIAARIBENNNTEANATUNNATE 81.0% TDIANIALNLDY
nsgnatnaaslsaluwiiaaeilen Baunauiunguilafuguaan [HR = 0.19 (193ANNTaNY

95%: 0.13, 0.26); p< 0.0001] VLuﬁmﬁﬁﬂﬁmmma‘xﬂmmmwmﬁmm@@ﬂmmmimhmﬁL@m@

(T29A N TRNY 95%) lunguilafuen enzalutamide Weangulafuenvaan

nanlafuen enzalutamide wandluiliunnsanasaeNHig1 AU NaTH 72% 189ANNIALNTDY
naiEnlmenineuziaiinlun Wamauiungunladusvaan [HR = 0.28 (199ANT05TUW 95%:

0.20, 0.40); p<0.0001]

Ay Ve . A o ~ ~ = o an ! ¥ o
ﬂ@NVﬂaﬂ?Uﬂq enzalutamide LWN@W?']WL@@L@V]@ﬂ@\‘iﬂ\‘]?gﬂ‘]_mblﬂﬁ']ﬂq?ﬂW?Q@W‘lelﬂ (<0.2 VLNI@?ﬂ?N/
a A N o oA Ve o = ! Yo
akT) ﬂﬂ']\‘illuﬂ@’]ﬁfyLN@LV]ﬂUﬂUﬂ@‘NWVL@?UH']VI@@ﬂ ’ﬂ[ﬁlﬁ"]‘WL‘ﬂ’aL’ﬂmimmm’ﬁﬂmqfﬂwﬂmmﬁﬂu
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68.1% Tunguilaiuen enzalutamide waz 17.6% lunguinlafuenuaen Inadaauuannieey

fnanae WA AN NEDR [50.5% (T99ANITail 95%: 45.3, 55.7); p<0.0001]

ARINNIRALIAUDIAONNINEN (ANunsesazaadyilae NN A EuAUNaINTaThaUIAlATIHNNS
AALAUBNABNIITNHIBNANYTUMTALNNAUARset 3N aaA L IEaeaY) 11U 83.1% Tungy
d| i/q/ ) 1 o 1 dI QJV 1 dI qu/ )
NlpFuen enzalutamide wazinfiu 63.7% Tunquinlaiuenuaan nquinladuen enzalutamide wan9
Tnwiunnsntueas a1 Ayneaia 19.3% 1898mIIn1snauduasnaniainen WenFauiauny

1 ‘dl ﬁlv
ﬂ@NWi@?UHWM@@ﬂ

NN3LATITNTEUINNNINNITAIT IRz loneulatATILINA Ui LdRINI9TanTIRAEYINAaY

AU rPFS IausiunuatayadnsIn1ssendands luasunvuauas lulauanamnuuanmang
' ae o a ama oy Yy , oo ¥

aeNNTEANATYN AT A lwnguilaFuen enzalutamide Wesumauiunguinlafuenuaen [HR =

0.81 (TWAMNITRITU 95%: 0.53, 1.25), p = 0.3361] ludAnsiae g 1uaeddnsn1ssendan luviaaes

NQNNITNEN

N9ANEY ANZUP 1304 (ENZAMET) (ilatiuziiasiaagnininssesunsnssauiaaxlose

RE I

nN19ANE) ENZAMET fuadasgileuzifanangnuninssazungnszanaiaanuloneaasinuinin
[uan 1125 318 ghelaiunisguensdnianu 1:1 uladuilsznuen enzalutamide 160 Ha@aniu
Juaz 1 AKA (AU = 563 918) ¥3e AU nonsteroidal anti-androgen (NSAA, a1uq1 =562 91¢)

v Yo

yiheisunalaiuansidlassasenaie LHRH visawaslaiunaulaiunisdndumneyia 2 909 gile
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Qmm\mﬁummﬂ?mmmmim (volume of disease) (A1 LAz ]9), a5y antiresorptive therapy 794
pael (11 uaz ), lantszansngus (ACE-27: 0 Tie 1 uax 2 T 3) uasiununislniuen docetaxel

:J/ d} 7 i/q/ 1 ° 1 v 1 1 Y o v QJQ/
VI9UNA 6 cycles Tayilaeaunsnlaiuanawinisgu 0-2 cycles ta (1 uaz ) yilvemnaslaiunig
BufunziianangnuuInszazunInIzanainanisvin positive bone scan WIAWLINITUNINIZANLIUD

9021197 (metastatic lesions) AINN19911 CT 4138 MRI scan yilafsaaladunisinunaunsesiad

WANFIUUAPNNITANATNNNARTENAINNISYIN CT, MRI %38 bone scan 11237901

anniznenmlszmnsansuazansuzaedlindieBumuszIang 2 nqunsinmilarianga
ﬂl’]ﬂ/ﬁﬂﬂ’]u%’ﬂ\i’mﬂﬁigﬂﬁﬂﬂ’]?fﬂlmﬁ’ﬂ 69 1 lunguitlasuen enzalutamide wa 68 il lunguiilay
NSAA (3n1#agen bicalutamide, nilutamide, W3e flutamide) gLhuaalunfinn ECOG
performance status score L‘Vi’ﬁ‘i_l 0(72%) LL@:ﬁﬂlﬁ Gleason score Lﬂ/]l’wﬁ‘]_l > 8 (58%) ;Z‘ﬂl’m 48% 3
Psannsvedlsnn wazyLvg 52% fiEumsestsage sannsmedlsngamngnaumniinig
unanszanelfvadenzniely vie, ufisenlsnluedenzneluuniisenlsalunsegn 4 seavie
annnan wazeeneueed 1 serlselulnseaseansygninilenszandumas (vertebral column) uaz
N7EANENNTIU (pelvic bone) s;]ﬂ'qa 10% lasuntsinmae antiresorptive therapy ﬁ:QME’:’JEI; szﬂm
75% 1ﬁﬁw’?‘@ﬁ‘ﬂmﬂ?:ﬁﬁﬁﬁuj Snvas (ACE-27 score N/ 0 84 1) LL@ZI’;ﬂIQH 45% lpFusi
docetaxel Havsn 6 cycles %qmuflmimyﬁ*umﬁfauﬁﬁm@z@ 0-2 cycles a

PULFNTIATIEN ANETEEIUIR9SRIINNS28ATARANNNTFARANAUNTL 33.8 e MsAATIEH
sruMIAsEug AU AN R TIRanaT 33% asefiiudr Ay eadialungu
#ilp3uen enzalutamide WenFeuifuuiunasitlasunisinenae conventional NSAA [HR i

0.67 (T9ANNITIRLTU 95%: 0.52, 0.86; p=0.0018)]
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100+
95 o
90 4
85
80+
75
70 -
65
60
55
1
45 -
40
35
304
25+
20
15 4
10
5 - = XTANDI (563) Median NR Hazard ratio = 0.67
==se==-=-= Conventional NSAA (562) Median NR 95% CI (0.52, 0.86), p-value = 0.0018

rrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrr

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

1 (%)

rviva

Su

Patients at Risk

XTANDI 563 560 558 551 5471 534 527 515 480 405 340 253 189 148 106 &7 45 28 13 3
NSAA 562 555 551 546 531 518 501 486 452 381 311 233 174 126 86 48 32 20 10 2

[=R=]

51% 3: ng1WaRNsIN1992ATIRA Kaplan-Meier aNn1sANKY ENZAMET (intent-to-treat analysis)

*** Enzalutamide / Conventional NSAA “**

Subgroup N 0S Rate at Hazard Ratio
Month 36 (%) (95%C1) [1]
All Subgroups 563/562 76.7/72.4 —— 0.67 (0.52. 0.86)
Age: <70 years 306/305 79.4/76.8 — | 0.81 (0.56, 1.15)
Age: >=70 years 257/257 79.9/67.2 [ a— 0.56 (0,39, 0.80)
ECOG Performance Status: 0 405/405 84.1/78.7 . 0.66 (0.47, 0.92)
ECOG Performance Status: 1-2 158/157 68.7/55.2 s 0.66 (0.45, 0.98)
Dacetaxel Chematherapy: No 309/313 83.4/70.4 I - i 0.53 (0.37, 0.74)
Dacetaxel Chematherapy: ves 254/249 T4.1/ 751 . 0.90 (0.61. 1.32)
wolume of Disease: High 291/297 70.5/ 64.1 —m— 0.80 (0.59, 1.07)
wolume 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 2.00

Favor Enzalutamide  Favor Conventional NSAA

517 4: Forest plot 7292A$IN1958ATIRAINNISANET ENZAMET (intent-to-treat analysis)
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N7An1 MDV3100-14 (PROSPER) (§iaginzifasiangnusinsses lunsnszaneiiaasianising

13 v 6%

Aaen1sauan $n)

nN19AN®) PROSPER Fuasimayiaanziiamengnisinszes luunsnssattmnidenganinenanig

FnEAeNNIANUEesTNUN lLARIaINTANWIL 1401 18 TefepsinEnatanirangesluuwaulng

1a1 (ADT; an97dIAs9as19Aane LHRH vizawaalafuniasndmenis 2 919) yilsanesdinainies
tal 5 ' . . A = o a aa 9/o/

NTwTugeani (PSA doubling time) < 10 1Aew, Aeaie > 2 wnlunfu/maaans, uazladunis

tudunniulsrszarluunsnszanalaglanislszidiugainasunawinadaszuuuinda (olinded

independent central review) (BICR)

gihendszdfmlaaumananuesnianlunas (NYHA Class | %7 1), wazgiloannaslaiueig
< o ' o ¥ = ¥ o o Y1 da aa o ' A

qMBAAITALAMNNURENIIENAINITDNNNNIANE A AuiughendsedRnnsdnunauvised

wwrlunaziiansdn veatealadunisdnuuzifanaugnuuin (1 e1AR1Lniie, ketoconazole,

[ %

abiraterone acetate, aminoglutethimide Ua%/%38 enzalutamide) an ADANANNNIANEA
e lafunisguansdnsanu 2:1 lafuilszniuen enzalutamide 160 Jaan3u Fuaz 1 AF
(A1149%4 = 933 918)) YRENNAEN (AU = 468 381 Qﬂfmgmmq@zﬁummmﬁﬁLfammﬁﬁmﬂu

489911 (PSADT) (< 6 1ADY %178 > 6 LAAW) WATN1T LT bone-targeting agents (11 vira 1)

ANHOIENNANULIZTINIANARTUATAN U8 19ALNB THALIZNANY 2 NQNNTINHIHANANAA

pINEEgIUIedeg T iaanNnisquRe 74 1 lunquinlaiuen enzalutamide waz 73 4 lunguilaiuen
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waen guasaouliny eI AReLAEa (Usenns 71%); 10ide 16% Uariam 2% A1 ECOG

performance status score 1AL 0 Tugilag 81% waziniiu 1 Tuyiae 19%

qrgAlguniRenissesTinlaaLsAaINNITuENINIza182ealsn (MFS) MNNEAIINAIAIYINN1IgH
=2 o a Iq/ aa A a aa [ o o Id o
nensaiiullluweied@inen vsenia@eminnielu 112 Jundsainuganisinelae luivangn

[ -

1p9n19a BRI i @Ineuaaummnnslafiniuneu ang Ay Ra)Ruan launainaay

a

Aansgnauaesisaluieiieais, nandulaaninmuzsddalun (TTA), §n91n195eadin (0OS)

1
N a N

a a Qd‘ ¥ ' QI ¥ a o o dl aa ¥ =
@gmmnmqmﬂmmmmLiﬂmmmumumm NHAATAALAZNNTIAATIAIALLIIARINNT LA

111 AHANNIANEIAILATN (1379 3)

nauilaiuen enzalutamide uaAdlMiuNIaAAIRNNTHAIATUNINATIA 71% 189ANIARNNNT
atiuldluweis@anevzeanisd@smindanauiungunladuaivaan [HR = 0.29 (199A9NLT05T
95%: 0.24, 0.35), p < 0.0001] A1NEEFIU MFS AB 36.6 LABU (TIAINTENU 95%: 33.1, TuilAn)
Tunquinlaiuen enzalutamide WRELARLITL 14.7 HBU (T99ANNITANY 95%: 14.2, 15.0) lunga
dI 9J°/ v F 7| 1 1 dI v Yo v v 1 dId
nladuevaan wuruaanrassaas MFS lugihaynnauaesilaszylaneuuadlaunnaniiteaie
o X ' = = = < a a =
WNTTUA8997 (PSADT) (< 6 1AW 1138 > 6 LABI), ﬂ@:mmﬂmmmmumﬂ (ALNTNILULUA,

gls1l, nin1AdL), 8¢ (< 75 15 > 75), N15l1 bone-targeting agents 11new (14 viza lu)
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AN9197 3: naggiseananaaInn1sAns PROSPER (intent-to-treat analysis)

Enzalutamide

(WU = 933 9181)

Placebo

(ANUIU = 468

918l)
CGECMEE Y
N1952AT ﬂiﬂﬂﬂ‘i’] ﬁqqﬂﬂq‘iLLWéﬂ‘igqq El“ll’ﬂ\ﬂ‘?ﬂ
SNANUMANNT (%) 219 (23.5) 228 (48.7)

ANNEEFIU, 1ABU (TANTRNY 95%)’

36.6 (33.1, NR)

14.7 (14.2,15.0)

Hazard Ratio (194A913 @851 95%)°

0.29 (0.24, 0.35)

3
P-value

p < 0.0001

ARLANALNNUAN
qQ q u

q
ar aa g4

ARNTINITTAATIA

ANUIUNRNIN (%)

288 (30.9)

178 (38.0)

AINEETIN, IADU (TANTENY 95%)

67.0 (64.0, NR)

56.3 (54.4, 63.0)

Hazard Ratio (199A9N3T@855 95%)°

0.734 (0.608, 0.885)

3
P-value

p = 0.0011

IAINMALNANITANANNRILTALULINLRALD

RNUIUNRNT (%)

208 (22.3)

324 (69.2)

ANNBETIY, IARU (199ANHTRI 95%)’

37.2 (33.1,NR)

3.9 (3.8, 4.0)

Hazard Ratio (199A273 @854 95%)°

0.07 (0.05, 0.08)

P-value’ p < 0.0001
a i a I a '
LIALTN LTINS NHINSLFITUA LN
SNAUMANNTO (%) 142 (15.2) 226 (48.3)
ANNEEFIU, 1ABU (TANTRNY 95%)’ 39.6 (37.7, NR) 17.7 (16.2, 19.7)

Hazard Ratio (194A9N3 @851 95%)°

0.21(0.17,0.26)

3
P-value

p < 0.0001

NR = a0

1. Anwnuiaals Kaplan-Meier estimates
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2. HR Auulngls Cox regression model (NT5NHARAILLUTIININTIL) WLNILALANNANNNLRELD
2o ' v , ' v _ d
Wnauuaawni wazn3le bone-targeting agent NNNAUWTANIT [ E9INNYW AN hazard ratio <1 LWL
AUENUABNUNI8AINNINNNT TN enzalutamide HilszTem
3. P-value mMuanslng Lt log-rank test wLNIEAUANNIIA AN RdLBNNTRITUABUN (< 6 LAY, > 6 LABL)
v . 1 - v o 1 1
WAaEN1T I bone targeting agent Nnauuzanissani (b, )

v v
a e o

4. ANBRINNTUAENLBYATTUINNNIVINTITeAT Inszylanauuas Finsaudui 15 5.a. 2562

100 f==—

90 +
80

70 4

60 -
i

40 +
30 H
20 4

10

Metastasis-Free Survival (%)

——— Enzalutamide (N = 933) Median 36.6 months Hazard ratio = 0.29

D: Placebo (N =468) Median 14.7 months 95% Gl (0.24, 0.35), p < 0.0001
T T T T T T T T T T T T T T T T T T T 1T T T T T T T T T T T T T T T T T T T T T 711
0 3 6 9 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
Placebo 468 420 296 212 157 105 98 64 49 3 16 11 5 1 0

519 5: nsn1ssandanlnalsiAannisunsnszaauasisa Kaplan-Meier aann1sAnn

PROSPER (intent-to-treat analysis)

a o aa > ¥ Yo A Ao ' A aa o aa X

N159AINEUERIINI0ATINATIGANE LAY NFasNUALTIRN 466 318 ERIINIITAATIA AT

P an Yo g ¥ gy ot v d
agadild Ay eatauansliuluygibanlaiunisqgusnesnaluladuen enzalutamide Waiiiewy
o Yo lﬂl 9/0/ ! o ! it ”Q/ tﬂl a aa
Augielaiunisgusteansulaiuamaen TnamnuidasannIadeTinanas 26.6% [hazard
ratio (HR) = 0.734, (m\immﬁ@ﬂu 95%: 0.608; 0.885)) p = 0.0011] mﬂﬁﬂgmmmmﬁmmm@
g7l 48.6 waz 47.2 Ihaudmiunguilaiuen enzalutamide uaznguilafueuasnainanfy sos
azaNAUANTe9g e lnFuEN enzalutamide uay 65% aadyilaeflaiuauaanlaiueninm

Uzifeae1auaa A luniaudateanani e nsnN129aATI AN

33



survival (%)

204

10

Number of Subjects M edian (95% Cl) Hazard Retio (95% Cl)
- --*-- XTANDI 933 67.0(64.0, NR)  0.733 (0.608, 0.883)
o T Placebo 468 56.3 (54.4, 63.0) REF

— — T T T T T T T
0 6 12 18 24 30 3% a2 48 54 60 66 72
Duration of Overall Survival (Months)

XTANDI 933 (0) 920 (10) 897 (23) 865 (51) 822 (85) 745 (133) 608 (177) 475 (213) 327 (257) 203 (272) 89 (282) 15 (287)

0(288)
Placebo 468 (0) 465 (0) 444 (12) 421 (28) 381 (59) 348 (78) 274 (114) 196 (140) 140 (152) 87 (162) 30 (177) 9(178)

0(178)

gﬂﬁ 6: N91NAMIIN1998ATIM Kaplan-Meier a1nN15AN©1 PROSPER (intent-to-treat analysis)

o o

nauilafuen enzalutamide uanslwviunIsanaee I lEAATUN AR 93% 189ANNNIALNIS
anaupaslsaluwiiealamauiugaan [HR = 0.07 (199ANL@5UW 95%: 0.05, 0.08), p <
0.0001] PNEEgIUTIBNTEETINAININATTANNTgNAIN LR sA TN DAL AR 37.2 1ARW (199A9NH

B0 95%: 33.1, TdA") Tunquitlaiuen enzalutamide WAz 3.9 el (TIANLTONI

95%: 3.8, 4.0) Tunquinlaiuenuaan

ﬂ@:u‘ﬁ'ig%um enzalutamide uansWiiunanGnloeninemzSrialmuuiuesedilodfyna
4dA Wemeuiuavaen [HR = 0.21 (ﬁqqmmﬁﬁmfu 95%: 0.17, 0.26), p < 0.0001] ﬁqﬁﬁﬂgm
ganaGulneninsuSetinlunie 39.6 Heu (Tr9ANITasTU 95%: 37.7, ludian) luﬂzgluﬁ
1aFU8n enzalutamide LAZINATL 17.7 iAey (F99AN NI 95%: 16.2, 19.7) Iumjmﬁig?um

naan
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100 =

40 -

30
20 —

Antineoplastic Therapy (%)
=2
1

104 —— Enzalutamide (N =933)  Median 39.6 months  Hazard ratio = 0.21
0] " Placebo  (N=468) Median 17.7 months  95% CI {0.17, 0.26), p < 0.0001
rTrrr7rrvrr71r1rr7m 1717171717 17T 1T 1T 1T 1T 17T 1T 71T T T T T T T T T T T T T T T T T T TTTT
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 46 21 g 1 0

gun 7: ns s lgensn e uziSeTialug Kaplan-Meier a1nn1sAns PROSPER (intent-

to-treat analysis)

N7AnN1 MDV3100-09 (STRIVE) (§ilasinsiiasiangnuannsseis liunsnszans/seuzuningsansii
d” 1 o 2 g I'E d’ 1 Yo al o o
AesaN1ISNEAEN19Auae s W A e A FUEuARLINLA)

n3AnEN STRIVE Fuasipsyilieuzifanangnisnnszayliuninszanaiisescazunsnszanginass
o ¥ ¥ i dl = o a lv aa A Ao a ¥ Idl ”q/
nsinwnnenisaugestuuainisatiuliaeslsn luwei@imavsedinaneunuan laiunig
Snwmnanisangasiuuiauingiay 1w 396 918 lndunisgululaiulszniuen enzalutamide
160 NaANFH Auay 1 A5 (AW = 198 9181) 1388 bicalutamide 50 AAANTN Juaz 1 AFI (AU
= 198 718)) qngALlgugAeNssenTinlneUsAannisAiulleedisa (PFS) uunaanaeani
o ! =K A o ¥ =K o a Id A
vinnsquienistiudulaanislaansnuuaagnisaidiinliaeslsn, nisgnatnzeslsaluusiiiesie, ve
o aa ' = " e °o A = =
BeTInIzuaenIIAne ArdsuguesnssentinlnelsAainnisaiulleeddsnpie 19.4 hau

(T29ANTRU 95%: 16.5, Tudan) Tunquinlaiuen enzalutamide wazmniu 5.7 1haw (199A914

03l 95%: 5.6, 8.1) lunquilaiuen bicalutamide [HR = 0.24 (194ANLTIDNY 95%: 0.18, 0.32),
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p < 0.0001]. wumnm@mmgmmm PFS @ﬁﬂmﬂ%m enzalutamide ﬁlmﬁﬂﬂfs”}m bicalutamide 114
yiaeynnqueesitlaszylaneuuan dwiLgaanquaesiludinisunnszans ($1uau = 139 :e)
éﬂ’mﬁi;ﬁ‘um enzalutamide 19 9181 (27.1%) a7 70 $8 LLazéjﬂaﬂmg‘?‘um bicalutamide 49 918
(71.0%) /7N 69 ﬁ"]ﬁlW‘LlWi@ﬂ’]?ﬂj PFS (‘;Twm 68 m&gma‘tﬁ) ﬂ"] hazard ratio LV]IWfT‘iJ 0.24 (ﬂjlcm
ANTRETI 95%: 0.14, 0.42) LmﬂﬁﬁﬁﬁﬁﬁagmmmLfamﬂfﬁﬁmﬁml,mmitﬁ PFS °Luﬂfo3'uﬁ1;§um

enzalutamide LiFeauiy 8.6 hau Tunguinla3uen bicalutamide

1004
903
803

703

603

50

407

303

203

Progression-Free Survival (%)
1

104

—— Enzalutamide (N = 198) Median 19.4 months Hazard ratio = 0.24

03 Bicalutamide (N =198) Median 5.7 months  95% Cl (0.18, 0.32), p < 0.0001
L L L L L
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 51 29 17 9 5 3 1 0

1% 8: nsn1ssandanlaalsiAainnisaniiuliluaslsa Kaplan-Meier aannnsane

STRIVE (intent-to-treat analysis)

N9AN1 9785-CL-0222 (TERRAIN) (§ilagiuzi59siangnuunszezunsnszansinasanisinsaag

v % d’ ] Yo a o %
ﬂ’)ﬁ‘ﬁl’)uﬂ’ﬂ?Z\JJ‘LJVI'ZJ\IMEI'Z@?UEI’IMJ\III’IUQ)

nN19ANE TERRAIN Fuasinayiloanzliamengnininsztsunsnszatinenanisinuanensni

gasluun luaglafuenaiininuazatsnuieningiauanuau 375 g g laiunisgulnlady

1/92n11811 enzalutamide 160 RAAN5HN Tuay 1 A9 (AW = 184 9181) 1Fa8 bicalutamide 50
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o o

HaANFH Juaz 1 A% (AU = 191 918) AINEEFIU PFS A 15.7 hewlugthenlaiuen
enzalutamide Weaiiiaui 5.8 ewluyilenlaiuen bicalutamide [HR = 0.44 (199ANNITDL
95%: 0.34, 0.57), p < 0.0001] NM93aaTaningLlsnAannisaiiulileeslsm (Progression-free

. zﬁl A o ¥ ==K o a ¥ a '
survival) Setiufulaenislaansiuuasgnisaiinliaesisalaglanisszidiugainasunansing
8437 (Independent central review) Nsiwan sainaanesiulasenszgn nsEulaeninEuzs

#1n lun wisadn1adeTnana1me lafeuLasuALMEAN1T AN ATUNAY WLAYNABARADITEN

PFS lugilhannnauaeanlaszylinauuan

N7AN¥1 MDV3100-03 (PREVAIL) (ilasiuzi5esiaagnyninssyzuninszasiinasanisinmisaz

v % d‘ ] Yo a o o
m?mua@?fyuwYmmffmmmmmmm)

¥ o dl ! ”v al o o Adl Id A [-3 ¥ L :I/ gln/ !
yihanluealafugnadintniludeniszalainisdnuasauIuianum 1717 918 1afunisgu
AneIdns&9u 1:1 W lasulseniusn enzalutamide 160 RAANTN Auay 1 A5Y (A1UQU = 872 318)

- . o, v 4 e . . .
UTRHIUAAN IUAZ 1 AT (AITUIU = 845 9181) aﬂfmmLﬂuT‘mmmmmmmﬁﬂu (visceral disease)
Hilhandszdfvalaaumanidanueeneliunana (NYHA Class | za 1) wazyilaeiniaslaiuanng

v 1 v Yo

QMEAATTALANNUABNIIENAINITINTINNNsANE e A mFuyihenidssdRnsinuineauvsed
Y4 a v - - .
wlunfazifianisdn uazythenieanislantunanavzeguisaanuiimengnuIngnAnesen
- Y aa g S . v
annsdne nsluendiasaiiunelleseneiiiasaunanaziinlsngnanu @udulaanislaans
= °o - = o ¥ o A = aa
nuuasgnisaniuliuedisn Hwmnisiiiesvesiulasanszgn vizedin1sqgnainaeslsaniendiin

N a

- ¥ N o o A ' N o ¥ = = o a a o ¥
LL@ZL?NGLTEWLWNU'H_I@V] W‘]&I’ﬁl‘ﬂLsﬁ@@ﬂﬁ‘ﬂﬂ’]weﬁiuﬂq?ﬂﬂ‘]&l”] V?‘ﬂ@uﬂﬁ‘z'ﬂx‘lm@W‘]&I’V]EI@N?UiNiﬁ

ANHOIENNANULIZTINIANANTUAL AN UL B TIAN B ENAUIZMINNGNNNITNENHAINANAS

AsgIuresangme 71 O (3xuan 42-93 1) uaznisnszanareadetnmdunuaeinidan 77%,
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18 10%, H9mn 2% WALBW IR luNILTeT1F 11% A1 ECOG performance status score 11U
0 Tuyilae 68% uazimniu 1 luyilag 32% aniienu Brief Pain Inventory Short Form (AMia@g18s
a9t LhgsneeuIguLssganialy 24 49leneuntsEuang 0 1 10) Hilae 67% tsziiiu
‘QI ¥ ' o Id ¥ o a ‘QI ¥ ' o/ =
a1n19taEuaumaiy 0-1 (luienng) gihsanuau 32% UsziuainistanEuaumiiy 2-3 (3

« ¥ =¥ o oA o A A4 4 I
AIN1TLANUAEL) Nﬂjﬂ@ﬁlﬂﬁ‘:ﬁﬁ\l'}m 45% Ni‘j‘ﬁLﬂ?_l'm‘]_lLu‘ﬂLﬁlﬂ‘ﬂ‘ﬂuﬂ@’m’]ﬁ‘ﬂ']ﬂiﬂmﬂ@ﬁ\llel’]ﬂ’]ﬁ‘ﬂﬂ‘]:’ﬂ

waziiyilae 12% agluscazunsnszanglinedunznielu (lenuazirasi)

apgAdgunRsantedlszAninaniendiinlaundnsnissendin (overall survival) WATNIITATIA

IngilsAannnizaiinllluefad@ingn (rPFS) wanannilialssiiunisBuloeeitnin niRNeme

1 v

LA NNIFRLANBN TN EaaaUlATINNANgR AINIAZIRAMENTUANERTeeiLITATINgZ AN
WuARILIN N1IAILANBITINLBALE (> 50% AAAIAINANENAL) LANINAZiANIINAINTesTsA
Tuwsiiaaie uazinainanaziin FACT-P total score degradation
nzaiulyluiefa@aneniulssifiulnanislanisAnsninans naiiaanu e 1N 1en N Iad
ﬂm:ﬁwmmiﬁﬂmu:ﬁqmu@numnmmﬁﬁﬂ 2 (PCWG2) (m"mﬁ*m@ﬂimﬁmz@ﬂ) WAZ/U

Lﬂiw?r/‘lr Response Evaluation Criteria in Solid Tumors (RECIST v 1.1) (ﬁ’lﬁ?ﬁJﬁ‘ﬂﬂIﬁ‘ﬂﬁLﬁ@Lﬁﬂ'ﬂ@u)

n33AIn rPFS lannsiszidugainaaunatanisaniiull luneiad@inen

NNIALATITUSRIINTIDATIFTLUIWNNINNIEAIT Iz lanauuatazyi el faeenadadnn 540
' tﬂl sjv . ¥ < dzz ! AN o 0 o aa o Na
3181 NgUA laFUN enzalutamide waaslwwiunsRTUeENTTEAATYNN9ATRTIa98RINNIIAATI6
d oo o o ' 4 L
IHaNBUAUNgNEINABN AVHIBENAINNITALTIAAAAT 29.4% [HR = 0.71, (199ANLTBIU 95%:

0.60; 0.84), p < 0.0001] NFAATITUENTINITIBATINA1GAITTNLHENFAVBLIALTIR 784 9181 WAT

P 1

1ARINNN9ALATITUATILADAAA NN LNAT IAAINNITILATIENTLIINNNIINARE (ANT99 4) N9
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AmazuanganuayLae 52% Nlafunisineaaaen enzalutamide uazyilae 81% Nlafunisinem

ﬂQHHWM@ﬂﬂ%Q1ﬂ§Uﬂ’]ﬁ\a\/mﬂ"mZL%Q[?]@N@”ﬂMN’m?ZHZLLW?ﬂﬁ‘?&@qﬂﬁa‘ﬂﬁ]‘ﬂﬂ’]ﬁ(ﬂ‘]ﬂ”]ﬂ’)ﬁﬂ’]?ﬁ]’]u

a7 111(metastatic CRPC) 81aN8RAI1N1970ATAM1NUAL

A0YAATIGANIANIAAINNNTAATIEN 5-T a1NN19ANET PREVAIL 9Aauandliiiunisivnauaes

o aa ! a o o o aa ' dl g/q/ . dl = ' dl g’w
8m3N1990ATIRBYWHTHAATUNAT A uNguilaFuen enzalutamide WalFaunaunguilady
21aan [HR = 0.835, (199A21LT85TUW 95%: 0.75, 0.93); p-value = 0.0008] flauxazilitlos
28% lunquinlafueuaanlaadulyllaen enzalutamide §n9nissandan 5- i 26% lunqud

m5usn enzalutamide Weauauiu 21% lunanilasusnnaan
q

M1519% 4: BRsINssanTinuayilialunauinlasuen Enzalutamide wsaeNuaanaINNIg

N19AN®1 PREVAIL (Intent-to-Treat Analysis) AFFIRM (Intent-to-Treat Analysis)

Enzalutamide gIUAAN

(AU = 872 918) | (RT1UIU = 845 518)

NNIRLATITNTEUIWNNNINNIAB AT Az lanauuan

AUILNITAETIR (%) 241 (27.6%) 299 (35.4%)

ANNBEFIUIBNTTEEIATTBATIR, LAEY (THAN

4 32.4 (30.1,NR) 30.2 (28.0, NR)
LIANU 95%)

P-value’ p < 0.0001

Hazard ratio (ﬁqammﬁfaﬁu 95%)” 0.71(0.60, 0.84)
m‘ﬁLmﬁzﬁﬁmﬁmﬁ@m?ﬁmémm

RNUIUNNILALTIR (%) 368 (42.2%) 416 (49.2%)

ﬁﬁﬁﬁﬂﬂﬁmmiwmmﬁmm%’%m, Fou (199A073 31.3(28.8, 34.2)

4. 35.3(32.2, NR)
LANY 95%)

P-value’ p = 0.0002
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Hazard ratio (199A9 T8 95%) °

0.77 (0.67, 0.88)

AN9ALAIENBAIINITIAATAR 5-1]

ANUILNITLAETIR (%)

689 (79)

693 (82)

ANNEEFIULDNTTHZIANTITAATIR, LARY (T99AN

\Tasis 95%)

35.5(33.5, 38.0)

31.4(28.9, 33,8)

P-value®

P

=0.0008

Hazard ratio (199A9N3 T8 95%) °

0.835 (0.75, 0.93)

? p-value Auatulng 1 log-rank test 7 luLueszAL

° Hazard ratio Auanuing s proportional hazards model AlUWLNTEL A1 hazard ratio <1 UNIEAINIT NNF LT

¢11 enzalutamide F1l7Tem

I
a
NR Tufian
100 4
as 4 Enzalutamide 160 mg
an ] T T Placebo
85 4
80
754
704
65
’SE 60 4
= =
8 ol _ [ _ _
= 45 -
=
] 40
35 -
30 4
25 4
204
5] Treatrnent M edian - -
101 Erzalutarmide 160 mg 35 e
I Placeo 34 Hazard Ratio (35% CI). 0835 (0.751,0928) Log-Rark Test p= 00008
o4
rrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrr1r1rrr1rr1rrr1rrr1rrrrr1rrr 1T rr 1T rtT1T 1T T T TTT
0 6 12 18 24 30 36 42 43 54 60 8 72 7 84
Duration of Overall Survival (months)
Erzalutamide 160 mg
Patierts at Risk 872 &0 798 710 11 519 421 351 296 252 215 145 &1 5 i
Placebo:
Fatients at Risk 545 782 702 512 14 431 354 296 245 206 162 95 39 3 0

519 9: nsaRsIN195aATIN Kaplan-Meier N193LATIEUARTINNGTAATIR 5-1 27N

N15ANE PREVAIL (Intent-to-Treat Analysis)
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Mumber of Patients Hazerd Ratio for Dedth
Subgroup Enzalutamide / Placebo (3% CI)

All Peiets 8727843 [ 0.83(0.75-0.93)
ECOG Faformance Stetus grade= 0 564 /585 1 067 (0.77-0.98)
ECOG Paformance Stetus grade= 1 2887260 [ 073 (0.61-0.88)
Age < 75 yems 555 / 553 i 068 (0.77-1.00)
A= TEyeas 317 /292 f——i] 0.74 (0.62-0.88)
Gengpaphic Regon - North Amaica 2187208 —— 065 (0.68-1.05)
Geogrephi c Peg on - Europe 465/ 446 = 0.85(0.74-0.98)
Gengaphic Reg on - Piet ofWorld 189 /191 [ 078 (0 63-0.98)
“isoerd di ssse (Jung andfor live) - Yes 93/ 108 i 0.85 (0.64-1.15)
Wisterd di sssee (lung andfor live) - No 7747738 = 064 (0.75-0.94)

T T f T T

oo 05 10 15 20

| FauorsEnedutamide  Favors Fasn

1% 10: MsAAsIEuansINIsTanam 5-1 lunquaas: Hazard Ratio WAZTI9ANNLTANY

95% annn19ANE PREVAIL (Intent-to-Treat Analysis)

1 1
o o

NN33LATIEN rPFS Aanlmsziflanauuan wanslmiunisnauas Nt gAynNanfssmnunas

' = a o a ' aa " A an '
naunsAne AvN@ensanfiull uneisanenvzan1nduTinana 81.4% [HR = 0.19 (09

4 o cy e _

AHITANY 95%: 0.15, 0.23), p< 0.0001] Insnwumenisuiiluyilaanguinlaiuen enzalutamide
AU 118 918 (14%) UATNGNTIAFUNMABNAIUIU 321 9181 (40%) NQNTlaFuEN enzalutamide

l‘s 1 o 1 ‘#I QI/ Id 1 1 ‘sl SJV = 1 1 o
hmmmﬂgm rPFS (199A2111 3851 95%: 13.8, Tudlan) uaznguinlaiuamaan damnmaiy 3.9
. 1 dI ql/ dl v 1 1 dl v v
AR (TWNAIMNLTANLY 95%: 3.7, 5.4) (gﬂ‘w 11) WUAIHNADAAADITDY rPFS wﬂﬂqmmwimzq%
nauuad (lawn 1g A1 ECOG performance ExnmAu AfiLadLaE3NAY LAz LDH A1 Gleason Aow
ady uarlsanaaiuedunzniglunaudansas) NsasenaneIN PFS Adlasyylanauuanens

annstlsziiuaesgdduduiunisaniiull luwe i sdasneuanslniiuianisatues g1 Aoy i

aa ' ' ' =8 dl o a Iv aa A a aa
ANFATEUINUANCNYNNITANEN AaLdean1saiiuld luwefa@inevirenindadinanas 69.3%
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[HR = 0.31 (T3ANTENU 95%: 0.27, 0.35), p< 0.0001] A5EI§1U rPFS i 19.7 ihaw T

naufladuen enzalutamide uazdANiL 5.4 hiew lunquilaiuaivasn

100 -

g 90 -

[

‘E 80_

@ 70

o

s 60

c

0 50

w

w

o 40 -

g

& 30 A

L5

= 20 4

&

‘g‘a 109 ——  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

é L] ) ) L] L] ) 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

nsamIzuATaInieelafuntsguanueu 1633 g

sUn 11: nsmssandinlagdsiaarnnisaiiulaluwessd@inen Kaplan-Meier an

N15ANE PREVAIL (Intent-to-Treat Analysis)

I
a a o

uananqagALgugisnteslssdniuanisadtinuas nsitueaaiidedAnynisanadenylalugn

9

v v

gANlan1uua lauansenalli

3
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[
o aa -

Adsguresna BN lge et e REnewaa ity 28.0 wew Tuytheflaiunisinesae
211 enzalutamide uaz 10.8 haw lugihelaiunisineassaimaan [HR = 0.35 (199A2 1L T05TY

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

Anacupasyilieflaiunisinmeaaen enzalutamide NRTsAGNALNAINNINTALA HNNFARLAUES
o4 ' 4 d oo ' 4
104L1HBLED8AY N 58.8% (T99ANNITDNUW 95%: 53.8, 63.7) WaWEUL 5.0% (T99ANNITNY
95%: 3.0, 7.7) lugiheladugvaan A1AMNLANANANYIUIBINIFDLANBNTIDNLHALE DAL
3eMNNgulaFusn enzalutamide waznguilaFuenaan mariu [53.9% (Ho9ANTNY 95%:
48.5,59.1), p < 0.0001] MsppUAUBIaENANYIRLlATUNITR e lug e laiunisinueasen
enzalutamide 19.7% \Hawnguiu 1.0% luytlaenlafunisinwmagevaan waTnNIIAaLAUES

Wenpaulafunissauluglaenlaiunisineaneen enzalutamide 39.1% Weameufiu 3.9%

Tugthanlafunisineanseuaan

Enzalutamide @mmmL?lemfmﬂmﬁmmama‘tﬁﬁLﬁm%mﬁuimx‘mi:@mﬂuﬂ%ﬂ LLﬁ‘ﬂ1L§ﬂEiNfl
Uag1ATY R 28% [HR =0.72 (-ﬁqqmmﬁ@ﬁu 95%: 0.61, 0.84), p < 0.0001] m&qmmjﬁ
Lﬁ'm%@qﬁuimqmz@ﬂ MBI ﬂ’]ﬁ‘ﬁl’]?;lLL@QM?‘@NI’]ﬁmm‘%@ﬂlum:ﬁﬂﬁi@m@jﬂﬁﬂ’m NSNANTTANIN
AMNNENTANINTDIIIA m@ﬂmimnix@ﬂ u?@ﬂ'mﬂ?;mmi”ﬂmmﬁqLﬁ'm"ﬂmmm@mmmz@ﬂ Chalal
mﬁmezﬁm@mmjﬁLﬁ'm%@qﬁuimqm:@ﬂ 587 Lﬁﬁlﬂ’]iﬂj wm"] 389 mr&;m:‘mj (66.3%) \luns
mmm\‘lﬁ'mz@ﬂ, 79 LWZ}ﬂ’]?ﬂI(B.fS%) Lﬂumiﬂmhmz@ﬂ, 70 mewmi (11.9%) un19ina

nszANnAaINNeENBanInaeslsn, 45 wen13as (7.6%) Winuniswasueninwuziianeinmennis

UIAn3zan uaz 22 men13as (3.7%) Wunsunsianszan
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Hiaelafuen enzalutamide uARNARINNIIADLAUBITBINIBALBTIUNAFININBWHTRIA ATy

(MNEAININ > 50% AARNAINAEHAY) L 78.0% Wamauiuyieilafuanuasn 3.5%

(ANHWLANAN = 74.5%, p< 0.0001)

mﬁﬁﬂgmm@ﬁzﬂzLqmmwzlﬁmmmnmmmimiwwﬁLﬂm@mummmm PCWG2 111 11.2
A o o ¥ dl ;,V . A o o ¥ dl s’v
iwaw amiuyLheilaiuen enzalutamide uaz 2.8 ihaw dmiuyilaailaiuavaan [HR = 0.17

(B99ANNLTRITU 95%: 0.15, 0.20), p < 0.0001]

NMsFNEIA9EIEN enzalutamide aMAANKLALNNN9IAA FACT-P degradation 37.5% ilafieuiuen
WaeN (p<0.0001) ANTEEFIULBIAININAZAA FACT-P degradation Wnfiu 11.3 thaulungui

¥ enzalutamide uaz 5.6 anlunguilafuenvaan

N19AN1H1 CRPC2 (AFFIRM) (F1lagizi59sangnuangsezunsnsansinasani1sinsaienisaig

% d’ Yo = o % 1
ﬂ@?f&lu‘wmﬂ/z&)?UEI’)L?)JJ?J’)?J@JJ’?ﬂ@M)

Use@nsnauaranlaensiauedsn enzalutamide lugisnziiamangnuuinssazunsnszaneimeg

v

panizinmAeniIaIuaesluueelafl  docetaxel  wazegszuanenislaansnnlasaseAans

LHRH wzalafunissindume (orchiectomy) lafunisiszidulunismaaasmieadtinezasi 3 wuugy

Y o
< °

poLANAENaen vinlunataAue yilieauauieunn 1199 9e gnaumaadnac 2:1 nla

Fullsenuen enzalutamide 160 HaaNTN UAT 1 ATY (AU = 800 718) LAZEIUABNTUAT 1 AT

v v

(AuaK = 399 918) Hilaainnsnlten prednisolone sanmdele (IWIALGIgARDTUNAYY AL

q @

A2 prednisolone 10 HaANTN yizaaLm) Hilaeaaeangulafunisinmesepaiiiasaunataziin

1 v

Tsagnann  (Eudulnanislaansivuaegnisantulilaeslsavizaniafinmenisaiinanvesiulasg
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nILAn) waruNIIinEIAe e iNENTinT e iy, Aenenaansulula vizanausaann

9UIRE

AnwnuenaulszansAansuasAnE e ls AN B BNAUIZMINNANNNTINENHANNANAA
' o = ' dgl a dl a
ATHTETIULANDNEAD 69 ﬂ (351019 41-92 ﬁ) WAYNITNTEANUURITAT AL UALADLALT I 93%, £t

AN 4%, 1LTE 1% LL@Z%uj 2% A1 ECOG performance score 871319 0-1 sluaﬂfm 91.5% wac 2

(2

Tugilae 8.5% gilael 28% HAn Brief Pain Inventory score 1a@e > 4 (ANtadzwesaIn1slandiytlos

Yo

919U uLsaNganel 24 daluanaunun Iaavinnisarunidunan 7 Sunauinnisgw) yilae
' ' | : o - | o o o

auligy (91%) egluszazunsnszanglufinszgn uay 23% dnsunsnszanaliianuazsivesu e
BuNNIANEN 41% 209y ilaaiinisgnainseslsaluwaiealemiuluanie 59% veyilaaiingg

antnllluweid@inen 51% seeyibalaiuanguluvealiivaiiaGuaunisinm

nsAnE AFFIRM ladngihaniniazaeliiiaanainnisdnmg laun niagmienisunveaniana

- 1
a o

nezaUlMNANISTN (ATine 4.8) LL@:mﬁﬁqmﬁ@mmummmummﬁﬂ naanaulsANNL89AL

o o

o = dld o aa ! o a dl ! ¥ Ql = A
i lauazuaaniaea it @1 An1eeann Wi Anusulatingan luarusnacurule, inellsyds
AN9RARINNTALMUNAN I AsRviTanaNLtaia e, nnzsinlaauiiainiy New York Heart

Association class Il %178 IV (21n121 ejection fraction NA1 = 45%), N1aziialanesatadaqanay

o o

(ventricular arrhythmia) NdiRIg1ATyN9AATNYETE AV block (Mlulalafaandavazialauiuniig)

1 1
%

N1TaATEMITINNNINAAeAnsry lanauuad lulasen1side niendsaniifaes @ din 520

o o

918 AR WLTIuANImTaNI e ellsd Ayneati Aresdnsnissandinaedyiaalunguila iy

o

811 enzalutamide WHaLNELNgNEMABN (AN9199 5 wazgUil 12 uay 13)

45



al [ a > 1 oAy Yo . =
A1919N 5 ﬂmqmse@m%”;mmmgﬂfa&ﬂunquw‘lmum Enzalutamide #i9agNUaanNaIN

N15ANE AFFIRM (Intent-to-Treat Analysis)

Enzalutamide

(AU = 800 518

SIUABN(ANUWIU = 399 518l)

BAeTI5 (%)

308 (38.5%)

212 (53.1%)

' o t:ll aa A
ATHTETIRIDNTCUSLIRNNTANTIR (LMB)

(BMAMNTRLT 95%)

18.4 (17.3, NR)

13.6 (11.3, 15.8)

P value®

p < 0.0001

Hazard ratio (199A27 0T84 95%)"

0.63 (0.53, 0.75)

a P-value Aunnulaela log-rank test AEINNTULNIEALIAYE ECOG performance status score (0-1 LA 2) LATATLLLEINIUIARA (<4 uwax >4)

b Hazard ratio Auanulne’ls stratified proportional hazards model A1 hazard ratio < 1 UNIEAITNAN nsl1en enzalutamide Huszlamu

NR Taidlan
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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 800 775 701 627 400 211 72 7 0
Placebo 399 376 317 263 167 81 33 3 0

gﬂﬁ 12: nsNaARMIINT99aATIR Kaplan-Meier a1nnN15@n1 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) ;

<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 :

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) 4111182 —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 13: AnsIN1952ATIR lUNANEREAINNISANEY AFFIRM — A1 Hazard Ratio Waz199AN

ety 95%

[ %

o aa dd%/ [ % dl a a a Id
UANAINEATINNTIDATIR LAEITINATUAINAIULNFANL APEINVFIEINUAN (ﬂ’]ﬁ‘@ﬂ@qﬂﬂl”ﬂ\ii?ﬁiuu\‘]wm@

1 v

aa o a ‘o ala ' a A Al o
L, mﬁ@mmmtﬂ&lﬂ?’]ﬂ@’mﬂﬁmLuuiﬂﬁluLLd?deﬂﬁ LL@:?LQ@']ﬂQ']@gmﬁLﬁﬂﬂq?mwmﬂ’)ﬂ’ﬂﬂﬂﬂtﬁiﬂ

o [ %

nszgniiuafaugn) uanalusiuonlungunladien enzalutamide HNadWsNANINBENNTRIAIATYNN

o

1 v
[

ADA MAIANNNITUFUAINTUNIINARDLNALALINILAD

aa o a Iv aa ?:/ a gjv “ ¥ <
nssantamlagilaannisaniiull luweie@naulssiiulsaydananisalaelgnmang
RECIST v1.1 guiuiliaitiannu uazn19iingealsniingzgn 2 AIUMLEYTaNINN2IA2:IN19YIINNg
auwnunIzan nanuszazinaniiu 8.3 weu lunguyaenlafuen enzalutamide wazidu 2.9 thaw
Tunquinlaiuenuaan [HR = 0.40 (199ANNITNY 95%: 0.35, 0.47), p < 0.0001] AINNNFILATIEN
WUq1 216 Tedsdanina i lununiianisandiuldaesise waz 645 snenuanfnasadivlilvesisa
da o X - o - 4 4 , .
79 1UA1UINT 303 918 (47%) Anannigendinldaesisaniilaitianan (soft tissue progression),

268 918 (42%) LNAAINN1TAN Lﬁuiﬂmma?@ﬂimﬁmz@ﬂ (bone lesion progression) Was 74 718

(11%) Apannisaiiulilaesseslspfilaitiaany uazsaslsaingzgn

WLNNTAARITAINLEALE 50% 1198 90% luyilaengunladuen enzalutamide 1wl 54.0% uaz 24.8%
mNaAL adulunguilaiuaivaanidi 1.5% waz 0.9% RINAFAU (p< 0.0001) ATNEEFIULDY

' a Id A ' dl ”v .
szazaINNaziiansgnanaesisaluwaiieate W 8.3 hau lunguilaiusi enzalutamide uay

3.0 hau lungunladugivaan [HR = 0.25 (399A911T0835 95%: 0.20, 0.30), p < 0.0001]
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| ¥

mﬁﬁﬂgmmmiwzmmmq%lﬁmmramimﬁLﬁmmmﬁuimqmz@ﬂLﬂumﬁmmﬂu 16.7 thaw Ty
o Y , d o Yy ' 4
nauila3uen enzalutamide uay 13.3 thaw Tunquitladueuaan [HR = 0.69 (193ANNITDITU
95%: 0.57, 0.84), p < 0.0001] wiAn1suiiNenvesiulaganszgn MuNEde N19RNLLAIVTRNGAR
nszan N1aiianszAnnaINneBan waesisa nsnalansegn wisanisulasueninwuzisane
Fne1e1n13UaANITAN AINNNFAATITMNEINITUNNELBINLIATINTZAN 448 ANTTOL WLIAT 277
WBN9TW (62%) LTuNsaN8uasingzgn, 95 wAn1and (21%) wunisnalanszen, 47 wenisu

(10%) WunaiianszgniinainnensanInaedlsn, 36 RANIIL (8%) wlunnadasuensnEuziss

WainmeInislannszgn uay 7 wnnis (2%) Wunisundanszgn

A Nat
B I
K189 4168 $18ANNNTANEMLILIAILAN T4 lA5UEN enzalutamide Hiiloganuau 3265 318
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Caprylocaproyl macrogolglycerides, Butylhydroxyanisole (E320), Butylhydroxytoluene (E321)

waanualaa

Gelatin, Sorbitol sorbitan solution, Glycerol, Titanium dioxide (E171), Purified water
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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 CYP2CS8 inhibitors should be avoided if possible. If patients must be
co-administered a strong CYP2CS 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 sorbitol (E420). Patients with rare hereditary problems of fructose intolerance should
not take this medicinal product.

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 Cpax. 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 AUCy.ixrof enzalutamide plus N-desmethyl enzalutamide by 1.3-fold with

no effect on Crmax. 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.inr of enzalutamide plus N-desmethyl enzalutamide by 37%
with no effect on Crax. 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). The
transport protein P-gp may also be induced, and probably other transporters as well, e.g. multidrug
resistance-associated protein 2 (MRP2), breast cancer resistance protein (BCRP) 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 Cnax 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.

CYPIA2, CYP2CS8 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 Cuax 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. The effect
of enzalutamide on P-gp substrates has not been evaluated in vivo; however, under conditions of
clinical use, enzalutamide may be an inducer of P-gp via activation of the nuclear pregnane receptor
(PXR). 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, MRP2, OAT3 and OCT1 substrates

Based on in vitro data, inhibition of BCRP and MRP2 (in the intestine), as well as organic anion
transporter 3 (OAT3) 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 cognitive disorder and neutropenia.

Seizure occurred in 0.5% of enzalutamide-treated patients, 0.1% 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

disorder

MedDRA System organ class | very common common uncommon not known*
Blood and lymphatic system leucopenia,
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
Nervous system disorders headache, cognitive posterior
memory disorder, reversible
impairment, seizure* encephalopathy
amnesia, syndrome
disturbance in
attention,
dysgeusia,
restless legs
syndrome
Reproductive system and breast gynaecomastia




Vascular disorders hot flush,
hypertension

Skin and subcutaneous tissue dry skin, rash,

disorders pruritus severe skin
reactions®

Musculoskeletal and connective | fracture?

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, 22 patients (0.5%) experienced a seizure out of 4168 patients treated
with a daily dose of 160 mg enzalutamide, whereas three patients (0.1%) 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 3.7% 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.

5. 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 pg/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 arm and was 19.0 months (95% CI: 16.6, 22.2) in the placebo
arm.

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

Enzalutamide plus ADT Placebo plus ADT
(N=574) (N =576)
Primary Endpoint
Radiographic Progression-free Survival
Number of events (%) 91 (15.9) 201 (34.9)
Median, months (95% CI)’ NR 19.0 (16.6, 22.2)
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Hazard ratio (95% CI)’

0.39 (0.30, 0.50)

P-value’

p <0.0001

Selected Secondary Endpoints

Time to PSA Progression’

Number of events (%) 45 (7.8) 189 (32.8)
Median, months (95% CI) 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

Patlepts with PSA detectable at 511 506
baseline

Patients with PSA undetectable 63 70

at baseline

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 (33.1)

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

1. Calculated using Brookmeyer and Crowley method.

haladi

Stratified by volume of disease (low vs high) and prior docetaxel use (yes or no).
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 1: Kaplan-Meier curve of rPFS in ARCHES study (intent-to-treat analysis)
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Figure 2: Forest plot of rPFS by pre-specified subgroup in ARCHES (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].

11



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.

The first pre-specified interim analysis for overall survival was conducted at the time of the rPFS
analysis. At the time of the first interim analysis, overall survival data were not mature and did not
show a statistically significant difference in patients treated with enzalutamide compared to placebo
[HR = 0.81 (95% CI: 0.53, 1.25), p = 0.3361]. The median overall survival was not reached in either
treatment group.

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 analysis, median follow-up for OS was 33.8 months. The interim 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)].
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Figure 3: Kaplan-Meier curves of overall survival in the ENZAMET study (intent-to-treat
analysis)
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Figure 4: Forest plot of overall survival 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 5: 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 6: 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 7: 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 8: 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
S-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 9: 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 10: 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 11). 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.
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At the time of the primary analysis there were 1633 patients randomized.

Figure 11: 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 12 and 13).

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 12: Kaplan-Meier Curves of Overall Survival in the AFFIRM Study (Intent-to-Treat
Analysis)
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Figure 13: 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 4168 patients in the controlled clinical trials who received enzalutamide, 3265 patients (78%)

were 65 years and over and 1469 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 Cpax 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-AUCq.inr.

Enzalutamide is metabolized by CYP2CS8 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 Cp.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 Cuax in subjects with moderate impairment increased by 14% and decreased by 17%, respectively,
and the AUC and Crax 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 (> 77%) 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 (AUCyy, 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 in 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: October 2021
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