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1.5 EEXFERORERUVFHXEDOREE

1.5.1 EEXEIEROZEE

MDV3100 1%, #O&GAEERMKD 7 > FuF o2/ K (AR) 7 IURELERITHY,
KEAY 74N =7 KRFEa B2 TR S 7z (K 1.5-1), MDV3100 (%, 7> e s
D AR ~OfEE (AR OIEMEL) ZFAMICIEL, AR OBENBITEZILIEL, FIZAR EZDOTF
MG L O/AZIET S, 72, MDV3100 1E, BEFOHT > R F U AICBO Hivd AR ~
DT A=A MEMZRS 720,

1.5-1 MDV3100 M 1kHEE

HaC CN
3 N S

=

1.5.2 FAROEE

KE 123 Medivation 1173, [ 4 & 0 AIZIRE A L U COMIKRBIFRICE T LTz, T 0,
Bl o7 27 7 AREERGUREAS, Medivation £ & MDV3100 O 2[R B%E & O ¥-ALIZBIT 5
BRI ZHERE L, BfEICE D £ T, Medivation tH& 7 27 T AR SAEN L [F TR 21T7- T
W%, MDV3100 DB A X 1.5-2 1ITRT,
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1.5.21 MEICET SBEFEOEE

MDV3100 JEFED Kk K OFER H 15, MR L FROPEE ORGEHE, KE Medivation £HIZ TR %
piin L, LY 7 AT T AR & IR TR A S L7,

MDV3100 JF 3 D22 EERBR I OV TIE, FRk 15 4E 6 H 3 BATEIRFER S 0603001 5 [Z2EME
BT A RT A L OUEIZONT WAL 9 4F 5 A 28 HATIESRE 442 5 RS K& O i)
DOIEEMRBR T A K71 2o 123, P &0 BERERER, nseks L
OVErBSaRER (IR, WBE, YeRS) & 280 L7z, A3EIE, REIRFRBROMR, 24 AL ETH-
7=, 7ok, R, [ ] 0B kT Th D,

MDV3100 REANIIHA 7K & LCHIZ L, EiHEs fds) s I 6 & © fRGHR O
wTRoRMEERE L2, ENEFA7E, T S O -
BB TH D, WAIOLEMET R 154 6 H 3 BAEIRERE 0603001 = 22 EERER 7 A
RT A L DOWEITOW TN 9 4 5 H 28 HATERIES 422 5 [HIR SR O A oS 22 e
PERRER T A BT A 2D NTY IS E, RHIRARER, stk Ol GRE, K&
ootis) = =) 5 Lo Bs L, REMRERER, ROERBROBEE CITRLA TN
RBFERITNTNORETH -T2, 7ok, RUMRFRBR [ =] A Bkt cbh 5,

1.5.2.2 JEERRAERICEAT SRR DER

15221 EIFER

MDV3100 OIKERZAMEE 2 B 50T D 720102, invitro KON in vivo FERG A S SEFRFAER (2 33
VT, MDV3100 D AR > 27 F /VARGERRBE I3 2 BRI ONT AR R A7 T 7 s A A s G .
FUEM, MR SERE SR K VGB35t L7z, £ O#5E, MDV3100 1, AR ~D7 > R
27 DREG Z A HIZIE L, AR OBRIFBL T R OAFOHT o Nl o3RI 2 7= 373l
SEPRIEHEARIZ BV T AR OEENEBITR N AR &2 0O FitEia & OfEa&EHE Lz, £z,
MDV3100 1%, AR KFFMHOBEFRIZMAE L, miZiEMiaoiiEgzmE+ 2 & & i, mig
JRIEE A D AR AE 2 3538 U 7=, BEBMEHUMERTN SR € 7 /USRI, IEBEIER 28 L
72o HIZ, MDV3100 1%, BEFOT v FuaF V3N L 2 DR EZ 2 6 TS, AR I
TLHT7 A=A MEWEZ RS ehodz, b FEEMAHY TH D M2 1%, AR FEEBIAML O AR N
BATBEERIZBW T, MDV3100 & RIZEDOTIEREEZ/R LN, 9 —20b hEERHIHTHD
M1 | MDV3100 Bk D FEEE M 2 7R S 72 o T2,

BV AISREL AR & L C MDV3100, M1 2 TN M2 @ AR LIS ~DFE % ¥4t L 7=, MDV3100 & O}
M2 X GABABHAMZ v 7 A RF ¥y xLTHE L, HEMEHNZR L,

LRV ERBRICB VT, BHEDO MDV3100 2~ 7 A 25 U7 BRI BAR AT 70 i 75 7%
TERNRS =R, ZOERIE MDV3100 2 (X M2 @ GABA BIOMEY v 7 A RF v VL ELE
FICEER T % rIREE DS HESS STz, £ OO R MR IC B\ T, 2SN FARRE R,
NEOR SR, DA RIS A IERITRD Hivieh o7z,
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15222 IR, 7%, KH, BEo:ER

ARIEDOFEYBNREZ B O NN T D721, AR R OFRE R R 2 LT, flix O3y E)
RERRBR 2 FEhE L7z, K OHEMRBREF LU R, Ty b, A XKOI =7 A HF/ITBNT,
MDV3100 O i H e 2 JE L, SEWEHRE O 5 - Bk A7 K OB 5-1C X 2 3@ e~ 2
ERat LTz, 7 v RO XIZBWT, MDV3100 2/ 0 #% 5 L7 & & Dffaxf A AT x4 Z 'Y
T EBE Lz, £, Ao "CHERMEEAROES Lz EDT v MBI B ETE MRS
MR, 7 v FPROA RTBT DHHEROR, TROMITF~OHM AT <2 Z L2k, Ehm
Wl sy DENENRECIR R A Mt L7, IS, Sk Ot b OFEHE A in vitro AR OY
\Z in vivo REMIIRE R OREHEE 2 FEM L C, Bt b FOMTORE T 77 7 A VORI A&
UHHERZB BT LT,

7w REOA XZBIT Dt A AT A Z 80 7 4 IHMEHETIEZENEN 97% K TN 73% T
bole, vUA, Ty b, AXKOH BT EAALFTT A ZEY T 4 1 ZHRGEOHEIMIIET
T L7z, MDV3100 % 1 H 1 [FIKER &G Lz & & O VEEEREREL, 7 v F Tl 1~3,
A XTHEHA 1~4 Th -7, Bpics o, I
-) BRI, HARF AT e —2RERS T w0 s L0, [JE
e LTRAKE LIEHEOIRAL AT A7) 74 mhoiz, £, [J#kicto
IO R ETIEMER Z WML T, S AT XA TV T 3B SN o2 &b, FERE
Kok c oGty [ wiicioe L

Fiz, RENFROICERT 2D oNT, 2HITEIL 54 Lictk, REOFEFA~E
ELTREME LCHEtE D LB X Bz, MDV3100 O FE G ROSIIIE * F 11k, Rk,
DARG R E WS T2 TG THY, 7y b, A XL hORTHEL RO L,
MISEF O EBRH TH D ML KOM2 259, b FTROLNTZITZEA ETXTORBHWIT
7 FEROA XTHRO LN, & N TOHRBD LNREHIITh e T 2 KFIkT, i
SITREOHETIIRH S8, M CIEEAERO Lot

1.5.2.2.3 FHHHR

MDV3100 DL EZFHET 27280, ~ U AR =7 A B % Hv 7z Bal# 5 Toxicokinetics
(TK) &R, ~U R, 7v FROA X &M KERGEERER, 8EFERR, ~ v 22 Hn
TR« BRVERAEICBIT 2B L O OO TFERBR E LT, itk O kA Glgs ~0
WAL 5 3 AMER 5384 FhE L 72, MDV3100 O, AHlid a2ty 7 b
7 =7 DEREK % W TN 21TV, ZRFMEDRREN R SN TAL AW IR IR 2R B
B A Fhi L7z, —EBORRPNCDONTIET v b & AW K8 £ 5 a5 C Rt & A L 7=,
HiR[f 5 TK 38k, KERGHERICIBW T, ~ 7 21X MDV3100 @ 30 mg/kg/day £ TO 4 MK
x5, 7 v ME 100 mg/kg/day £ TOD 26 BREIEHRE, A X3 30 mg/kg/day F T 4 M A8
$ 5, 20 mg/kg/day O 13 HEE G HAEM A7 LTz, MDV3100 D#HICERT 5 L& 6
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FUHWEFE « LA, ~ 7 A TlX 400 mg/kg/day LA EDOHEIE 5. 60 mg/kg/day VL b D iEH G TR
Doz, Ty FORERGHER T, REROFRHE, ST I AL PR - FELERH LI
Too A X 4 BBE B RER D 100/60 mg/kg/day B 58 (100 mg/kg/day TR & BHAA L, &5 8
HIZ— AR BEE L O 72 8 60 mg/kg/day |ZIHE) T8O HILTZIETIE, FITRGRORHEZ XL 5 &
ML STy, R ERE & OBBRAGE TERVEETH bR b, —RIEROBIZICE
WC, BRSGEBEIOMRT, WM, BRSO PARARRIER A, ~ U 2 TiX 400 mg/kg DA LD HL
[El5 5} O 200 mg/kg/day BA EORIEE S, 7 > FTIiL 100 mg/kg/day D KER S, A X TiX

45 mg/kg/day LA EOAERE (201345 AT TE), WNI~ U 2 & W Z 3P T
WTRD LN TWD, MR - MKAECFIREICBV T, KRB, ~E/7obr BRI~
K7 Uy MESOKE, Zva—Ak0Na L AT a—/ LOBMAREERRD b, s 33K
TERICERT 228k & Bz b, B BEIE, WIRMRA, FHEEETIOMRE X, PR -
BIAEFHES, WOWERTE, FLIRIZH VT MDV3100 OEFREIEICRR T 5 &5 2 55 B8
LTz, TN DOZEIE 4 )5 21 F TORIEWIR T, o XTI BE L,

BARFMEICBE LT, MDV3100 13EIREARERRE, ~ 7R v 7 4 —~illR, ~ v 2/ MEBR
DWTHUIZEBNTHRETH - T,

ATER AT LT, v~ U AW - JRIRIAEICET 23 B CIIRE CTIREL IR - Ik
WIET T H AL, MBI TSR R OVER R M L7,

JEEMEICBI L C, MDV3100 13358 ~ ¥ ARRMEEFIII LA F R Lie o 12,

MDV3100 @ 30 mg/kg/day Z KA X123 HHRAER N5 L7caliR <, ainciio B &R &
OFEfE, FROBADEFOF I 11 BE ORI LV BRICBEET 5 2 LR S L,

b R TROLID 2O EERRH, M1 & M2 IZBI L C, KEHRGRBRORKMEIZBIT S
M1 @ Cpax 2 OV AUCou 1, MDV3100 @ 160 mg/day Z#¢5- S/ b hOEEIREEL L T, ~
7 AT 19%~29%, 7 v b T31%~62%, 1 X T 69%~91%Th~>7-, M2 X, WTIOEWFEIZ
BWTHE MO 17%A0 Td > 72, DEREK IZ X DM T M6 ICBIREME DR EDN R I N2, £
DD FT T ORBIIIENETH 72, M1, M2 KO M6 (IR 284 Bl etk Th - 7=,

MDV3100 JFFEF ORH 1, 3 J T 6%&EH T 25 MDV3100 2% 5-LC, 7 FToO 2 MK
BEREGEERREER L 72L 25, AICERT S BN wmETRRO bivikinolz, £
72, DEREK (T J 2 #§1EMEHT C Mutagenicity 7 7 — b 237 L7 Al K O ORI (

A 1, 10, 113%) 1%, BIRERERRBR CERFMA RS RN oTz,

PLEDOFRERIC LY, ARIKITIEREIUL DR O A 7o TR e AR 1T, HERE I 5 160 mg/
HCHEA L CbRetEoBtiTbintEx bz,

9
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1.5.2.3 ERIKICEIT DR DIERE
1.5.2.3.1 BN THik SRR

1.5.23.1.1 5 | f85ER [S-3100-1-01]

ARENO B OERARRERIL, 2007 4 7 AINKECRAS 722 TSR [S-3100-1-01] TH 5,
55 LAHRRER [S-3100-1-01] 13, MELTMED EBHRPUIERTSZ e B TIRIRIEAR AT D BH L b7
WIERATH OBRE OMBEE A %5 L L, MDV3100 O Kt EOREE G ett7Tn 7 7 4
VO, SEENE, HUEE I OV T AR AT 7= HESE F Ot &2 BRICFEM L=, A
ABRTIL, AHI30, 60, 150, 240, 360, 480 Xi% 600 mg/H D L2772, 360 mg/H LA LD
m & T, ERESEOHERIREMENRD L Z &b, ARAIDOR KM H &I 240 mg/H &
Wrainio, £/, KA 60 mg/HLUL EDOHETHMEI RSN, HEEFICAHZMES EFT5
ERAFEH A=, 150mg/ HEL EOHETITH O REENRITEO b oTe, —F, &
EMEORECIXH ERFOICEE ORI 2 2HADBFED SN2 EnD, REIOHESEH &iX
150 mg/ HFLEETH D L B2 bivie, FI, % T [S-3100-1-017 i | n——— =
WCRERZBG LY, T CER O OB -l - %é%ﬂ%--
I 5 L7 s, B AR B E MR [CRPC2] TOM &L 160 mg/ H & IRE L7,

152312 EINHE_ESHRE® [CRPC2]

Fu i —mERRE [CRPC2] 1%, 7 A U aEESE (FDA) & o | Meeting

W = 7P P EEHRE), FUEMEESE SN O AR B EGR O 72 8 O B AR O FF A
HIZBIT 2 KE T A & o A R OGUEMENES SEOEGIREHG 1A 35 CHMP A RT A

(EMA/CHMP/205/95) (223 &Ftli &7z, & I —EERHAE [CRPC2] OxIGs, Jhi®

FIERBR SN BEE, T7hbb K& X2 &t LFREIERT TR I RBEST U BB
AR S & L, 2AFMM L2 EEmEE & Lz, ARBROFEIFAT, FeExdeick
DACFIRERA T4 T BT L 7o BT ﬁzﬁﬁiﬂ%ﬁ-%% ZH L TERE N TV B ERAFNT 20 -
Telo, T uReRRIEE LTRIR L, RIBREAT vA FOFHITFFE L2, DFHMAE
Lot

5 1A —EE MR [CRPC2] 1, 2009 4F 9 H b 15 4 [E O EFSIE RS & U C5FEM L7z,
R % %2 U2 X DAL BT O HEL T B BB UM R R B 1199 Il 03 ARGRBR I B 6k <
AU, MDV3100 #£Z 800 f5il, 77 BAREEIZ 399 HI23FI 0 117 541, MDV3100 160 mg/H X7 7 &
N1 H 1 ERAO%E IS,

AR IR T 520 F DA XU b (BT O BARA X2 FETH D 650 £ 80%) 73FEHL L 7= It
ST, RAEFMIE ORISR A2 e Lo, T ORER, AFEMIE ORI, MDV3100 #£ T 18.4
WA, 77ERETI36 VATHY (BEMZ48 7 A), MDV3100 B Tlid~7 7 B RBHZ G
HINCA B R B AR O R 1D bivle (NP — RE0.631 [95%E X [H: 0.529, 0.752],

10
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P<0.0001), F7=, MHTATNCHE L2 mA 712 &0 08 Lo BFEMAEFF CH, MDV3100
FETIET 7 B RBHC AR AF M O IER D3 Rl S 4v7z, IS, BIKEHIEE TdH 5 PSA ¥ E
TOMIM, G2 W Lo B EAFR, R OFBEEERNEIT 5 E TOMM, PSA FZhE
A K OGRS (2%t 9~ 2 HUlES2h &, Functional Assessment of Cancer Therapy-Prostate (FACT-P)

% 72 Quality of life (QOL) D& OYEIEZFIZ- DWW T EH, MDV3100 BETIE~7 7 B RERIC
NHEERICH BERBENE O b,

—J7, BAEVEZOWTIE, R, Yy, 1ZTY, B, &L, A&, LR, REmkEES
FlEREE, 6, 2 O SERE RS RIEAS, MDV3100 ISR A EFR LB Lo, Sk
WCZEVEIRAFTH D Z LR ENT,

k

il

R

1.5.2.3.1.3 BN TEiES N1 TDMDERRHER

{CFFRERAT O 2 b BB 2 3 2 BBMPTERT R BT 2 x4 & L7288 AR
[CRPC-MDA-1] IZBWT, AFINT v FaF v SBIRY 7T IVREZHE L T D Z L R
STz,

Fro, BB L LT, WAMBRKLRORFOZERE [MDV3100-05], ~ A7 o AR
[CL-0001], HRJE K OV S RE DRFHEREREEH 2%t 52 & L7 I RE I 35k [CL-0009], 3E4HH
AAEHEER [CL-0006] K& OSEMAME AA/EHRER [CL-0007] 2330 S a7z,

B L e OV O R ER [MDV3100-05] OfER, AFITRIGEEICH TOREE 5251
DD, WINEIITHEE XN EPRRE T, v AT A3 Bk [CL-0001] DOFEE, #5
L7ZHUHBED T1.0%23 R HIZ R S 41, 13.6% CRZE IR E L TOHEER 0.39%4% Bie) AT
Pz Eovn, AEODR & 842% WIS NT- &5 2 bivie, FFikheREE 2 Bk
[CL-0009] DfEH, MDV3100, FEAH TH S M1, M2 LT MDV3100 & M2 &5 DGR &
RT A =2, BEFHEREEES TR IERE O 130 425 2 Lid/e <, HEEITFH#RE
PEER CIIAFSRE R R & D 129 (52825 2 i3 -z, KW EERRE [CL-0006] D
B, 8172 CYP2C8 FLERITH D7 L7 4 7 UL EARFIONAEEIZ XY, MDV3100 & M2
DEFHD AUC ;T BB 5 R 2,17 f512 BH U7z, 387772 CYP3A4 HERICTH LA T 2
V)V ERRNE DG Lo & &, MDV3100 & M2 A5FD AUC ¢ 13 B 52 b= 1.28 %12
b5 U, FEE AR HIRAER [CL-0007] DR R, AF & OPFHEEIZEY S-U LT 71 (CYP2CI
FE) @ AUC 13 044 fZICAD L, A7 V' —/L (CYP2C19 E) @ AUC I 0.30 {512 L,
XY T . (CYP3A4 BLE) @ AUC 1T 0.14 {512 L7es, ©4 7Y %y (CYP2C8 EEH) @
AUC IZIFERIICER DO H D2 EIT A NI o T,

1.5.23.2 ERNTERINT-FERAR
EWNIZ BT D AR OABIF I, 2010 4 11 A XV BG L7z, [EWNE /I AHRER [CL-0111] 1

Z gk L FIE B I BRakER & U T3 Sz, [ENES VI AEEER [CL-0111] o H &t = A —

11



MDV3100 1.5
ERXIEEROEERVRHREDORER

r (P-1/3— 1) 1E, MRS ERT I IR R E 255 & LT, RRIOZeM, BAEMELUEE
WEhREZMiTT 5 2 L2 B E Ui, ENBRSE 2 BHiA9 2 RE T, 25 111 A1 — & & Mk [CRPC2]
OHEREFEN 160 mg/ H & L TRE S, BRICRBARGS N T2 Enn, KRB cofkb &
1%, 160mg/H 2 HHELE 35 80, 160, 240mg D3 HEZRE L, ZhbD&kEE%, (KA
ENDEMEMICARES B, Gt 9B TRFI L, FHECTOHRBIREG 2177214, 240 mg #E%
B & R EORER G 21T > 72, 240 mg FEICHOWTIE, 160 mg/H DREHKE & Lz, P-1/%—k
T, WAMEEHE TH 5 160 mg/ H DO EENE & PR EMENE DR EZITo72%, FeEF Xt
Ze B TALTFIHRERIA T2 OB R BRGNS B 25 & L C, AAI 160 mg/ H &5 D F %)
PE, 22tk R OSSR BN IE 2 et D EBIE I 2R — & (P-I1 23— k) ZBA%A L7z, P-I1 23— | Tl
RECIST % W IS/ N R 2 EERHBIEE & U722 &b, iR B 2 b2 T/ O s
PEEBRGUERT L R A D © B RECIST Ml fTRBIR A 2 A9 2 BFITIRE L7z, P-I1/3— BZ
%, GEF38 BB ST,

Day 85 & CIZ PR PL LD &S/ N 03GR6D B A7 g2 W DO FNEIE X 5.3%, PSA fEL it KK
TRHIZAR—RZ2 T A4 U5 50%LL FIK T L2 B OFIA1X 28.9% Th o7z, ARRERT 10%LL L&
FICHA BN AERERL, (KERD, BREEGR, (060, WM, B, @SiE, %Y, SEsEE,
DEM QT R, HE, HIRAKOHZ TH-oT,

AR~V HBITIEH D OO, ENE VIFEEER [CL-0111] T IS/ M & O PSA
K TFRINRD Bz, Fiz, REMEKOEMEREICOWT, [ENE VIFHRE [CL-0111] TR
HINZE IR D B % RIEHRZEZ R T 5T IR e o Tz,

1524 BHUBIZLBHA S IPHME

152.4.1 5%
I o 7\ B L E R SR O (DU, B 2 BT ISR

Acow . . [l =7

1 T
I

1 T
I

mreor, [
-
I, - {7 = A7

E3S | || [ [ 2 EURAVANEERESEIMelANY LEd )
BT o7,
-

]
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shkompgi oo, I I

1.5.2.4.3 I
eesssssssssnn. 0 -]

-, cofEE, JlELDA T
Y - 7 C V2%

153 BIZHEITHBFERKR

KETIE, 2012455 A 22 AICHEEAGERFE (NDA) % FDA (7 A Y W RRERELF) (26
L, [FEZFEM KL DIRERE AT 2B EBRGUERTSZE B OIRE ] 2 20HE - VR,
1 H 15160 mg (40 mg4 » 7 &/N) ik HEE L, 201248 A 31 HIZAREZESF L T\ 5,
PR CUE, 2012 4 6 A ICEE G GEAGR RS (MAA) %, EMA (RN =5 T) 1IZH:H L, Ttreatment
of adult men with metastatic castration-resistant prostate cancer whose disease has progressed on or after
docetaxel therapy ( K& & & /L1C L 2 1EHE H SUTTERZ TR LT U 7580 R EIRBUIE AT
P RN BYERE ORRICHWO D, ) ) Z2hae - 205, 1 H 1[E1 160 mg (40 mg4 1 7 & L) %
Mk - MEL L, 201346 A 21 HITKREZIG L T\ 5, TOMOHIRTIE, B4, wE,
INTxz—, TAAZ R, TArBEryFricksnwAR2EE LB Y, GG
I T, KRR HEE LTV D (2013 4E 10
ARBIE), FTo, ALFPHFERMITORNIEE I LT H KRR Z i+ Th 5,

14
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1.5.4 HRMERUEHH

1.5.41 ANEOFH

BEERBEA G VMERZEEABITROZZIEREALIREREOEEFIMZERT S

s 15 D ETEM S5 I _HEBRABR [CRPC2] 2B\ T, FEZXF v La5ibF
PEALHEATIE 2 A7 3 2 BBMIRBTME A ST I BB 2 P52 MDV3100 % 160mg, 1 H 1[I 5L, 4
AR & Bt LTz, 2 OfE %, MDV3100 #E1E 7 7 2 REEC KT L CaAFM oM Ica E
FEE NGRSO BTz (AR Il : MDV3100 £ 184 7 A, 7*7&AEE13.6 7 A, P<0.0001,
AP — R 0.631 [95%(EFXMH : 0.529~0.752]), £7z, ZORAEFMMOMERIE, AiLED
BIREDMTONTBEORNEGN T 7RIV DR ho I b L L TR b, IRRERIK
DIRWMEFRIER A TH (REX2 XL aET) OEBEGUERT LI E#F 23 LT, MDV3100
2 X DERIRINERD B WEAEFHIF O RN R NG DT,

EEEERFERFEFTCOHMZERT S

75 A BB B [CRPC2] 1238\ C, BEIEAEID 13706 Ry OB B RS54 £ TOH
[FIZx9 % MDV3100 D8 A ket LTc, BB SER 2 5 OBEBEESUIVEFN, JWaE
Ir, BB SUTEIRIEEL B LIEHUERRIEOEE | LEFR LT, RO FBIEHELRHEE
FCTOWROFIAEIX, MDV3100 #£T 167 B H, 77 AREETI133 ZH THY, MDV3100 # T
FEHCABICIER Lz, 77 B RBEHCHT 5 MDV3100 BEO BRI AT — REIX, 0.688 (95%(5F
FEXMH : 0566, 0.835) Th-o7c, BEBNLIET DEITIEORINIRELEE 1T L > T, MDV3100
IZ LD EREEREA E TOHMOIEREZRIL, WRERDE .,

QOL zHET 5

5 1A —HE MR [CRPC2] I8\ T, FACT-P ERZE % I\ T MDV3100 @ QOL ik %) %
ZREt L=, QOL &% [3 LI EOMBEZ B\ 72 2 [ OREIZRIT 5, FACT-P KA 2
TDR—=ATANHO 10 RA M) L EFR LTz, FACT-P 2K 2 2 712H-5< QOL DZE%)
E| 51X MDV3100 BT 43.2%, 77 BREET183% TH>7-, QOL DEZhEIG OREMZEIT 24.9%
ThY, HEHIZAE TH -7 (P<0.0001), F7=, FHBRICHWVTERaY hr—Liktd 25
MDV3100 D8 A Wt Uiz, JEIRREMZ 55 13 HOSWEEFE A 2 T N_—2 T A 15 30%LL
KT L, [AIREIC SR S RO BN 30% A0 CTh D Z &) LER Lz, EIRREFEIL,
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MDV3100

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to
use XTANDI"safely and effectively. See full prescribing
information for XTANDI.

XTANDI* (enzalutamide) capsules for oral use
Initial U.S. Approval: 2012

--------------------- INDICATIONS AND USAGE-—----—-—-————-
XTANDI is an androgen receptor inhibitor indicated for the
treatment of patients with metastatic castration-resistant prostate
cancer who have previously received docetaxel. (1)

---------------- DOSAGE AND ADMINISTRATION----------=------
XTANDI 160 mg (four 40 mg capsules) administered orally once
daily.

Swallow capsules whole. XTANDI can be taken with or without
food. (2.1)

eeeeeeeeee-DOSAGE FORMS AND STRENGTHS--mmmremmmeee
Capsule 40 mg (3)

Seizure occurred in 0.9% of patients receiving XTANDI. There is
no clinical trial experience with XTANDI in patients who have had
a seizure, in patients with predisposing factors for seizure, or in
patients using concomitant medications that may lower the seizure
threshold. (5.1)

1.6
HNEERRKRE

------------------------ ADVERSE REACTIONS--------memmemeememeeee
The most common adverse reactions (> 5%) are asthenia/fatigue,
back pain, diarrhea, arthralgia, hot flush, peripheral edema,
musculoskeletal pain, headache, upper respiratory infection,
muscular weakness, dizziness, insomnia, lower respiratory
infection, spinal cord compression and cauda equina syndrome,
hematuria, paresthesia, anxiety, and hypertension. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact
Astellas Pharma US, Inc. at 1-800-727-7003 or FDA at
1-800-FDA-1088 or www.fda.gov/medwatch.

-—m=mmmmmemmemeeee—-—-DRUG INTERA CTIONS--------mm oo

* Avoid strong CYP2C8 inhibitors, as they can increase the
plasma exposure to XTANDI. If co-administration is
necessary, reduce the dose of XTANDI. (2.2, 7.1)

* Avoid strong or moderate CYP3A4 or CYP2CS inducers as
they can alter the plasma exposure to XTANDI. (7.1, 7.2)

e Avoid CYP3A4, CYP2C9 and CYP2C19 substrates with a
narrow therapeutic index, as XTANDI may decrease the
plasma exposures of these drugs. If XTANDI is
co-administered with warfarin (CYP2C9 substrate),
conduct additional INR monitoring. (7.3)

See 17 for PATIENT COUNSELING INFORMATION and
FDA-approved patient labeling.

Revised:11 /2012
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
XTANDI is indicated for the treatment of patients with metastatic castration-resistant prostate cancer who

have previously received docetaxel.

2 DOSAGE AND ADMINISTRATION

2.1 Dosing Information

The recommended dose of XTANDI is 160 mg (four 40 mg capsules) administered orally once daily.
XTANDI can be taken with or without food /see Clinical Pharmacology (12.3)]. Swallow capsules whole.

Do not chew, dissolve, or open the capsules.

2.2 Dose Modifications
If a patient experiences a > Grade 3 toxicity or an intolerable side effect, withhold dosing for one week or
until symptoms improve to < Grade 2, then resume at the same or a reduced dose (120 mg or 80 mg), if

warranted.

Concomitant Strong CYP2C8 Inhibitors
The concomitant use of strong CYP2CS inhibitors should be avoided if possible. If patients must be
co-administered a strong CYP2CS inhibitor, reduce the XTANDI dose to 80 mg once daily. If

co-administration of the strong inhibitor is discontinued, the XTANDI dose should be returned to the dose

used prior to initiation of the strong CYP2CS8 inhibitor [see Drug Interactions (7.1) and Clinical
Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS
XTANDI 40 mg capsules are white to off-white oblong soft gelatin capsules imprinted in black ink with
ENZ.

4 CONTRAINDICATIONS

Pregnancy

XTANDI can cause fetal harm when administered to a pregnant woman based on its mechanism of action.
XTANDI is not indicated for use in women. XTANDI is contraindicated in women who are or may become
pregnant. If this drug is used during pregnancy, or if the patient becomes pregnant while taking this drug,
apprise the patient of the potential hazard to the fetus and the potential risk for pregnancy loss /see Use in
Specific Populations (8.1)].

5 WARNINGS AND PRECAUTIONS

5.1 Seizure

In the randomized clinical trial, 7 of 800 (0.9%) patients treated with XTANDI 160 mg once daily
experienced a seizure. No seizures occurred in patients treated with placebo. Seizures occurred from 31 to

603 days after initiation of XTANDI. Patients experiencing seizure were permanently discontinued from
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therapy and all seizures resolved. There is no clinical trial experience re-administering XTANDI to patients
who experienced seizures.

The safety of XTANDI in patients with predisposing factors for seizure is not known because these patients
were excluded from the trial. These exclusion criteria included a history of seizure, underlying brain injury
with loss of consciousness, transient ischemic attack within the past 12 months, cerebral vascular accident,
brain metastases, brain arteriovenous malformation or the use of concomitant medications that may lower
the seizure threshold.

Because of the risk of seizure associated with XTANDI use, patients should be advised of the risk of
engaging in any activity where sudden loss of consciousness could cause serious harm to themselves or

others.

6 ADVERSE REACTIONS
The following is discussed in more detail in other sections of the labeling:

»  Seizure [see Warnings and Precautions (5.1)]

6.1 Clinical Trial Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in
the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and
may not reflect the rates observed in practice.

In the randomized clinical trial in patients with metastatic castration-resistant prostate cancer who had
previously received docetaxel, patients received XTANDI 160 mg orally once daily (N = 800) or placebo
(N =399). The median duration of treatment was 8.3 months with XTANDI and 3.0 months with placebo.
All patients continued androgen deprivation therapy. Patients were allowed, but not required, to take
glucocorticoids. During the trial, 48% of patients on the XTANDI arm and 46% of patients on the placebo
arm received glucocorticoids. All adverse events and laboratory abnormalities were graded using NCI
CTCAE version 4.

The most common adverse drug reactions (> 5%) reported in patients receiving XTANDI in the
randomized clinical trial were asthenia/fatigue, back pain, diarrhea, arthralgia, hot flush, peripheral edema,
musculoskeletal pain, headache, upper respiratory infection, muscular weakness, dizziness, insomnia, lower
respiratory infection, spinal cord compression and cauda equina syndrome, hematuria, paresthesia, anxiety,
and hypertension. Grade 3 and higher adverse reactions were reported among 47% of XTANDI-treated
patients and 53% of placebo-treated patients. Discontinuations due to adverse events were reported for 16%
of XTANDI-treated patients and 18% of placebo-treated patients. The most common adverse reaction
leading to treatment discontinuation was seizure, which occurred in 0.9% of the XTANDI-treated patients
compared to none (0%) of the placebo-treated patients. Table 1 shows adverse reactions reported in the
randomized clinical trial that occurred at a > 2% absolute increase in frequency in the XTANDI arm

compared to the placebo arm.
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Table 1. Adverse Reactions in the Randomized Trial
XTANDI Placebo
N=23800 N=399
Grade 1-4 Grade 3-4 Grade 1-4 Grade 3-4
(%) (%) (%) (%)
General Disorders
Asthenic Conditions” 50.6 9.0 44.4 9.3
Peripheral Edema 15.4 1.0 13.3 0.8
Musculoskeletal And Connective Tissue Disorders
Back Pain 26.4 5.3 24.3 4.0
Arthralgia 20.5 2.5 17.3 1.8
Musculoskeletal Pain 15.0 1.3 11.5 0.3
Muscular Weakness 9.8 1.5 6.8 1.8
Musculoskeletal Stiffness 2.6 0.3 0.3 0.0
Gastrointestinal Disorders
Diarrhea 21.8 1.1 17.5 | 0.3
Vascular Disorders
Hot Flush 20.3 0.0 10.3 0.0
Hypertension 6.4 2.1 2.8 1.3
Nervous System Disorders
Headache 12.1 0.9 5.5 0.0
Dizziness" 9.5 0.5 7.5 0.5
Spinal Cord Compression and 7.4 6.6 4.5 3.8
Cauda Equina Syndrome
Paresthesia 6.6 0.0 4.5 0.0
Mental Impairment Disorders’ 4.3 0.3 1.8 0.0
Hypoesthesia 4.0 0.3 1.8 0.0
Infections And Infestations
Upper Respiratory Tract 10.9 0.0 6.5 0.3
Infection’
Lower Respiratory Tract And 8.5 2.4 4.8 1.3
Lung Infection”
Psychiatric Disorders
Insomnia 8.8 0.0 6.0 0.5
Anxiety 6.5 0.3 4.0 0.0
Renal And Urinary Disorders
Hematuria 6.9 1.8 4.5 1.0
Pollakiuria 4.8 0.0 2.5 0.0
Injury, Poisoning And Procedural Complications
Fall 4.6 0.3 1.3 0.0
Non-pathologic Fractures 4.0 1.4 0.8 0.3
Skin And Subcutaneous Tissue Disorders
Pruritus 3.8 0.0 1.3 0.0
Dry Skin 3.5 0.0 1.3 0.0
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XTANDI Placebo
N=2800 N=399
Grade 1-4 Grade 3-4 Grade 1-4 Grade 3-4
(%) (%) (%) (%)

Respiratory Disorders

Epistaxis | 3.3 | 0.1 | 1.3 | 0.3

Includes asthenia and fatigue.

Includes dizziness and vertigo.

Includes amnesia, memory impairment, cognitive disorder, and disturbance in attention.

Includes nasopharyngitis, upper respiratory tract infection, sinusitis, rhinitis, pharyngitis, and laryngitis.
Includes pneumonia, lower respiratory tract infection, bronchitis, and lung infection.

o o0 o e

Laboratory Abnormalities

In the randomized clinical trial, Grade 1-4 neutropenia occurred in 15% of patients on XTANDI (1% Grade
3-4) and in 6% of patients on placebo (no Grade 3-4). The incidence of Grade 1-4 thrombocytopenia was
similar in both arms; 0.5% of patients on XTANDI and 1% on placebo experienced Grade 3-4
thrombocytopenia. Grade 1-4 elevations in ALT occurred in 10% of patients on XTANDI (0.3% Grade 3-4)
and 18% of patients on placebo (0.5% Grade 3-4). Grade 1-4 elevations in bilirubin occurred in 3% of
patients on XTANDI and 2% of patients on placebo.

Infections
In the randomized clinical trial, 1.0% of patients treated with XTANDI compared to 0.3% of patients on
placebo died from infections or sepsis. Infection-related serious adverse events were reported in

approximately 6% of the patients on both treatment arms.

Falls and Fall-related Injuries

In the randomized clinical trial, falls or injuries related to falls occurred in 4.6% of patients treated with
XTANDI compared to 1.3% of patients on placebo. Falls were not associated with loss of consciousness or
seizure. Fall-related injuries were more severe in patients treated with XTANDI and included
non-pathologic fractures, joint injuries, and hematomas.

Hallucinations

In the randomized clinical trial, 1.6% of patients treated with XTANDI were reported to have Grade 1 or 2
hallucinations compared to 0.3% of patients on placebo. Of the patients with hallucinations, the majority
were on opioid-containing medications at the time of the event. Hallucinations were visual, tactile, or

undefined.

7 DRUG INTERACTIONS

7.1 Drugs that Inhibit or Induce CYP2CS8

Co-administration of a strong CYP2CS inhibitor (gemfibrozil) increased the composite area under the
plasma concentration-time curve (AUC) of enzalutamide plus N-desmethyl enzalutamide in healthy
volunteers. Co-administration of XTANDI with strong CYP2CS inhibitors should be avoided if possible. If
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co-administration of XTANDI with a strong CYP2CS inhibitor cannot be avoided, reduce the dose of
XTANDI [see Dosage and Administration (2.2) and Clinical Pharmacology (12.3)].

The effects of CYP2CS inducers on the pharmacokinetics of enzalutamide have not been evaluated in vivo.
Co-administration of XTANDI with strong or moderate CYP2C8 inducers (e.g., rifampin) may alter the
plasma exposure of XTANDI and should be avoided if possible. Selection of a concomitant medication

with no or minimal CYP2CS induction potential is recommended /see Clinical Pharmacology (12.3)].

7.2 Drugs that Inhibit or Induce CYP3A4

Co-administration of a strong CYP3A4 inhibitor (itraconazole) increased the composite AUC of
enzalutamide plus Ndesmethyl enzalutamide by 1.3 fold in healthy volunteers /see Clinical Pharmacology
(12.3)].

The effects of CYP3A4 inducers on the pharmacokinetics of enzalutamide have not been evaluated in vivo.
Co-administration of XTANDI with strong CYP3A4 inducers (e.g., carbamazepine, phenobarbital,
phenytoin, rifabutin, rifampin, rifapentine) may decrease the plasma exposure of XTANDI and should be
avoided if possible. Selection of a concomitant medication with no or minimal CYP3A4 induction potential
is recommended. Moderate CYP3A4 inducers (e.g., bosentan, efavirenz, etravirine, modafinil, nafcillin)
and St. John’s Wort may also reduce the plasma exposure of XTANDI and should be avoided if possible
[see Clinical Pharmacology (12.3)].

7.3 Effect of XTANDI on Drug Metabolizing Enzymes

Enzalutamide is a strong CYP3A4 inducer and a moderate CYP2C9 and CYP2C19 inducer in humans. At
steady state, XTANDI reduced the plasma exposure to midazolam (CYP3A4 substrate), warfarin (CYP2C9
substrate), and omeprazole (CYP2C19 substrate). Concomitant use of XTANDI with narrow therapeutic
index drugs that are metabolized by CYP3A4 (e.g., alfentanil, cyclosporine, dihydroergotamine,
ergotamine, fentanyl, pimozide, quinidine, sirolimus and tacrolimus), CYP2C9 (e.g., phenytoin, warfarin)
and CYP2C19 (e.g., S-mephenytoin) should be avoided, as enzalutamide may decrease their exposure. If
co-administration with warfarin cannot be avoided, conduct additional INR monitoring /see Clinical
Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category X [see Contraindications (4)].

XTANDI can cause fetal harm when administered to a pregnant woman based on its mechanism of action.
While there are no human or animal data on the use of XTANDI in pregnancy and XTANDI is not
indicated for use in women, it is important to know that maternal use of an androgen receptor inhibitor
could affect development of the fetus. XTANDI is contraindicated in women who are or may become
pregnant while receiving the drug. If this drug is used during pregnancy, or if the patient becomes pregnant
while taking this drug, apprise the patient of the potential hazard to the fetus and the potential risk for
pregnancy loss. Advise females of reproductive potential to avoid becoming pregnant during treatment with
XTANDI.
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8.3 Nursing Mothers

XTANDI is not indicated for use in women. It is not known if enzalutamide is excreted in human milk.
Because many drugs are excreted in human milk, and because of the potential for serious adverse reactions
in nursing infants from XTANDI, a decision should be made to either discontinue nursing, or discontinue

the drug taking into account the importance of the drug to the mother.

8.4 Pediatric Use
Safety and effectiveness of XTANDI in pediatric patients have not been established.

8.5 Geriatric Use

Of 800 patients who received XTANDI in the randomized clinical trial, 71 percent were 65 and over, while
25 percent were 75 and over. No overall differences in safety or effectiveness were observed between these
patients and younger patients. Other reported clinical experience has not identified differences in responses
between the elderly and younger patients, but greater sensitivity of some older individuals cannot be ruled

out.

8.6 Patients with Renal Impairment

A dedicated renal impairment trial for XTANDI has not been conducted. Based on the population
pharmacokinetic analysis using data from clinical trials in patients with metastatic castration-resistant
prostate cancer and healthy volunteers, no significant difference in enzalutamide clearance was observed in
patients with pre-existing mild to moderate renal impairment (30 mL/min < creatinine clearance [CrCL] <
89 mL/min) compared to patients and volunteers with baseline normal renal function (CrCL > 90 mL/min).
No initial dosage adjustment is necessary for patients with mild to moderate renal impairment. Severe renal
impairment (CrCL < 30 mL/min) and end-stage renal disease have not been assessed [see Clinical
Pharmacology (12.3)].

8.7 Patients with Hepatic Impairment

A dedicated hepatic impairment trial compared the composite systemic exposure of enzalutamide plus
N-desmethyl enzalutamide in volunteers with baseline mild or moderate hepatic impairment (Child-Pugh
Class A and B, respectively) versus healthy controls with normal hepatic function. The composite AUC of
enzalutamide plus N-desmethyl enzalutamide was similar in volunteers with mild or moderate baseline
hepatic impairment compared to volunteers with normal hepatic function. No initial dosage adjustment is
necessary for patients with baseline mild or moderate hepatic impairment. Baseline severe hepatic
impairment (Child-Pugh Class C) has not been assessed [see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

In the event of an overdose, stop treatment with XTANDI and initiate general supportive measures taking
into consideration the half-life of 5.8 days. In a dose escalation study, no seizures were reported at <

240 mg daily, whereas 3 seizures were reported, 1 each at 360 mg, 480 mg, and 600 mg daily. Patients may

be at increased risk of seizures following an overdose.
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11 DESCRIPTION

Enzalutamide is an androgen receptor inhibitor. The chemical name is
4-{3-[4-cyano-3-(trifluoromethyl)phenyl]-5,5-dimethyl-4-ox0-2-sulfanylideneimidazolidin-1-yl}-2-fluoro-
N-methylbenzamide.

The molecular weight is 464.44 and molecular formula is C,;H,cF4sN4O,S. The structural formula is:

CF, F
S

e JJ\ NHMe

N N
O

Enzalutamide is a white crystalline non-hygroscopic solid. It is practically insoluble in water.

XTANDI is provided as liquid-filled soft gelatin capsules for oral administration. Each capsule contains
40 mg of enzalutamide as a solution in caprylocaproyl polyoxylglycerides. The inactive ingredients are
caprylocaproyl polyoxylglycerides, butylated hydroxyanisole, butylated hydroxytoluene, gelatin, sorbitol
sorbitan solution, glycerin, purified water, titanium dioxide, and black iron oxide.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Enzalutamide is an androgen receptor inhibitor that acts on different steps in the androgen receptor
signaling pathway. Enzalutamide has been shown to competitively inhibit androgen binding to androgen
receptors and inhibit androgen receptor nuclear translocation and interaction with DNA. A major metabolite,
N-desmethyl enzalutamide, exhibited similar in vitro activity to enzalutamide. Enzalutamide decreased
proliferation and induced cell death of prostate cancer cells in vitro, and decreased tumor volume in a
mouse prostate cancer xenograft model.

12.3 Pharmacokinetics

The pharmacokinetics of enzalutamide and its major active metabolite (N-desmethyl enzalutamide) were
evaluated in patients with metastatic castration-resistant prostate cancer and healthy male volunteers. The
plasma enzalutamide pharmacokinetics are adequately described by a linear two-compartment model with
first-order absorption.

Absorption

Following oral administration (XTANDI 160 mg daily) in patients with metastatic castration-resistant
prostate cancer, the median time to reach maximum plasma enzalutamide concentrations (Cp.y) is 1 hour
(range 0.5 to 3 hours). At steady state, the plasma mean Cy,,x values for enzalutamide and N-desmethyl
enzalutamide are 16.6 pg/mL (23% CV) and 12.7 pg/mL (30% CV), respectively, and the plasma mean
predose trough values are 11.4 pg/mL (26% CV) and 13.0 pg/mL (30% CV), respectively.
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With the daily dosing regimen, enzalutamide steady state is achieved by Day 28, and enzalutamide
accumulates approximately 8.3-fold relative to a single dose. Daily fluctuations in enzalutamide plasma
concentrations are low (mean peak-to-trough ratio of 1.25). At steady state, enzalutamide showed
approximately dose proportional pharmacokinetics over the daily dose range of 30 to 360 mg.

A single 160 mg oral dose of XTANDI was administered to healthy volunteers with a high-fat meal or in
the fasted condition. A high-fat meal did not alter the AUC to enzalutamide or N-desmethyl enzalutamide.

The results are summarized in Figure 1.

Distribution and Protein Binding

The mean apparent volume of distribution (V/F) of enzalutamide in patients after a single oral dose is 110 L
(29% CV).

Enzalutamide is 97% to 98% bound to plasma proteins, primarily albumin. N-desmethyl enzalutamide is
95% bound to plasma proteins.

Metabolism

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 14C-AUC0_inf.

In vitro, human CYP2C8 and CYP3 A4 are responsible for the metabolism of enzalutamide. Based on in
vivo and in vitro data, CYP2CS is primarily responsible for the formation of the active metabolite
(N-desmethyl enzalutamide).

Elimination

Enzalutamide is primarily eliminated by hepatic metabolism. Following single oral administration of
'C-enzalutamide 160 mg, 85% of the radioactivity is recovered by 77 days post dose: 71% is recovered in
urine (including only trace amounts of enzalutamide and N-desmethyl enzalutamide), and 14% is recovered
in feces (0.4% of dose as unchanged enzalutamide and 1% as N-desmethyl enzalutamide).

The mean apparent clearance (CL/F) of enzalutamide in patients after a single oral dose is 0.56 L/h (range
0.33 to 1.02 L/h).

The mean terminal half-life (t;,) for enzalutamide in patients after a single oral dose is 5.8 days (range 2.8
to 10.2 days). Following a single 160 mg oral dose of enzalutamide in healthy volunteers, the mean

terminal t, for N-desmethyl enzalutamide is approximately 7.8 to 8.6 days.

Pharmacokinetics in Special Populations

Renal Impairment:

A population pharmacokinetic analysis (based on pre-existing renal function) was carried out with data
from 59 healthy male volunteers and 926 patients with metastatic castration-resistant prostate cancer
enrolled in clinical trials, including 512 with normal renal function (CrCL > 90 mL/min), 332 with mild
renal impairment (CrCL 60 to < 90 mL/min), 88 with moderate renal impairment (CrCL 30 to < 60

mL/min), and 1 with severe renal impairment (CrCL < 30 mL/min). The apparent clearance of
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enzalutamide was similar in patients with pre-existing mild and moderate renal impairment (CrCL 30 to <
90 mL/min) compared to patients and volunteers with normal renal function. The potential effect of severe
renal impairment or end stage renal disease on enzalutamide pharmacokinetics cannot be determined as

clinical and pharmacokinetic data are available from only one patient /see Use in Specific Populations

(8.6)].

Hepatic Impairment:

The plasma pharmacokinetics of enzalutamide and N-desmethyl enzalutamide were examined in volunteers
with normal hepatic function (N = 16) and with pre-existing mild (N = 8, Child-Pugh Class A) or moderate
(N = 8, Child-Pugh B) hepatic impairment. XTANDI was administered as a single 160 mg dose. The
composite AUC of enzalutamide plus N-desmethyl enzalutamide was similar in volunteers with mild or
moderate baseline hepatic impairment compared to volunteers with normal hepatic function. The results are
summarized in Figure 1. Clinical and pharmacokinetic data are not available for patients with severe
hepatic impairment (Child-Pugh Class C) [see Use in Specific Populations (8.7)].

Body Weight and Age:
Population pharmacokinetic analyses showed that weight (range: 46 to 163 kg) and age (range: 41 to 92 yr)

do not have a clinically meaningful influence on the exposure to enzalutamide.

Gender:

The effect of gender on the pharmacokinetics of enzalutamide has not been evaluated.

Race:
The majority of patients in the randomized clinical trial were Caucasian (> 92%). There are insufficient

data to evaluate potential differences in the pharmacokinetics of enzalutamide in other races.

Drug Interactions
Effect of Other Drugs on XTANDI:

In a drug-drug interaction trial in healthy volunteers, a single 160 mg oral dose of XTANDI was
administered alone or after multiple oral doses of gemfibrozil (strong CYP2CS inhibitor). Gemfibrozil
increased the AUCO-inf of enzalutamide plus N-desmethyl enzalutamide by 2.2-fold with minimal effect
on Cmax. The results are summarized in Figure 1 [see Dosage and Administration (2.2) and Drug
Interactions (7.1)].

In a drug-drug interaction trial in healthy volunteers, a single 160 mg oral dose of XTANDI was
administered alone or after multiple oral doses of itraconazole (strong CYP3A4 inhibitor). Itraconazole
increased the AUC ¢ of enzalutamide plus N-desmethyl enzalutamide by 1.3-fold with no effect on Cpyyy.
The results are summarized in Figure 1 [see Dosage and Administration (2.2) and Drug Interactions (7.2)].
The effects of CYP2CS8 and CYP3A4 inducers on the exposure of XTANDI have not been evaluated in

Vivo.
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Figure 1. Effects of Other Drugs and Intrinsic/Extrinsic Factors on XTANDI

Ratio Relative to Reference

Population Description  PK° Fold Change and 90% CI Recommendation
Strong CYP2CE Inhibitor
Reduce XTANDI dose*
Gemfibrozl Criax iy
G00 mg BID ALC —e—
Strong CYP3A4 Inhibitor
Itraconazole Cmax HH No initial dose adjustment
200 mg QI» ALC —
Hepatic Impairment
Mild (Child-Pugh A) Cmas No initial dose adjustment
AUC e —
Hepatic Impairment
Moderate (Child-Pugh B) Cmax | | L X
No initial dose adjustment
AUC P
Food
High Fat Meal Cmax [
AUC g Take with or without food
T T T T T T L
0.0 0.5 10 15 20 25 3.0

* PK parameters (Cpy and AUCp 4) are for enzalutamude plus N-desmethyl enzalutamide, except in the food-effect trial, where they
are for enzalutamide alone . * See Dosage and Administration (2.2).

Effect of XTANDI on Other Drugs:

In an in vivo phenotypic cocktail drug-drug interaction trial in patients with castration-resistant prostate
cancer, a single oral dose of the CYP probe substrate cocktail (for CYP2CS8, CYP2C9, CYP2C19, and
CYP3A4) was administered before and concomitantly with XTANDI (following at least 55 days of dosing
at 160 mg daily). The results are summarized in Figure 2. Results showed that in vivo, at steady state,
XTANDI is a strong CYP3A4 inducer and a moderate CYP2C9 and CYP2C19 inducer [see Drug
Interactions (7.3)]. XTANDI did not cause clinically meaningful changes in exposure to the

CYP2CS substrate.

13



MDV3100 1.6

SEFERIKRE
Figure 2. Effect of XTANDI on Other Drugs
Population Description PK Fold Change and 90% CI Recommendation
CYP3A4 Substrate, Avoid concmmta.nt use of
Midazolam 2 mg Cmax B substrates with a narrow
AUC  H therapeutic index*
CYP2C9 Substrate, Avoid concomitant use of
S-warfarin 10 mg Cmax = substrates with a narrow
AUC H therapeutic index*
CYP2C19 Substrate, Avoid concomitant use of
Omeprazole 20 mg Cmax o substrates with a narrow
AUC ' therapeutic index*
CYP2CS Substrate, No dose adjustment
Pinglitazone 30 mg Cmax
AUC
T T T T 1
0.0 0.5 L0 1.5 2.0
Ratio relative to reference
*See Drug Interactions (7.3).

In vitro, enzalutamide, N-desmethyl enzalutamide, and the major inactive carboxylic acid metabolite
caused direct inhibition of multiple CYP enzymes including CYP2B6, CYP2CS8, CYP2C9, CYP2C19,
CYP2D6, and CYP3A4/5; however, subsequent clinical data showed that XTANDI is an inducer of
CYP2C9, CYP2C19, and CYP3A4 and had no clinically meaningful effect on CYP2C8 (see Figure 2). In
vitro, enzalutamide caused time-dependent inhibition of CYP1A2.

In vitro studies showed that enzalutamide caused induction of CYP3A4 and that enzalutamide is not
expected to induce CYP1A2 at therapeutically relevant concentrations.

In vitro, enzalutamide, N-desmethyl enzalutamide, and the major inactive carboxylic acid metabolite are
not substrates for human P-glycoprotein. /n vitro, enzalutamide and N-desmethyl enzalutamide are
inhibitors of human P-glycoprotein, while the major inactive carboxylic acid metabolite is not.
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12.6 Cardiac Electrophysiology

The effect of enzalutamide 160 mg/day at steady state on the QTc interval was evaluated in 796 patients
with castration-resistant prostate cancer. No large difference (i.e., greater than 20 ms) was observed
between the mean QT interval change from baseline in patients treated with XTANDI and that in patients
treated with placebo, based on the Fridericia correction method. However, small increases in the mean QTc
interval (i.e., less than 10 ms) due to enzalutamide cannot be excluded due to limitations of the study

design.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term animal studies have not been conducted to evaluate the carcinogenic potential of enzalutamide.
Enzalutamide did not induce mutations in the bacterial reverse mutation (Ames) assay and was not
genotoxic in either the in vitro mouse lymphoma thymidine kinase (Tk) gene mutation assay or the in vivo
mouse micronucleus assay.

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 XTANDI. In a
26-week study in rats, atrophy of the prostate and seminal vesicles was observed at > 30 mg/kg/day (equal
to the human exposure based on AUC). In 4- and 13-week studies in dogs, hypospermatogenesis and
atrophy of the prostate and epididymides were observed at > 4 mg/kg/day (0.3 times the human exposure
based on AUC).

14 CLINICAL STUDIES

The efficacy and safety of XTANDI in patients with metastatic castration-resistant prostate cancer who had
received prior docetaxel-based therapy were assessed in a randomized, placebo-controlled, multicenter
phase 3 clinical trial. The primary endpoint was overall survival. A total of 1199 patients were randomized
2:1 to receive either XTANDI orally at a dose of 160 mg once daily (N = 800) or placebo orally once daily
(N =399). All patients continued androgen deprivation therapy.

Patients were allowed, but not required to continue or initiate glucocorticoids. Study treatment continued
until disease progression (evidence of radiographic progression, a skeletal-related event, or clinical
progression), initiation of new systemic antineoplastic treatment, unacceptable toxicity, or withdrawal.
Patients with a history of seizure, taking medicines known to decrease the seizure threshold, or with other
risk factors for seizure were not eligible [see Warnings and Precautions (5.1)].

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 92.7%
Caucasian, 3.9% Black, 1.1% Asian, and 2.1% Other. Ninety-two percent of patients had an ECOG
performance status score of 0-1 and 28% had a mean Brief Pain Inventory score of > 4. Ninety-one percent
of patients had metastases in bone and 23% had visceral involvement in the lung and/or liver. Fifty-nine
percent of patients had radiographic evidence of disease progression and 41% had PSA-only progression on
study entry. All patients had received prior docetaxel-based therapy and 24% had received two cytotoxic
chemotherapy regimens. During the trial, 48% of patients on the XTANDI arm and 46% of patients on the

placebo arm received glucocorticoids.
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The pre-specified interim analysis at the time of 520 events showed a statistically significant improvement
in overall survival in patients on the XTANDI arm compared to patients on the placebo arm (Table 2 and
Figure 3).

Table 2.  Overall Survival of Patients Treated with Either XTANDI or Placebo (Intent-to-Treat

Analysis)
XTANDI Placebo
N=2800 N=399
Number of 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' <0.0001
Hazard Ratio (95% CI)b 0.63 (0.53, 0.75)

% p_value is derived from a log-rank test stratified by baseline ECOG performance status score (0-1 vs. 2) and mean baseline

pain score (BPI-SF score <4 vs. > 4)
®) Hazard Ratio is derived from a stratified proportional hazards model. Hazard ratio <1 favors XTANDI

NR denotes “not reached”.

Figure 3. Kaplan-Meier Overall Survival Curves (Intent-to-Treat Analysis)
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16 HOW SUPPLIED/STORAGE AND HANDLING

*  XTANDI (enzalutamide) 40mg capsules are supplied as white to off-white oblong soft gelatin
capsules imprinted in black ink with ENZ. XTANDI capsules are available in the following
packages sizes:
*  Bottles of 120 capsules (NDC 0469-0125-99)

Recommended storage: Store XTANDI capsules at 20°C to 25°C (68°F to 77°F) in a dry place and keep

the container tightly closed. Excursions permitted from 15°C to 30°C (59°F to 86°F).

17 PATIENT COUNSELING INFORMATION

See FDA-approved patient labeling (PATIENT INFORMATION)

» Instruct patients to take their dose at the same time each day (once daily). XTANDI can be taken with
or without food. Each capsule should be swallowed whole. Do not chew, dissolve, or open the
capsules.

*  Inform patients receiving a GnRH analog that they need to maintain this treatment during the course
of treatment with XTANDI.

*  Inform patients that XTANDI has been associated with an increased risk of seizure. Discuss conditions
that may predispose to seizures and medications that may lower the seizure threshold. Advise patients
of the risk of engaging in any activity where sudden loss of consciousness could cause serious harm to
themselves or others.

*  Inform patients that XTANDI may cause dizziness, mental impairment, paresthesia, hypoesthesia, and
falls.

*  Inform patients that they should not interrupt, modify the dose, or stop XTANDI without first
consulting their physician. Inform patients that if they miss a dose, then they should take it as soon as
they remember. If they forget to take the dose for the whole day, then they should take their normal
dose the next day. They should not take more than their prescribed dose per day.

»  Apprise patients of the common side effects associated with XTANDI: asthenia/fatigue, back pain,
diarrhea, arthralgia, hot flush, peripheral edema, musculoskeletal pain, headache, upper respiratory
infection, muscular weakness, dizziness, insomnia, lower respiratory infection, spinal cord
compression and cauda equina syndrome, hematuria, paresthesia, anxiety, and hypertension. Direct the
patient to a complete list of adverse drug reactions in PATIENT INFORMATION.

*  Inform patients that XTANDI may be harmful to a developing fetus. Patients should also be informed
that they should use a condom if having sex with a pregnant woman. A condom and another effective
method of birth control should be used if the patient is having sex with a woman of child-bearing

potential. These measures are required during and for three months after treatment with XTANDI.

Manufactured by: Catalent Pharma Solutions, LLC, St. Petersburg, FL 33716
Manufactured for and Distributed by: Astellas Pharma US, Inc., Northbrook, IL 60062
Marketed by:

Astellas Pharma US, Inc., Northbrook, IL 60062

Medivation, Inc., San Francisco, CA 94105

Issued: November 2012
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PATIENT INFORMATION
XTANDI® (ex TAN dee)
(enzalutamide)
capsules

Read this Patient Information before you start taking XTANDI and each time you get a refill.
There may be new information. This information does not take the place of talking with your

healthcare provider about your medical condition or your treatment.

What is XTANDI?

XTANDI is a prescription medicine used to treat men with castration-resistant prostate cancer
(prostate cancer that is resistant to medical or surgical treatments that lower testosterone) that
has spread to other parts of the body and who have received treatment with docetaxel.

It is not known if XTANDI is safe and effective in children.

Who should not take XTANDI?

XTANDI is not for use in women.

Do not take XTANDI if you are pregnant or may become pregnant. XTANDI may harm your
unborn baby.

What should I tell my healthcare provider before taking XTANDI?

Before you take XTANDI, tell your healthcare provider if you:

e have a history of seizures, brain injury, stroke, or brain tumors

e have any other medical conditions

e have a partner who is pregnant or plans to become pregnant. Men who are sexually active with a
pregnant woman must use a condom during and for 3 months after treatment with XTANDI. If their
sexual partner may become pregnant, a condom and another form of birth control must be used during
and for 3 months after treatment. Talk with your healthcare provider if you have questions about birth
control. See “Who should not take XTANDI?”

Tell your healthcare provider about all the medicines you take, including prescription and
non-prescription medicines, vitamins, and herbal supplements. XTANDI can interact with many
other medicines.

You should not start or stop any medicine before you talk with the healthcare provider that
prescribed XTANDI.

Know the medicines you take. Keep a list of them with you to show your healthcare provider and

pharmacist when you get a new medicine.

How should I take XTANDI?

e  Take XTANDI capsules exactly as your healthcare provider tells you.
e  Take your prescribed dose of XTANDI one time a day.

®  Your healthcare provider may change your dose if needed.
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e Do not stop taking your prescribed dose of XTANDI without talking with your healthcare provider
first.

e  XTANDI capsules can be taken with or without food.

e Swallow XTANDI capsules whole. Do not chew, dissolve, or open the capsules.

e [fyou miss a dose of XTANDI, take your prescribed dose as soon as you remember that day. If you
miss your daily dose, take your prescribed dose at your regular time the next day. Do not take more
than your prescribed dose of XTANDI.

e Ifyou take too much XTANDI, call your healthcare provider or go to the nearest emergency room

right away.

What are the possible side effects of XTANDI?

XTANDI may cause serious side effects including:

e  Seizure. Some people have had seizures during treatment with XTANDI. If you take XTANDI you
may be at risk of having a seizure. You should avoid activities where a sudden loss of consciousness
could cause serious harm to yourself or others. Tell your healthcare provider right away if you have
loss of consciousness or seizure.

The most common side effects of XTANDI include:

*  weakness or feeling more tired than usual

*  back pain

»  diarrhea

e pain in your joints

*  hot flashes

*  swelling in your hands, arms, legs or feet

*  muscle or bone pain

*  headache

*  cold like symptoms

*  muscle weakness

*  dizziness

* trouble falling or staying asleep (insomnia)

*  trouble breathing (pneumonia)

*  Dback pain with nerve problems in the lower body, including leg numbness or weakness

»  pink or red urine (hematuria)

»  sensation of tingling, burning, pricking, or numbness of skin (paresthesia)

*  anxiety

*  high blood pressure (hypertension)

Tell your healthcare provider if you have any falls or problems thinking clearly.

Tell your healthcare provider if you have any side effect that bothers you or that does not go
away.

These are not all the possible side effects of XTANDI. For more information, ask your healthcare

provider or pharmacist.
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Call your doctor for medical advice about side effects. You may report side effects to FDA at
1-800-FDA-1088.

How should I store XTANDI?

e  Store XTANDI between 68°F to 77°F (20°C to 25°C).

e Keep XTANDI capsules dry and in a tightly closed container.
Keep XTANDI and all medicines out of the reach of children.

General information about XTANDI

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information
leaflet. Do not use XTANDI for a condition for which it was not prescribed. Do not give XTANDI
to other people, even if they have the same symptoms that you have. It may harm them.

This Patient Information leaflet summarizes the most important information about XTANDI. If
you would like more information, talk with your healthcare provider. You can ask your healthcare
provider or pharmacist for information about XTANDI that is written for healthcare professionals.

For more information go to www.AboutXtandi.com or call 1-800-727-7003.

What are the ingredients in XTANDI?

Active ingredient: enzalutamide

Inactive ingredients: caprylocaproyl polyoxylglycerides , butylated hydroxyanisole, butylated
hydroxytoluene, gelatin, sorbitol sorbitan solution, glycerin, purified water, titanium dioxide,
black iron oxide.

This Patient Information has been approved by the U.S. Food and Drug Administration.
Manufactured by: Catalent Pharma Solutions, LLC, St. Petersburg, FL 33716

Marketed by:
Astellas Pharma US, Inc., Northbrook, IL 60062

Medivation Inc., San Francisco, CA 94105

Issued: November 2012
12J069-ENZ-SPL

© 2012 Astellas Pharma US, Inc.
XTANDI® is a registered trademark of Astellas Pharma Inc.
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OREZ 1 H 1A 80 mg ([ZJET 5, 7 CYP2CS ILERIOGFAH %2 1k L7=3%461%, XTANDI
DR EZFFHBRMBEI ORISR ST Z & LEYHZIEN (7.1) ROFEFERE (12.3) ZH,

3 FiE-&8=
XTANDI 40 mg % 7 /ViE, H~F 7KV A bOKAKY 7 VBT F 7BV THY, BF
T [ENZ)] EHIFSNTWD,

4 EHE

IS e

BE b5

XTANDI %, ZOERAEFT»O, HEmIciG InNHms, BRICEZRIETBENARH D,
XTANDI (3 et D 24 23S 1% 72V, XTANDI 13, 65 3% G- PSR 5 Al Hetk o &
HEMIITERTH D, AFEIEIRPICHER L2546, SUIARAIREFPICiER LA, Bk
WCEERITTEEINNH D Z L, ROMEIRBADEERN Y A7 ICOWTEREICMLES Z &, [#F
TR ~DIREL (8.1) ZHE,
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5 ZEERUVEFEALDIE
51 EERME

HE(E 2 LR AR RBR IC 3 C, XTANDI 1 H 1 [6] 160 mg D #5-% 5% 1) 7= & 800 171 7 151 (0.9%)
(CFERAEN I LT, 77 RO 2517 7= B ISR REITRB Lo 1o, SO
XTANDI Oz 5-BRAAH 31~603 A THIL L 7o, KAEFIENFHL U7 BF 3ok a ik L,
FAERAEIL T N CEIE Lo, BIRRERIZIB W T, KEREIENFEL L 72 B3 12 XTANDI Z# H#c b L
ToRRBRIE A2,

FABRIEORK 2 AT HEFITRBRN ORI SN2, 20 X 5 BB 5 XTANDI ©
LEMIZOWTIIAHTH 5, FRRERIEORKNCEET 2 RIMERES, FAERIEOREE, LR E
&L TCOEMBIERZ LD RS, Wk 12 7 A UINICHIE U7 @ PERNE 78 7, M &5 1E, MK
R, MEARATE, SUIERIERE A K T S 2 iEEOH 2 FHEOEETHh o7,

XTANDI O 5AZITIEAEIEAEY 2 7 03D Ted, 8RO EFRIEIIZ & 0 ARSI o NIZERA)
REERIETEBENOH HIEEHEFT 52 & ORI OWTEEICHIAT 5 2 &,

6 EI{EAR
WA SCEOMOIEBIZEWT, LLFIZOWTEEIZIE R 5TV 5D
o FRABISNE [BEE R OMEH L OMEE (5.1) M,

6.1 ERERER

RFRBR D Fhs SN D RMFIXZFEEEETH D720, H 2 IFNOEIKRARBRICB W CERO B HE
TEMZRBLRIT, BOFERORKHBRIZH T 52 RBR L EHELBETE 20 TIERLS, BARBE T
ROONDHEBLREL KL TWD EIER 5220,

Rt & X2 X DIGEEZ A3 2 B EEREERT S BF 2 x4 & U 7o IBAE ALK
ABRIZHB\W T, BFIZXTANDI 1 H 18] 160 mg OFE O #5 (800 #1) XX 77 AR (399 #l) o
5o, EMAOPREIL, XTANDIHET83 W H, 77 EARHETI0VH ThHoTz, &
BENT v RalF UopEREEE L., BEIIMEE CRIBRERNVE OBRGEZTHZ L L
U 7=, kBRI o, XTANDI BE D 48% K N7 Z 2 AREED 46% 703G B E R VE > O b5 %5217 7=,
TRCOFEFG KL ORI %2 NCICTCAE (version4) (XY Z'L— RO LT,

IEVE A LG R FER O XTANDI B T S vz E22RIER GEBLE 5%LLE) 1%, JI6E, %57,
M, TR, PR, 3TY, RWMMIRE, fEeE, B0, bROERYE, BJMET, REE
DEV, RIRE, TROBEYE, 0L OERBERER, MR, $5&E, N2, KOENETH-
7zo 7 L— K3 LLEORIVERA A XTANDI BED 47%, 77 B REED 53%IC580 bz, AEFRIC
X B IEE#IE, XTANDI BEDS 16%, 77 BRREN 18% CTholz, &G HILICEST-REIEHA TR Y
RO OLNT-DOITERERIETH Y, 7T BRBETIEHRD LNRD -T2 (0%) DIZxt L, XTANDI
BEORBLIHEIL 0.9% Th o 7o, BAEALERKRRERIZIV T, XTANDI BT 2 REEN T T R
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BE & bl U CHRakHE C 2% LA E@-> T-BIER 2% 1 12T,
=1 EEAILERRKRRRIZE T LHEIER
XTANDI Placebo
N =800 N =399
Grade 1-4 Grade 3-4 Grade 1-4 Grade 3-4
(%) (%) (%) (%)
EHHEE
AL 50.6 9.0 44.4 9.3
AT IE 15.4 1.0 13.3 0.8
BEERBEBLIVESHBRES
15 26.4 5.3 24.3 4.0
B HiTR 20.5 2.5 17.3 1.8
NS 15.0 1.3 11.5 0.3
KT 9.8 1.5 6.8 1.8
MRS C AN 2.6 0.3 0.3 0.0
HILE EE
T | 21.8 | 1.1 17.5 | 0.3
5% fE 55
IFTY 20.3 0.0 10.3 0.0
i I E 6.4 2.1 2.8 1.3
HRREE
st 12.1 0.9 5.5 0.0
SEED EU° 9.5 0.5 7.5 0.5
FHEE A N OVE BEERE 7.4 6.6 4.5 3.8
SRR 6.6 0.0 45 0.0
s e 43 0.3 1.8 0.0
R SRR 4.0 0.3 1.8 0.0
RYE R L OVE A BAE
A R 10.9 0.0 6.5 0.3
T A R 8.5 2.4 4.8 1.3
BHER
ARIRAE 8.8 0.0 6.0 0.5
R 6.5 0.3 4.0 0.0
BBIUORKBEE
il 6.9 1.8 45 1.0
BUR 4.8 0.0 2.5 0.0
BE, FBERBICLESFHE
HE] 4.6 0.3 1.3 0.0
B RHEITER<) 4.0 1.4 0.8 0.3
BB X U TRL R A
BRPE 3.8 0.0 1.3 0.0
sz AL 3.5 0.0 1.3 0.0
eIk AR IR AR
i | 3.3 | 0.1 1.3 | 0.3
a MENIER LSOV &Gt
b D E S L ONEIGEME D E AT
¢ RS, FRIERETE, AT LONEAEEE ST
d GOEEEZE, AGHERYE, BISPE, Mk, WHEARE L OMEEA A G
e filige, FARERYY, RAEXEBLOMELEET
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FRRREEEE

BEAEZALERARRERIZ W T, 7 L — R 1~4 OIFhERBAEDS, XTANDI FED 15% (7' L— K3
~41F1%) , TTEREED 6% (ZFL—R3~4(F72L) IZROLNTZ, 7 L— R 1~4 O/ MR
WUDIE DR BRI CRRE TH Y, 7 L— K 3~4 O f/MasJiElL XTANDI BE2° 0.5%, 7
TERBEN 1% TH -T2, 7 L— K 1~4 D ALT #1723, XTANDIEED 10% (7 L — K 3~4130.3%),
TITRREED18% (/'L — R 3~4130.5%) IZ@OLNTZ, 7L —FR1~4 DB U LE NN
XTANDI B£D 3%, 77 B REED 2%IZF78 D H iz,

Ry
HENE LAV ER R IRERIZ BT, XTANDI BED 1.0% K% N7 T B AREED 0.3%0NE G I XRUMAE L X
DI LT, BEEHEOEERAERROBERIIMIEL LI 6% Th o7,

EEIRVEEIC KL 555

AR A LERARRERIC W T, A XTERENC X 2 /MEDORBIZIL, XTANDI #E T 4.6%, 7 7%&
PEET 1.3% Th o 7o, BREILERRIE OB RIEICREE T2 O Tider o7, BBEIC L 54ME
%, XTANDI B CTHEIEENE <, TONRITIERETT, BEERE, ROMETH-7-,

0E
HEAELAVERRRBRICIBWT, L — F 1 X3 2 OLROFRBERT, XTANDIFET 1.6%, I t&
REET03% ThH o7, LIRBPBELT-BEOR L, FRRERCA A A FEAROKE 2%
T\, LR OEEIZLIM, fRrELR, IIARHTh -7,

7 EWHEEEA
7.1 CYP2C8 ZMHEXIFFET XA

fEFEABRE IR T, 5872 CYP2C8 FHEHA (gemfibrozil) DO Of 512 XL U, enzalutamide + N-
Jii A F AR DRI O MU R EE - IR R T iRAE (AUC) 238890 L7z, XTANDI & 58772 CYP2C8
FLEAIO PR GIX TR CThIVUTRET 2 2 &, KRG TG T 25481%, XTANDI O &
wWET D [ HE 2.2) WENTFEZIFERE (12.3) 2,

CYP2C8 #%EH7% enzalutamide DI ENHEIZ KIT T HBIZ OV TIE, ZAVE T in vivo TIEMET
STV, XTANDI & CYP2C8 D FR 225K 54 X T EOFFEA|] (] V7 7ovr) &
OPF A5 L 0 XTANDI O ifi S gz B3 23 2 /RN & 57, "RE T H VRIS
T D Z &, CYP2CS fFE/ERN 20D, o Thb T i HEARIRT 52 ENEE L
[FELIFERE (12.3) M,

7.2 CYP3A4 #[BEX(FFET HEH
fEFEGEBR A (BT, /172 CYP3A4 FLEA| (4 b T a2+ Y —n) OfFH&ESIC
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enzalutamide + N-fii 2 F/UKDOFFIO AUC 28 1.3 (58N LTz, [EZIFERE (12.3) M),
CYP3A4 FEEHID enzalutamide DI ENRE|Z FIT T B DWW T, TV E Tin vivo TlIHS
STV, XTANDI & CYP3A4 OFRSJIRFHEEHA (Bl : AN N"~BE L, 7=/ 30 EZ—)L,
Trx=bhAy, V77 TFr, U7 7, rifapentine) & OOFHHEEIZ LY XTANDI O
HRER BT 5 ATREE R S D720, AIRETHIUIOFHE G- 20T 5 2 &, CYP3A4 FHE(EH
MR, BHoTHOT NI ZRINT 5 2 L2 E Ly, CYP3A4 OHZEEOFHEHR (]
reLE, =TTFELYY, T TV, FX T 4=/, nafcillin) KA I TA XYV
7 (St. John’s Wort) & XTANDI o {5 PR & 46 S 2 ATREMED B £ 728D, AR C il
MEEET D 2 & R (12.3) ZH ),

7.3 XTANDI B EYRBBRICRITTHE

Enzalutamide (X, & MZEWT CYP3A4 OFRNLFHHTH Y, 73> CYP2C9 KT CYP2C19

DOHEEOFEHRTdH 5, XTANDI [ZEFKRET, I¥4Y 7L (CYP3A4 ), vrvrr v
(CYP2C9 £, kO A A 7°F ' — /L (CYP2C19 &) O I 4% iR R & %8/ X 7=, Enzalutamide
%, TRIRBREDMES CYP3A4 (IZ L W RSN H 3R] (B @ alfentanil, > 7 v AKY >, Uk FnR
T)LIH I, ergotamine, 7 =X =)L, BBV R, =V, sirolimus, X OF 7 1 AR,
CYP2CO IZ LW S 23HAl (] : 7==hrA 2, UNT7 V), KO CYP2CI9 T & v G
S HHEA| (] : S-mephenytoin) DR &4 B X 25 [EEMED & 2728, XTANDI & Ziu6H D
FROPITRET D2 L, RSTLE/TIALT 7 U U EAEET 28681, NROE=XY 7
wATO & [FEHFER (12.3) B,

8 HAGEREA~NDIRS
8.1 1E4m

RRERESEX [ 4) =H] .

XTANDI (X, ZOERABEFE» G, Hckb5 Shi-5E, BRICEZRIEZTBEnNH 5, 4T
YR D XTANDI fEHICBIT % & R UIEMOT — #1372 <, XTANDI (Xt Iz %3 5 s
X722V, BT v Fa 7 o SIRER 2 L7256, BIRORBEICREE KT hetk:
WD x> TRBLMENDH D, XTANDI I, (i 3% 5 PSR 5 aTRett o & 5 4otk
ciﬁﬁfbé XTANDI % fE#EH I U 72356 0% XTANDI fif i HPICAEEE L7285 A0, TRIR

FERFTBENNH D Z L KOIIRBRDOEERN Y ZA 7 IZOWTEREIZMLED Z &, HiR
DATREMED & D 201, XTANDIIZ K DVER L, HRZBET 5 X 5HErT52 &,

8.3 &ZElim
XTANDI 1%, ZetEfFERIZ%d D iE7ev Y, Enzalutamide 75 & N ORHICBATT 5 & 0T
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FATH D, < OFEAIRE SORFLUIBAITT S 2 L, £72, XTANDIIZ LV ASICEHEZRRIF
MAPRHEBTL2BZNNHLZ L0, FERICHT 2 AFOBRERIENEZZE L T, ALLPIET 50
XTANDI OG- LT 50 &2 RETHZ L,

84 INREADEE
/NREBEEIC T D XTANDI O M R OVE I ML fES STy,

85 ‘EE~DEE

HEAE 2 (LERIRFRERIZ I\ T, XTANDI O 52521772 800 BlD 5 6 T1%4% 65 ikbh b, 25%73
5 ETH o7, BRIRMIC, T b OBRE LIERIREE & O CREMIANEIZETR
BV oTe, FOMOEERREREAE S 1%, mlnEe & IEEin A & ORI TR0 EITMHR
NTWZRWNA, Eld CIEZERREWGER S D Z L 2B EILTE R,

EHEREIR T IZ OV TGRS L7z XTANDI ORRBRIE, ZHE TITOA TV RV, MRS
AT BB L ORGSR 2 kIR & LT ERRRER O 7 — & % H W - RHEE R S B REAZAT T I
B~ EEEEREREE GOmL/mins 7L 7F=7U7 7 A [CrCL] <89 mL/min) 7‘57'@
TORELR=AT A U TIEREREHEE (CrCL > 90 mL/min) %459 2 & K OEFEHERE & O
] C enzalutamide D7 UV 7 7 v A BEZITH LN oT2, LIz o T, BE~EER R

EEBFICBWTL, MEERGOHERHIIAETH D, HEEEERE (CrCL < 30 mL/min)
KL ORMERDBEIZOWTIIREFT S TWiew EGFER (12.3) M,

8.7 MHHmEEERE

FFHERERE ZE 12 DU THREET L 72 enzalutamide O FRBR Tld, enzalutamide + N-fii X F/LAK DTN DR
WL, N—AT A TREIITEEOIMREERT (£ Child-Pugh 7 7 2 A K T'B) %
B DB & B R ATREE &2 A T L i EE R RS C ik L7, Enzalutamide + N-Jii 2 F /LK
DFFND AUC X, N—A T A TR ST L OFTHERERE E 2 A 2 B & 1B 7o ITH e
AT OIS CRIRE Cho7o, LN T, X=X T A CTRE N iﬁljkk}#@ﬁﬁg%% h
EEATLHEETICBONTHIREGOHERESIIARETH DL, X—R T A CTHEOFHEER

mm¢M@7?zc)%ﬁ#é%ﬁmowfi@ﬁéﬂfwﬁw[%@%ﬁ(ﬁ&)ﬁﬁl

BEHRE
ﬂﬁﬁﬁﬂ%ébtﬁu,xmmn@&5%$mb N S8 HCTHDHZ L AEEFELT—
W) 7o eHERE 2 BidE T 5, A EMTEERERICIB VT, 240 mg/ B LA T TIEEBIRIEOWE L2 -
7eh3, 360, 480, KN 600 mg/H TIXA 1 HERBLL, 5t 3 fRoERIENTRE SNz, Leho
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T, BEERGICIVEEIIEY 27 B3R T 5 RN H 5,

11 IR

Enzalutamide (%, 7 a7 U2 BEAERTH S, BF4IT,
4-{3-[4-cyano-3-(trifluoromethyl)phenyl]-5,5-dimethyl-4-ox0-2-sulfanylideneimidazolidin-1-yl} -2-fluoro-
N-methylbenzamide T& 5.,

Gy FHET 464.44, 53 FRUT CoH FaN4O,S, HEER A LU FIIRT,

CF,

Ne JJ\ NHMe

N N

@)

Enzalutamide (%, A, FERIRMEORESIEBILTH D, KITIZE A ST 720,

XTANDI IE, RN/ FTHINZRAELGEH Y 7 NI F 7'V ThHhD, | BT RNMIHT
Vah7raA R AX 7 Uk REKEE LT enzalutamide 40mg 2 5679 5, i & L C,
Ve raf VR AF LT R, 7F0e Fedv 7=V —), V7F)E Fak

vy, BIFFy, YAE =L YAV WK, TV EY >, ERUK, TR Kk
ORI EEHT 5,
12 EHFE

121 {ERAKRF

Enzalutamide 1%, 7 v FR 7 USBEY 7T RERBO S £ SEREMBITERT 270 Fe
T RIRHERITH S, Enzalutamide X, 7 RuZ 07 v Na by o BIK~ORE =56
MIZRHEL, 7y Fal B EROBENBITA O DNA L0 %#HET L2 ENRHLNITR-
TWb, EERHWTHD NI A FARIL, in vitro T enzalutamide & [RIEROTEMEE R LT,
Enzalutamide (X, in vitro THINZIRFEMIL O ZMMET 5 & L HIZT R b= X 2FFEL, AL
fgE RAERBAE ~ ¥ 2 €T /MBS W T AR A T S ¥,

12.3 EYE;E

HR R ME R B UME AT e FBE K O R VRS 255 & LT, enzalutamide & € D HEHE
A (N-BEA F /LK) OSRMBIREZ A Lo, —RIGEER 2 £ 5 #JF 2-21 23— h A 2 K
ETMCLDY, enzalutamide D MIEPIMEEZ +3 RS Z LB TE D,
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UMY

AR BB G E R S A BT ISR D& 5. (XTANDI 160 mg/H) L7234, enzalutamide D fx
EMAERIRE (Cpay) BRERFE O IETR, 1 WefE] (EEPH : 0.5~3 Kl Th D, EFIRIEIZE
(7 % enzalutamide & U8 N-lii A F /AR D) Cong 1T EALE I 16.6 pg/mL (23%CV) KO 12.7 pg/mL

(30%CV) , # 5RO MAEH Y] ~ T 7EIZZZE 4 11.4 pg/mL (26%CV) K O 13.0 pg/mL (30%CV)
T b,

1 B 1[E#EEIZLD, enzalutamide (% Day 28 & CTIZEFIRREICE L, ZOEERITIH A& 5K
D1 8.3 Td %, Enzalutamide O M IE P LD A NZEE)T/NS W (B —27- b T 7 HOVHE 1.25),
TEFIRREIZH 1T 2 enzalutamide DO IEWENREIL, 30~360 mg/day OHIPH Tl deiaH & HI1E %
LTz,

TR E 2 x5 & LT, @I ROEBEEL TR XTANDI 160 mg O H[alfk 05 %
1To7-, BIENIEIL, enzalutamide X% N-Jil X F/LRD AUC # 2L S hhoT-, ZOfER AKX
LIZEHKIT D,

DWRUVE VIS
BEICHBIT DHEERRE O E% D enzalutamide O BT OS5 AERM (V/F) OF¥HEIL, 110 L
(29%CV) Th 5,
Enzalutamide @ MAEE A5 A 2% 97~98% (EEARFESGEHILZT V7 I V), N-JL A F /RO M
PEAMKAEITIS%THD,

il

C 15 enzalutamide 160 mg OO HAEIRE 0¥ 5-4%, enzalutamide X OV OREIIC SV TR 5%
77 HH F CoMmBERE % 54T L7z, Enzalutamide, N-Fii A T /AR K OV BRTEM: B LR BRI
Was, ISR OREEED 88%%& 8, AL AUCoins @ 30%, 49%, KO 10%TH -7z,

In vitro TiZ, CYP2C8 KT CYP3A4 73 enzalutamide DfSHHNIEE T2 Z EAHL N E ST
%o Invivo K WNinvitro 7— Z 2 AU, TEEAEY (N A FUER) DA RICBIG-3 2 REmE R
ITFEIT CYP2C8 ThH D,

Hetit

Enzalutamide 1%, 3= & U CHFAHHIC X 0 iHET 5, "*C 1% enzalutamide 160 mg % HA[AIRE [ 5 5-
L7256, BOHBRED 85%M3 5% 77 HH £ CICEINEN D, 71% (FRED enzalutamide % O N-
b A FARZETe) ITRPICEIL S 4L, 14% (58O 0.4%IXREARD enzalutamide, 1%I1%
N-fii A F/UR) 13 FEHIZEIRE 5,

BEICHBIT DR O E% D enzalutamide D BT D27 V7 Z A (CLF) OY-HEIT,
0.56 L/h (#iPH : 0.33~1.02L/h) TH D,

BEITR T 2 HERE O 514 O enzalutamide O FEEEICERM (4, 1%, 5.8 B (FipH : 2.8~
102 H) TH D, @HWHREICH T D enzalutamide 160 mg B [AIFE £ 514 D N-Jiii A F LK D 1)
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tin 6i, ;’f{‘j 7.8~8.6 E' T&J ’Z)o
Al GRS OEYENE

R RERE

B BB AL D T R AR 59 61 & QAR LB p T R L IR B 926 il
T — & & W CRHERSE B et (BHERER) 4 325 U 7o, MR RICiE, BHRBIE R 6 (CrCL
>90 mL/min) 512 i, 48 BHEREREE B (CrCL 60~90 mL/min) 332 i, H1%5 FE R R RE RS 5451 (CrCL
30~60 mL/min) 88 ], J& OVEEEEHEAEREER] (CrCL <30 mL/min) 1 B3 E Fiviz, BEfFORRE
T OV R RERE S (CrCL 30~< 90 mL/min) %73 % BH2E 1T 5 enzalutamide O F.7H> T 0
7 VT T AN, ERREHES AT 5 BE KORBWRE L FRE Ch o7, BHEBMAERE
ST RHAB R B enzalutamide DOIRYENREIC KIE L 5 HEEIZHOWTIE, 1 Bl EE OREE KO
BT — & LG DN o ol ORI C& IR o Tz [H L EE[T~DES (8.6) 2],

JFHEREREE

B 7o FEERE 2 T DB (16 fil) K OBEFO®RE (8 f5], Child-Pugh 7 7 & A) XIIH%
J£ (8 4], Child-Pugh 7 7 2 B) IFi#feEE L AT 28T 2515 & LT, enzalutamide & ' N-
it A FNARD S S ENRE & It L7, XTANDI 160 mg % Hi[E[# - L7-, Enzalutamide + N-fiit
AFIARDIIND AUC X, R—RA T A 2 TR XI5 E OFFHEREREE O b - TR E & EH
R REE BT 5 BRE CRBRE Th o7z, ZOMEEK | ICENT 5, HEFHMERS

(Child-Pugh 7 7 A C) ZH ¥ 2 BHE ORI OCEMENRET — Z 1345 LAV TV R [FE7 2]
~DOBG (8.7) ZH,

1R ER K OMFE i -
REEEFISE Y Bh e AT IC L v, (T (BDH : 46~163 kg) M OMEHH (#i[H : 41~92 5%) X, enzalutamide
DR BRI ERDO S DB E MIES W EIVRENT,

PER

PRI 2N enzalutamide OIEBENHEIZ RITTEHEZ OV TIIMRBT ST,

PN
AR L LIRRRBRICB T D BREFORSENAN (92%E) TH-o7Tz, Mo AT enzalutamide
DIENREIZ DA U D A[REMEIZ O W THRFTT 2 13T — 2 A2 LT\ 5,

EYHEER

723 XTANDI |2 K IE 4 52 .
TEEEHBR G 2 55 & L 7= 3R H AR HEABR 12 38U T, XTANDI 160 mg % Bl C, I3 gemfibrozil
(587772 CYP2CS8 [HEH]) OER N GZICHRBRR &G L=, Gemfibrozil I¥, enzalutamide +
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N-it A F/UARD AUCqins & 2.2 EHIM S 7208, Cox (ICXTT DHEZI T DTN THHoTZ, 20D
EREX VCERNT D % A 2.2) WONZEBHLEE (7.1) 2],

TR HEREBRE 2 x5 & U= 38 VR FRBR I285\ ) ¢, XTANDI 160 mg % MG, XiIA 7=
T = (71172 CYP3A4 BREA) OER ARG RICHER ARG Lic, 4 M7 a7y —id
enzalutamide + N-it. 2 T /VARD AUCoine & 1.3 fEHEM S 7203, Coax (IR B BT 0072, 2
OFERAER VICERT D [ - HE (2.2) W EER (7.2) S/,

CYP2C8 } U CYP3A4 DFFEHAIH XTANDI OHERE &2 KIFTRBIZDOWT, invivo TITMRET S

LTV,
B 1 b F R VR E S HEEZERA XTANDI [CRIFTEE
Population Description PK" Fold Change and 90% CI Recommendation
Strong CYP2C8 Inhibitor .
Reduce XTANDI dose*
Gemfibrozil Cmax (]
600 mg BRID AUIC —&
Strong CYP3A4 Inhibitor
Ttraconazole Cmax =i No initial dose adjustment
200 mg QD AUC iy
Hepatic Impairment
Mild (Child-Pugh A) - No initial dose adjustment
AUC —
Hepatic Impairment
Moderate (Child-Pugh B) Cmax —s— R .
No initial dose adjustment
AUC H——
Food
High Fat Meal Cmax L
AUC - Take with or without food
r T T T T T 1
0.0 0.5 1.0 15 20 25 3.0

Ratio Relative to Reference

" PK parameters (Cy,y and AUC ;) are for enzalutamide plus N-desmethyl enzalutamide. except in the food-effect trial. where they
are for enzalutamide alone . * See Dosage and Administration (2.2).

XTANDI 23ttt R E T 5% -

EBRPUMERTNZ s B 2 5 & U723 WA AR HTRRBR (2 3 C, BIURERY 72 CYP JYE (CYP2CS,
CYP2C9, CYP2C19, KN CYP3A4 OILE) % XTANDI £ 51/ & O° XTANDI (160 mg/day T 55
HU L G54%) & o THRERE ARG Lz, ZOMRZM 2 128N 5, 2O 5, XTANDI
1% in vivo DEHIRAE T CYP3A4 DFR72FHEEHITH Y, 7> CYP2C9 KT CYP2C19 D H 5 D
FHERNTH D Z LRI YL EN (7.3) 28], XTANDI I%, CYP2C8 D AL/H Dig
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SEFERIKRE
: - 7 N - -
IZERIRBICER D H DB b1 b S ol
2 XTANDI HMt 2 R (X9 &
Population Description PK Fold Change and 90% CI Recommendation
CYP3A4 Substrate. Avoid concqnmant use of
Midazolam 2 mg Cmax B substrates with a narrow
AUC H therapeutic index™
CYP2C9 Substrate, Avoid concomitant use of
S-warfarin 10 mg Cmax - substrates with a narrow
AUC ™ therapeutic index*
CYP2C19 Substrate, Avoid concomitant use of
Omeprazole 20 mg Cmax substrates with a narrow
AUC s : ic index*
. therapeutic index
CYP2C8 Substrate, — No dose adjustment
Pioglitazone 30 mg Cmax 1
AUC
T T T T 1
0.0 0.5 1.0 15 20

Ratio relative to reference

*See Drug Interactions (7.3).
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RLTC

In vitro FERIZF T, enzalutamide @ CYP3A4 (ZXI T D FFENEMANRD vz, 7o, 1RER
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DB TITR N EE X BTz, Invitro TlX, enzalutamide & OY N-fii A F/LIRIL, P-gp (Zx}3 5 H
FEMZ R U, FEARTEE VAR BRI P-gp (ST 2FEM 2 RS o Te,

126 DEERLERE

EERBUE RIS g BB 796 5l 2 x4 & L, EHIRRBIZ I 1T 5 enzalutamide @ 160 mg/ H #5723,
QTc BRI MIET I OV THiET L7Z, XTANDI 0525 7 1-BEH L 77 v RO 525 1F
ToBETIE, XN—=AF A 6O QT [WkE (Fridericia #ilEVEIZ £ 5) OFEHELREICKE o7 (T
b, 20ms HHZ 57 TROOLNRPoT, LorL, KlBRT A NNZIIRARH 5729
enzalutamide 73] QTe RO DO RER (F720 5, 10 ms ARimi) Z 5| & 2 wREMEIZ DWW
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XTANDI Placebo
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SE S (%) 308 (38.5%) 212 (53.1%)
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vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Xtandi 40 mg soft capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each soft capsule contains 40 mg of enzalutamide.

Excipient with known effect:
Each soft capsule contains 52.4 mg of sorbitol.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Soft capsule.
White to off-white oblong soft capsules (approximately 20 mm x 9 mm) imprinted with “ENZ” in
black ink on one side.

4, CLINICAL PARTICULARS
4.1 Therapeutic indications

Xtandi is indicated for 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.

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

Older people
No dose adjustment is necessary for older people (see section 5.2).
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Hepatic impairment

No dose adjustment is necessary for patients with mild hepatic impairment (Child Pugh Class A).
Caution is advised in patients with moderate hepatic impairment (Child Pugh Class B). Xtandi is not
recommended in patients with severe hepatic impairment (Child-Pugh Class C) (see section 4.4 and
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).

Paediatric population

There is no relevant use of enzalutamide in the paediatric population in the indication of treatment of
adult men with metastatic castration-resistant prostate cancer whose disease has progressed on or after
docetaxel therapy.

Method of administration
Xtandi is for oral use. The capsules should be swallowed whole with water, and can be taken with or
without food.

4.3 Contraindications

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

4.4  Special warnings and precautions for use

Risk of seizure

Caution should be used in administering Xtandi to patients with a history of seizures or other
predisposing factors including, but not limited to, underlying brain injury, stroke, primary brain
tumours or brain metastases, or alcoholism. In addition, the risk of seizure may be increased in patients
receiving concomitant medicinal products that lower the seizure threshold.

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
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.

Hepatic impairment

Caution is required in patients with moderate hepatic impairment (Child-Pugh Class B) as data in
moderate hepatic impairment are not fully conclusive (see section 5.2). As there are no data in patients
with severe hepatic impairment and enzalutamide is primarily hepatically eliminated, Xtandi is not
recommended in patients with severe hepatic impairment (Child-Pugh Class C).
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Recent cardiovascular disease

The AFFIRM study 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) 111 or 1V heart
failure except if Left Ventricular Ejection Fraction (LVEF) > 45%, long QT, QTcF > 470 ms,
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.

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

CYP2CS8 inhibitors and inducers

CYP2C8 plays an important role in the elimination of enzalutamide and in the formation of its active
metabolite. Following oral administration of the strong CYP2C8 inhibitor gemfibrozil (600 mg twice
daily) to healthy male subjects, the AUC of enzalutamide increased by 326% while Cisx Of
enzalutamide decreased by 18%. For the sum of unbound enzalutamide plus the unbound active
metabolite, the AUC increased by 77% while C..x decreased by 19%. Strong inhibitors (e.g.
gemfibrozil) or inducers (e.g. rifampicin) of CYP2C8 are to be avoided or used with caution during
enzalutamide treatment. If patients must be co-administered a strong CYP2C8 inhibitor, the dose of
enzalutamide should be reduced to 80 mg once daily (see section 4.2).

CYP3A4 inhibitors and inducers

CYP3AA4 plays a minor role in the metabolism of enzalutamide. Following oral administration of the
strong CYP3A4 inhibitor itraconazole (200 mg once daily) to healthy male subjects, the AUC of
enzalutamide increased by 41% while C,.x was unchanged. For the sum of unbound enzalutamide plus
the unbound active metabolite, the AUC increased by 27% while C,.x was again unchanged. No dose
adjustment is necessary when Xtandi is co-administered with inhibitors or inducers of 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, CYP2C9, CYP2C19, CYP1A2 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 resistant 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.
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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)

Anticoagulants (e.g. acenocoumarol, warfarin)

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

Betablockers (e.g. bisoprolol, propanolol)

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)

Statins metabolized by CYP3A4 (e.g. atorvastatine, 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
CYP3A4, CYP2C9, CYP2C19, CYP1A2 or UGT1AL 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.

CYP2C8 substrates

Enzalutamide (160 mg once daily) did not cause a clinically relevant change in the AUC or C,, Of

pioglitazone (CYP2C8 substrate). The AUC of pioglitazone increased by 20% while C..x decreased
by 18%. No dose adjustment is indicated when a CYP2C8 substrate is co-administered with Xtandi.

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
Xtandi 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.
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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.

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 not for use in women. Enzalutamide is contraindicated in women who are or may

become pregnant (see sections 4.3 and 5.3).

Breast-feeding
Enzalutamide is not for use in women.

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

Enzalutamide may have a moderate influence on the ability to drive and use machines as psychiatric
and neurologic events including seizures have been reported (see section 4.8). Patients with a history
of seizures or other predisposing factors (see section 4.4) should be advised of the risk of driving or
operating machines. No studies to establish the effects of enzalutamide on the ability to drive and use
machines have been conducted.

4.8 Undesirable effects

Summary of the safety profile

In the placebo-controlled phase 3 clinical trial (AFFIRM) of patients with metastatic
castration-resistant prostate cancer who had received docetaxel therapy, enzalutamide was
administered at a dose of 160 mg daily (N = 800) versus placebo (N = 399). The median duration of
treatment with enzalutamide was 8.3 months while with placebo it was 3.0 months. Patients were
allowed, but not required, to take prednisone.

Seizure occurred in 0.8% of patients receiving enzalutamide. The most common adverse reactions
were hot flush and headache.

Tabulated summary of adverse reactions

Adverse reactions in AFFIRM 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). Within each frequency grouping,
adverse reactions are presented in order of decreasing seriousness.
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Table 1: Adverse reactions identified in the phase 3 clinical trial

MedDRA System organ class | very common common uncommon
Blood and lymphatic system neutropenia leucopenia
disorders
Psychiatric disorders visual hallucinations

anxiety
Nervous system disorders headache cognitive disorder seizure

memory impairment | amnesia
disturbance in attention

Vascular disorders hot flush hypertension
Skin and subcutaneous tissue dry skin
disorders pruritus
Musculoskeletal and connective fractures*
tissue disorders

Injury, poisoning and falls

procedural complications

* Includes all fractures with the exception of pathological fractures

Description of selected adverse reactions

Seizures

In AFFIRM, six patients (0.8%) experienced a seizure out of 800 patients treated with a daily dose of
160 mg enzalutamide, whereas no seizures occurred in patients receiving placebo. Potentially
contributing factors were present in several of these patients that may have independently increased
their risk of seizure. The AFFIRM trial excluded patients with prior seizure or risk factors for 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. 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.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

49 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: not yet assigned, ATC code: not yet assigned

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
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inhibitor that blocks several steps in the androgen receptor signalling pathway. Enzalutamide
competitively inhibits binding of androgens to androgen receptors, 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 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.

Clinical efficacy and safety

The efficacy and safety of enzalutamide in patients with metastatic castration-resistant prostate cancer
who had received docetaxel and were using a gonadotropin-releasing hormone (GnRH) analogue or
had undergone orchiectomy were assessed in a randomised, placebo-controlled, multicentre phase 3
clinical trial. A total of 1199 patients were randomised 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 randomised 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 92.7%
Caucasian, 3.9% Black, 1.1% Asian, and 2.1% Other. The ECOG performance score was 0-1 in 91.5%
of patients and 2 in 8.5% of patients; 28.4% 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 (91.2%) patients had metastases in bone and 23.2% 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. 51% of patients were on bisphosphonates at baseline.

The phase 3 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 111 or 1V heart failure (unless ejection
fraction was > 45%), clinically significant ventricular arrhythmias or AV block (without permanent
pacemaker).

Of the 800 patients in the phase 3 trial who received enzalutamide, 568 patients (71%) were 65 years
and over and 199 patients (25%) were 75 years and over. No overall differences in safety or
effectiveness were observed between these older patients and younger patients.

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 2 and
Figure 1).
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Table 2: Overall survival of patients treated with either enzalutamide or placebo (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® < 0.0001
Hazard ratio (95% CI)° 0.631 (0.529, 0.752)

# 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

Figure 1: Kaplan-Meier Overall Survival Curves (Intent-to-Treat Analysis)
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Subgroup survival analysis showed a consistent survival benefit for treatment with enzalutamide (see
Figure 2)
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Figure 2: Overall Survival by Subgroup — Hazard Ratio and 95% Confidence Interval
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ECOG: Eastern Cooperative Oncology Group; BPI-SF: Brief Pain Inventory-Short Form;
PSA: Prostate Specific Antigen

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 = 0.404, 95% CI: [0.350, 0.466]);
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 = 0.248, 95% CI: [0.204, 0.303]; 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 = 0.688, 95% CI: [0.566, 0.835]; 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 anti-neoplastic therapy to treat bone pain and 7 events (2%) were surgery to bone.

The efficacy of enzalutamide in patients who have previously received abiraterone acetate has not
been studied.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
enzalutamide in all subsets of the paediatric population in prostate carcinoma (see section 4.2 for
information on paediatric use).
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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 (ty,) 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 (Cp,x) 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 Cp,.x values for enzalutamide and its active metabolite are 16.6 pg/mL (23%
coefficient of variation [CV]) and 12.7 pg/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
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.

Biotransformation

Enzalutamide is extensively metabolized. There are two major metabolites in human plasma:
N-desmethyl enzalutamide (active) and a carboxylic acid derivative (inactive). Enzalutamide is
metabolized by CYP2C8 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.

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.

In vitro data indicate that enzalutamide and its major metabolites do not inhibit the following
transporters at clinically relevant concentrations: OATP1B1, OATP1B3, OCT2, or OAT1.
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Linearity

No major deviations from dose proportionality are observed over the dose range 40 to 160 mg. The
steady-state Cp, 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 umol/L (2 mg/dL) were excluded from clinical trials. 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) or
moderate (N = 8) hepatic impairment (Child-Pugh Class A and B, respectively) and in 14 matched
control subjects with normal hepatic function. Following a single oral 160 mg dose of enzalutamide,
the AUC and C,« for enzalutamide in subjects with mild impairment increased by 5% and 24%,
respectively, and the AUC and C,.« Of enzalutamide in subjects with moderate impairment increased
by 29% and decreased by 11%, respectively, compared to healthy control subjects. For the sum of
unbound enzalutamide plus the unbound active metabolite, the AUC and C,.x in subjects with mild
impairment increased by 14% and 19%, respectively, and the AUC and C,. in subjects with moderate
impairment increased by 14% and decreased by 17%, respectively, compared to healthy control
subjects. The patients in the moderate hepatic impairment group however had only modest impairment
in parameters indicative of metabolic function (albumin, prothrombin time), and thus a larger effect in
other patients with moderate hepatic impairment cannot be excluded.

Patients with baseline severe hepatic impairment (Child-Pugh C) were excluded from clinical trials.

Race
Most patients in the clinical trials (> 92%) were Caucasian, thus no conclusions on the impact of race
on enzalutamide pharmacokinetics can be drawn.

Older people
No clinically relevant effect of age on enzalutamide pharmacokinetics was seen in the population

pharmacokinetic analysis.
5.3 Preclinical safety data

Developmental or reproductive toxicology studies were not conducted with enzalutamide, but in
studies in rats (4 and 26 weeks) and dogs (4 and 13 weeks), atrophy, aspermia/hypospermia, and
hypertrophy/hyperplasia in the reproductive system were noted, consistent with the pharmacological
activity of enzalutamide. In studies in rats (4 and 26 weeks) and dogs (4 and 13 weeks), changes in the
reproductive organs associated with enzalutamide were decreases in organ weight with atrophy of the
prostate and epididymis. Additional changes to reproductive tissues included hypertrophy/hyperplasia
of the pituitary gland and atrophy in seminal vesicles in rats and testicular hypospermia and
seminiferous tubule degeneration in dogs. Gender differences were noted in rat mammary glands
(male atrophy and female lobular hyperplasia). Changes in the reproductive organs in both species
were consistent with the pharmacological activity of enzalutamide and reversed or partially resolved
after an 8-week recovery period. There were no other important changes in clinical pathology or
histopathology in any other organ system, including the liver, in either species.

Enzalutamide did not induce mutations in the microbial mutagenesis (Ames) assay and was not
clastogenic in either the in vitro cytogenetic assay with mouse lymphoma cells or the in vivo mouse
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micronucleus assay. Long-term animal studies to evaluate the carcinogenic potential of enzalutamide
have not been conducted. Enzalutamide was not phototoxic in vitro.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Capsule contents

Caprylocaproyl macrogol-8 glycerides

Butylhydroxyanisole (E320)
Butylhydroxytoluene (E321)

Capsule shell
Gelatin

Sorbitol sorbitan solution
Glycerol

Titanium dioxide (E171)
Purified water

Printing ink

Iron oxide black (E172)

Polyvinyl acetate phthalate

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

2 years.

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Nature and contents of container

Cardboard wallet incorporating a PVC/PCTFE/aluminium blister of 28 soft capsules. Each carton
contains 4 wallets (112 soft capsules).

6.6 Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER

Astellas Pharma Europe B.V.

Sylviusweg 62

2333 BE Leiden
The Netherlands

13



8. MARKETING AUTHORISATION NUMBER(S)

EU/1/13/846/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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KT B, BEAFHEEEREE (Child-Pugh 7 7 A C) 2 AT % H#&IC XTANDI [ZHELE S e,

T D 0 i 8 PR KR

AFFIRM #BRCIE, 2 6 7 A LINOLAFEZE Tl % 3 1 A LN O RLERUE DBEE,
Za—a—7DEHES (NYHA) 2008 11 UL IV OARE (7272 LAEEBEH R LVEF>45%D %45
Z<), QT R, QTcF>470 ms, HARXIT = b — /L REBOEIMENH 5 HBE Z R LT,
INHDEEIZXTANDL Z05 T 5561, ZOZEE2FETLH L,

bR & DO
XTANDI & HRFEENED & D FE 2 0 L7258 O 22 R OVE I ST,
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T
XTANDI (3 /v & h—/L (E420) ZEHT 5, MiR@EMRETH D 707 h—ARMIEE A
T 5 RBEFIAAEMRA L TR S0,

45 HOEXREOEEERARVZOMDIEEER
2% enzalutamide DUEFER BT 4 MIT 4 n[REME
CYP2C8 [ ZA R TN 57

CYP2CS8 X enzalutamide D VH5K: K N DIEPEREHY D AR BV CEE 2 KE 2 R4, 077
72 CYP2C8 [HEHITH 5 gemfibrozil (600mg 1 H 2 [B]) Z @ BIEWBRE IR AOKE Lz L&,
enzalutamide ® AUC I3 326% 57- L, enzalutamide @ Cpy 13 18%{K T L7=, FEREST enzalutamide
& IR ARG ORI AUC I 77% EF- L, Chog 1T 19%(K F L7z, L7235 T,
enzalutamide #% 5-IRf1%, CYP2C8 D3R /) 72 fAEA| (5] : gemfibrozil) IXFFEA] (Fl: V77 ¥
V) OERZRET 27, HOVTEEIEHTRETH D, LA /HET CYP2C8 DR /) 72 fFE
Kz O3 5845 1%, enzalutamide D EZ 1 H 1[0 80 mg [ZIET H Z & (BF 42 THBM),

CYP3A44 [HZAIR N5

CYP3A4 |3 enzalutamide DACHIT BN Tldd F 0 EE R CHELSE I/, #72 CYP3A4 [
ERITH A BT o — (200mg 1| H 1) % HHE R MR R N LT b X
enzalutamide @ AUC 1% 41% 5L, Coax [TEAL L7235 72, FEFES T enzalutamide & FE#E SIS
PEREI DIRFID AUC 13 27% F 5 U, Coa l3ZL L2 v o 7=, L7273 T, XTANDI % CYP3A4
OWFEAUTHEA L O 2586, MRRHIFETH D,

Enzalutamide 2MLA|OREE 812 8 % % IF 3 Al aetE

Enzalutamide (378 /) 2 EFHEH TH Y, L DERK NN T VAR =2 —DAEGH AR S
HH70, BEXLN TV AR—F =D L1255 < O— R ERR L O AEERNTPES
o, MFEPRENSKE KT L, BRSFEO KM SUIIET % H < /RS 5, EERHD O
ERRPHEINT 2V 27 bbb, HEIND ATREMEO H 2RI, AL OVIMED CYP3A DIF
7>, CYP2C9, CYP2C19, CYPIA2 KXo U Py 5-— Y U/ V7 v U ERBEES (UGT, 7V
7 UBHAIEE) BDEEND, b T U AR—F—0 P-gp LiFE SN D AREMENH 0, ZAIMME
BE# A 2 (MRP2), FLEEMHESE H (BCRP) L OVERE T =4 it U <275 R 1B1 (OATP1B1)
HEDORNTUAR—Z—bFEIND A REERH D,

In vivo RBRTIX, enzalutamide /X CYP3A4 OIR ) 72355 K TH Y, 72> CYP2C9 KT CYP2C19
DPEEDFEANTH D Z ENRENTV D, BINLIEEE 255 & L T enzalutamide (160 mg 1
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A 1[E) ZE/ED CYP REOHER NS L0 LI2GE, 4 Y 74 (CYP3A4 HEH) @
AUC |Z 86%, S-U /L7 7 U > (CYP2CY ) @ AUC |Z 56%, A A 77 —/L (CYP2C19 }/E)
? AUC (2 70% DI T 23580 biviz, UGTIAL b8 S 7w etEn & 2.,

R SUTRBENRIEIC K > TR T 2 REDERMN & OMBEERN TSNS, BHICE-TZ
NOOEEGLOIBFRDRPIFFICEETH Y, »OoFMEITMERTREDE=2 1 72K
HEFRENIAT LI WES, T OOEENIFEHEET 52, HDOWITEEICEH TN
Thb, NTEXE-NEGEHONITHEREY 271X, BREFGALZ0H LB TiEm<id
EEZLND,

WRELEZTHEEZEZ LN TVWDEELOIEDHEIIILUTOLORH D (T2 L ZHHIZR S
AV
PRAl (Fl: 7= A=, hTw R—)L)

o HUAEWME TV ARuSATy, REIHA7U L)

PuaAl (5 : cabazitaxel)

o  PikE[EHK (# : acenocoumarol, /L7 7 U )

o PLTAMAIE (fl: InA<EBEy, JufFBRA Jz=hrfr, 7UI R, N7 1
1)

o  PUEMIEIE (B : ~a XY RK—)

e PBIEWIE (f . v mu—/ L, propranolol)

o WL LT x LMW (] DALFTEL, 7JxzuPty, = ALVEY, =72V
v, NFoR3I)L)

o GROFEMEARERLA (B . PFFT )

o FIREEFRLELAEl Bl : THXYAXY Y, L R=VnrY)

o HIHIVE (5l : £ FEN, URFEL)

o fRIREE (f] : T ¥ NRL, IXYT A, VILET L)

o CYP3A4 TR ENDAZTFURIEA] (Fl : 7 MANRAREF v, o NAZF L)

FORIRELA] (B : LARFaxy)

Enzalutamide O F5E/FE 13 enzalutamide O MLAEFIR 23 & HIRRBISE T 2 I 5-BAMAHEAI 1 1 A
F TR KNITITELRWATRRMED D 5725, H D REOFHEFEMITRINGED b D fIaeEDR H 5,
CYP3A4, CYP2C9, CYP2C19, CYP1A2 XX UGTIAl OIEE THHIEHKM AR L T\ 5 EHE
%, BEEBAE 1 0 A BIIEEEER o XD GEMERGEH D ER S 551 ZER OHR) Of
R L, w#EEHEREZMET 5 2 &, Enzalutamide O HINA RV Evn (5.8 H, 5.2
THZHR), BER I3 5 20T enzalutamide 1R 1 4 A LA EFfi T 5 "lREMEDY & 5 , Enzalutamide
OG- 2P HBR2IE, FHEO BN LE L RDGE1RH 5,
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CYP2C8 K&

Enzalutamide (160mg 1 H 1[8]) (427U %Y > (CYP2CS8 #'E) D AUC I Coax ([ZEGIKRY
WCHEERELES SRS oz, EF 7 U XY D AUC IE20% EF- L, Cha l$ 18%IK T L
7z. L7285 T, CYP2C8 #/E % XTANDI & (HHT 2854, AEFESIZLEZR N,

P-gp ZH

Invitro 7 — %125V, enzalutamide |ZHEH b T VAR —H% —ThH 5 P-gp DILEARITH 5 nlHetk
DR S VTV D P-gp FH ~D enzalutamide D23 in vivo TITFRET S 4L TV 2 A3, enzalutamide
(TR St FCIIBNZRIR T L 7 X ZBE (PXR) DIEMELE T 2 P-gp DFfEAl
ThDHAREMED B D, P-gp DIE Th VIRFKIOPWESRES (F] . areF o, XEATFF7o=
THF T — b, VIF ) & XTANDI & GG 250 R 2 L, Foi 72 Mg iR 2
MERF T D72 DI HEGREI DS B L e D RTREME DN B D,

BCRP, MRP2, OAT3 X CFOCTI Z&

Invitro 7 — #1235 < &, BCRP XU MRP2 OFLE (VNMEN) W NZHT =4 > b T v AKR—
% —3 (OAT3) LROE#AIF AL b7 AR—%—1 (OCT1) DORE (£28) OnfErtz PEkRd
D EIETERY, HERMIIEINSD N T U AR—F —EFET LR L H D0, BED L
ZAIERDOEBIIAHITH 5,

I
"N

gl

A F) enzalutamide DR EIZ KT T 2
A EH T enzalutamide DIEEE & IZEIKAIIZ
ITEFICEARR TS ST,

BB h MIF S 720, BRRRER IV T, XTANDI

46 ZRREE, IR, RUEEL
IR T 2 AEEME D & 5 &tk

IR O XTANDI OfFEFAICET 2 FOT —Z T2\ 720, RANTEIET 2 rlRett o & 5 oik
WIIFER LR nZ &

T M O 4 D ST

Enzalutamide 313€ OREHMDERTITBATT 2008 2 DNIARHATH 5, IR ZCHE & A2 O
5 BFEIL, enzalutamide HHHF X OEGHE THE 3 VAM=a Yy R—2%2EHT20ERNH D,
FTo, WIRVRER LM RO H 5 BHFIL, BETROERGKR THAE3 TAM=a Y F—L kW
T OMOBHEELZ AT 20BN B 5, B CAHBEDR RSN TWD (B 53 HEH),
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aR
Enzalutamide X & METIFEH LZewv, dEIRHF SUTAEAR O RIREMED & 5 4P C enzalutamide % fiff
LTI s7220 (5543 KOE 53 HSMH),

i)

Enzalutamide |3 &M TI3fEHA L7z,

B ABRIZISNT, BEMET v RO X OAFRIZHTT % enzalutamide DFEEENFE O HIL TV
5 (BBS3mEBM),

47 BEEOERLRUBBIREICTET HEE

Enzalutamide |3, SRR AEE D REIHR K OISR DFRDBHE STV D720 (5 4.8 THEB ),
F B B D HR B ORISR L C o AR B2 E T ATREME Y & 5, R IEDBEE T E
DOFER D 5 EF (5 44 HSR) (21, BB FEOBEERCEBERIEORIEIZ OV CH
5L, BEIEOELLR LK OFSEERIEIZ %9 5 enzalutamide DB Z FAGFET 5 72 O OaBR I T 50
TU7au,

48 EIEMA

GEVET 0 7 7 A VO

Rt & X2 K DIRRIEZ AT 280 BRI RN I I B E 2 xR & Lo 7 7 B R AR
o5 I AHEEEE R (AFFIRM) (23 C, enzalutamide 160 mg/ HEE (800 f31]) & 7 F & AREE (399
B % bk U7z, %588 o Rl 1L enzalutamide BT 83 W H, I BAREET3.0 W H Tho7=,
BEIIEETT L F=Y v oR552% 52 LN TE T,

Enzalutamide D% 5-% 5217 72 F838 D 0.8% I RIEN BB L7, ERBIERIXIZTY LU
Th-oT,

BIEH O EFE

LA FIZ AFFIRM 3R T2 bV BIVEN 2 R BUEEE AN — % Cond, BBUHEEX, [FFERIC &<
HAHD (110 LLE), TE<AHLNSD] (17100 BLE 1/10 Kif), & XizH6n5 ] (1/1,000 BL
b 17100 i), TENICHBID 1 (1/10,000 LLE 171,000 A5i) , [FEFICENICHBID ] (1/10,000
i) CEFLUT-, SRBBEESFENTE, BEEEOSWVIEICRIERZR LT,
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SNERE AR RS

%3 £ HEEERABRICEVTHER SN-EIER
MedDRA 2R E Al X5 %8 FEEIZEKLALND | K< AbND EEIZHBND
Mg LY v RpEE B BRI i 1 BRI E
s peh e LI

R4
TR R GV AR FEAEAEAE

RoiEREE =

R EE

1 & P FTY & I E
BT OV T i e T v

Z 9 FEIE
BB o g O AL b HT*
BE, hER L OEAIHE i 5

N ToOFRTeEt (2 URNETTZER<)

i E D EIEH O FE A
SEARETE

AFFIRM (28T, 77 B ARBEITITEEIEAEIL A IR D > 7223, enzalutamide 160 mg/ H £ 800
B 6 B (0.8%) ICEERIENFKEL LTz, ZNHDOBREFED D BLEBINC, FEERIEY R 7 &2 HHlT
R S W/l REMED & 2 % 5K - 3MF(E LTV 2, AFFIRM RER TlX, FEERAIEOPEE TR
FNED N A K12 AT HBEZRI LT, FEBRT — 2 KOHEEERABROT — 2 bRah
7L o1, AEITEERIEO Y 27 0FEE 2 THIRTTh 5 a3 % %5, Enzalutamide 73
FEBMEZ KT S 2 FII R TH D3, invitro BT — ¥ TR E7- XK 912, enzalutamide
F OV OISR GABAEEIMEY 0 T4 RF v X UG L, ZOEMERET L2 & &3
WP LAREERS D EBZ DD,

RWER RSO D FLOWE

AAEGEZ ORWERANREDON S FGOREITEE CTH L, ZHUTL > TREIORET ¢ v k/
YR NG A% L CE=2 ) 7352 ERaligl s, EEMEFEHEIL, 8 Vic—E%
RLTEBEOREV AT LB LT, BWEANSRDON DT XTOHERRERET L&,

49 BERE

Enzalutamide [ZfE2AIL 72V, @EREGVDFAE L725A, enzalutamide D521k L, Y-
M58 HTHDZ & aBRE L TR RHERIEZIET 2, Liono TEERGIZ LY K%
TRV 27 SR D WREMEDR B 5
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5 REZHREE

51 EHhFHREE
NI - RIE, ATC 2— R RAE

TRt
RISZIRIRIE T & R @2 TH D Z ENMoLTEY, 7o FuF U Ky 7 VRiE
FENANTH 2, MIET > R AEDPMERO IR HARREZRRETH>ThH, 7o Frs %
BIRY 7 F AR T 2 ARHE Uit D, 7 > R 7 s 8% A9 2 IS I O fI i
T v a2 SIROBNBAT RN DNA L OfE S Z %4 %, Enzalutamide X, 58/1727 2 Ko /?i
VERBRER T T BRERERTH Y, T Ra S USRS 7T VRER B OB D BERE A PR
T 5, TV Rl UZREROmRRE T TY, o, 172 Rud U ANSHRGUE O RSz i M
B W T, enzalutamide 137 > R X O7 v Ra U BIR~ORE ZHAICHEEL, &
ML SNTEZBEROBNBATZRE L, EHRbSNT v Fue 7 2Bk e DNA & OfES % [
9%, Enzalutamide #5925 &, AINZEEMIQOMEIE NG 4, MO 7 R h—3 273
FHE I, BEENBRMET LB LD, FEEIKHERIZI VT, enzalutamide |27 & R/ 5
FIET T=2 MEMITERD v o7,

) FHIEH

R & X2 L DIBRPED Th - 1o BE 25 & U5 HHARRRRRERICIHS VT, PSA fE
DR—=Z2F A IS OE TR 50%LL ETH-7=HE1E, enzalutamide £ T 54%, 7 7 BREET
1.5% Th -7,

IRAVA 2O e OV ek

Re & 2 L DIREERD, IR A LVE VA LVE Y (GnRH) 71 7 b

STHE B 0T 2 52 T T 5 M 2 SR BUMERT S s B 2 e & L 72 BE (b 7" T & At iR i
FXALE R I AHERPRARBR 23U T, enzalutamide DO F ML WL EMEE MG L7z, 71,199 5%
enzalutamide 160 mg ® 1 H 1 @&D&L’%féfx JAHEE 800 61) XX T EAD1H I EEREEZS
T OHEE (399 ) DWTIINIT 2 1 OFIG TEELIZEHD T, BEIMEETT L=y 00
&ﬁéﬁfé’kﬁf%k(W@%ﬂtlﬁmk%£i7vh Y10 mg UEENICFYE T2
FEHD) o WTNOFEZEN Y AT SN BE SREBEST (A2 EOREET LB BEEFRR DI
BLEERR), Bl e bUEEEIE O, AREARREME, TFEEMEAEC D F TR 2k L
726

BEBFEROR—=R T A v OFRBFFEEHRE TR CH o 7z, Flo T RIEE 69 5% (P : 41
~925%) ThV, NEOWIHUZL, HADN92.7%, BAN39I%, 7T AR 1.1%, £ OMDR 2.1%
T& -7z, ECOG performance status A = 77 1%, BFH D 91.5%75 0 XX 1, 8.5%0% 2 Toh o7, Brief
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Pain Inventory D152 2 771X, 28.4%7° 4 UL b (HEAEA(LOERT 7 BMICHO Y BERHRE LT
24 B TR L IBUVRA DY) Thotz, 1FEAEDRE 91.2%) I[TEEERH Y, 23.2%I|C )
K O)/ AT D NI 23 > - T, aRBRosEkiRe, SEER T (11T 72 83F D 41% TiX PSA i |
FADHDFED HIL, 59%IZ B2 EORSBETOFT AR bivle, BED SI%RN—ZF 4
VIFIZE AR AR R — ML DIRFEEZ T T,

ARG N AHRBR ClL, SERIMEORR L 720 5 2EFHPREE CGF 48 HSM) 03 5B, K
FEREZ IR T ESE5 2 EDRMON TV DERMLZIRA L TV 5B, BARICEKR L MmAE R
Bo(ay e AV ARRREE, O X IR L ERDEDEGT OBEE, =2 —3— 7 Dl
SO UL IV OOARSE BRHFE45% D552 R< ], BRIICERZ2OEEANEIRSUL AV
Tuy s HEARS—ARA =D ZHH L TORWESR] %) 2Nb5BEZRIN LT,

AE T FH5BR C enzalutamide D¢ 5-% 3217 7= 800 51D 5 568 B (71%) 2% 65 mLA T, 199
Bl (25%) BN 75 L ETh o7z, BRI, b OEinEE L IEmEinEE & ORI TR AN X
AIMEIZ TR bz o T,

520 1H DI I B IR S S 5 HE = CHUE SN 21T o728 2 A, 77 ARREL It
L C, enzalutamide DO RAEFFHIMICHFMICHEREENRBD bz (F2 KO 1),

x4 Enzalutamide #E UV 75t RED LA EFHME (Intent-to-Treat #247)

Enzalutamide (N=800) TS t/hR (N=399)
FELE (%) 308 (38.5%) 212 (53.1%)
AL (H) (95% CI) 18.4 (17.3,NR) 13.6 (11.3, 15.8)
P i ® <0.0001
A= R (95% CD) ° 0.631 (0.529, 0.752)

*@hlla 77 o7 iiE (JERIIK - : ECOG performance status A =7 (0-1 vs. 2) X OYESE A 27 ONEHIE (<4 vs. >4) )
K OEMH,

PRI GIANY — REF L LD B, Y — FED 1 &V /hS T enzalutamide 37Tt R LW AR THDH Z &
R,
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4 24 FHB D Kaplan-Meier Bi## (Intent-to-Treat f247T)

100%

80%

60%
3
o e
I
Bowed e
Enzalutamide (N=800)
houfg 18448 T
© FIRR (N=399)
20% 1 A 13.6 7 1
NP — FH=0.63
95% CI (0.53,0.75)
P<0.0001
0 3 6 9 12 15 18 21 24

LUILIINOED)

Y7 TN — T OATEHAFAENT TlX, enzalutamide B C— & L 7=ATFHIBR O EE N R I (K
25/,
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SNEERARREE
X 5 ST IL—TROLEFEHE -\ — FLER Y 95%EEX
. BEH ELED/NY— KRt L4FHMTRE (B)

H$IIN—T Enzalutamide.” 75 &R (95% CI) Enzalutamide.” 75 &4
BN GED 800/399 re— 0.63 (0.53-0.75) 18.4/136
E ik

65 Ik AT 232/130 —— 0.63 (0.46-0.87) —124

65 Ll E 568/269 ot 0.63 (0.51-0.78) 18.4/13.9
NR—R T A WD ECOG Performance Status A =1 7

0~1 730/367 2 0.62 (0.52-0.75) —/14.2

2 70/32 —— 0.65 (0.39-1.07) 10.5/7.2
=2 T A HEOPE A 2 7 il (BPI-SF 00 R 3)

4 Fe¥iii 574/284 e— 0.59 (0.47-0.74) —16.2

40k 226/115 —— 0.71 (0.54-0.94) 12.4/9.1
(EEBIRIC L D RITREEL

1 579/296 re—i 0.59 (0.48-0.73) —14.2

20k 221103 —— 0.74 (0.54-1.03) 15.812.3
FRERBERIF O ST D FESH

PSA fii_E&H-DFH 326/164 e 0.62 (0.46-0.83) —/195

EE 2 L O FRFEITLPSA i L5 4701234 —i 0.64 (0.52-0.80) 17.313.0
R—R7F 4 PSAHE

FOMELLE (111.2 pug/L) 412188 —— 067 (0.50-0.89) —192

PO fERE (111.2 Hg/L) 388/211 —e—1 0.62 (0.50-0.78) 15.310.3
~N—A7 A LDHE

HOELL N (211 U/L) 411/192 —— 0.63 (0.46-0.86) —/19.2

LI (211 U/L) 389/205 —e— 0.61 (0.50-0.76) 12.4/8.5
2D Gleason A =17

7T 3601175 —— 0.67 (0.51-0.88) 18.4/14.8

8 LI I 366/193 e 0.60 (0.47-0.76) 18.2/11.3
Ay ) == TRED it e OY UL O NS

H 196/82 — 0.78 (0.56-1.09) 13.4/9.5

7L 604/317 o—i 0.56 (0.46-0.69) —14.2

0.0 05 10 15 20

Enzalutamide Bz 75 tHREL
ECOG : Eastern Cooperative Oncology Group ; BPI-SF : Brief Pain Inventory-Short Form ; PSA : §i 32 ARFE B HTR

AR OLER RO bNT-DITNZ, BERREIKGFEEE (PSAH L5, HEf{g2Hr Lok
W AR I R O O BB R R B E TO ) (I2BW T, ZHEME THIEE
DB 2 RIS E B R0 b,

G2 W o SR (RECIST v1.1 %2 F W CIRBRE T EE R S fGHRL & OV A % % >
28T 5 2 DL EOEHREDHBUZ SV TEHE) 1 enzalutamide #£ T 8.3 W A, 77 BHREET 2.9
S HTH o7 (HR=0.404, 95% CI : [0.350, 0.466]) ; P<0.0001), ASFRHTICITIREEIT R ARMERR
DI 216 1 R OFER S IVTZIRBEITA X b 645 R E ENT, MR S NTIREBAHEITA N b
D95 B 303 (47%) IFHEHR DR BHETICE 2D THY, 268 1 (42%) 1T HIHZE DOFiEhE
L2260 THY, 741 (11%) (TEEHM S BREOWMAIZLD D TH T,

PSA TH®D 50%MK T 235 HERE S 472 D1, enzalutamide #£ T 54.0%, 77 2 HREET 1.5%TH Y, 90%
{X T3 enzalutamide £ C 24.8%, 77 2 REET 0.9%TH -7 (P<0.0001), PSA i EFH-F CoOHIM
DO YL IE, enzalutamide B CT83 4 A, 77 v AREET3.0 4 H T - 7= (HR=0.248, 95% CI: [0.204,
0.303] ; P<0.0001),

O E B ESIEHL £ COMM O T RAEIL, enzalutamide BET 16.7 B H, 77 wHREET13.3
71 A Céh-o7= (HR=0.688, 95% CI : [0.566, 0.835] ; P<0.0001), ‘EBIEHEZOERIT, BT
D R SUIAMVEE R, Edr, FHEE, & L < ITBRIREO O OHTUESRIE DA T
& UTo, RFENTICIT 448 RO BB RSN G T, 2D 95 277 1F (62%) 1XH ~D HHRIRIE,
95 11 (21%) (TFHEEE, 47 1 (10%) 13HEVESr, 36 1F (8%) (XHIWIAIRD 7o DOHUEEHR
BT, T 2%) 1TEFOHNEFiiTh o7,

, enzalutamide
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Abiraterone acetate ¢ 5-FE D & 5 &2 1T 5 enzalutamide DF ZIPEIIREH L TV 720,

/NRAEH

RPN =35 T, BISZ RS O 2 B U C/RNRER O F- T O 5 TP enzalutamide D
BRI DI FBE 2T X CRR LT UNE~OME BT B2 1FHRICOWTIXE 4.2 THS M),

52 EWEBRFMRFE

Enzalutamide XK ~DEHEENME, AAITIE, ALK FRmiEERIO D 7Y e 7Fa A L~
suAd—n7 &Y FIZXY enzalutamide DIEEMEZ & O TV %, FEERIKABR TIE, enzalutamide
hTVahhrdug v rsad—Nr k] NIERI 7256 1C enzalutamide ORI HEIN L
7

TS R BB R OV R BB PERE SRS 2 x5 & L C enzalutamide D3 ENRE A frEt L7z, A&
enzalutamide % B[EI#E O 4 G- L7256, FEREICERG () 1%, 5.8 B (GEPH : 28~102 H) T
HY, K1 HATEFRIREIZETST S, 1 A 1EREORSIZLY, enzalutamide OERIRITH A5
REDK) 83 5 CTh D, MAEHIRED HNEB)I/ NS (B¥—2- 1T 7t 1.25), Enzalutamide 133
Wi TR S AU TIE L, enzalutamide & [RI%DOTEMEZ A L, enzalutamide & [RIF2EE O i e
FE 2 R E R A ER S D,

I

BEIZHWT, enzalutamide [T 5% 1~2 Refl] TR MR (Cray) KT D, B Fv X
NT o ARERDN G, enzalutamide D% ML 84.2%LL E EHEE X415, Enzalutamide (34EH b
TV AR—H —Td 5 P-gp° BCRP DIE TlEI7evy, EFIKAE T, enzalutamide & OV DG
R D) Cog 1Z, FIVERL 16.6 pg/mL [EEREL (CV) 23%] KTV 12.7 pg/mL (30%CV)
Th b,

R enzalutamide DOWRILEIZHRRAIC BB R Z M T S 720, BRRFBRIZ I T, XTANDI
FEFICERR R ST,
paKiil

BFITIBT D HLEIR M #2 5% O enzalutamide O RN OAAEFE (V/F) OFHfEIZ, 1101

(29%CV) T® %, Enzalutamide DAARFEIL, HWHNMHRKIEL Y KEWZ LD, enzalutamide
DIRFIRMAE SN AN REZ D, (T olEE AW BRICE Y, enzalutamide & {EMEEHIE
MEMKBEM 2 @il 3% 2 & DRSS TV D,

Enzalutamide O MAEEE A5G 31T 97~98% (FHEAREEGERBITT V7 I V), &R O miE
EAMERIE 5% TH D,
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SN EERRRF

K

Enzalutamide |ZE 2B K VW {ERT D, & MIFEFRICIE, 2 DOFEREEY, N-ULA T VIR
KOOI VR ERIRFED 5D, Enzalutamide 13, CYP2CS I X W RIS, T L benn
CYP3A4/5 THRFI SN D (F4STHSMH), 2N OOBERITONT N HISHEREY O AR5
%o

AR FH 251 F T, enzalutamide X CYP3A4 D5 1) 72355 475> CYP2CY J O CYP2C19 D+
LEREOFEAITHY, CYP2C8 IZxf L CIFMRRMNICHE R B AL KT S 720y (4.5 HBM]),

HEjtik
HEIZBIT 5 enzalutamide O /WLNT OO 27 V7 Z A (CL/F) DOHIEIL 0.520~0.564 L/h
Th D,

C 1% enzalutamide % HLEIRE N4 5 L7354, MUREED 84.6% 3% 54 77 B H % TITEL &
o, 71.0% (NEMAREWHE, enzalutamide & OVEMEAGH 1T E) 1TIRFICEIR S, 13.6%
(B 5B D 0.39%IZAKZALIRD enzalutamide) (FHEFIZRIN SN D,

Invitro 7 — % )25, enzalutamide IX OATP1B1, OATP1B3, XI% OCT1 ®IE TlL/nW 2 & 23R
SNTW5H,

Invitro 7—% >0, enzalutamide & OV O EER ML, K EBEZROHDEETLLTDO T
VAR—H—ZHE LRV EDURENTUVS  OATPIBI, OATPIB3, OCT2, (I OATI,

HRIAE

40~160 mg O FHEFIFH TIX, HELFIMENS O KR 2@BITERD v, Hx OBFICBIT
2% E IR AE T T enzalutamide X ONETEREHYI O Con 1%, 1 FEBZ D2 EMHEG T H —EITRTZ
NizZ &0, ERIRIERER O EKYBRE O RFRIFIEEN R ST,

it

R i e e
AR RERE R A %8 & L 7= enzalutamide O IEZRRBRIZE T LTV, MEZ LT F =
23 177 pmol/L (2 mg/dL) #A D BF ILHEIRRER D ORI Sz, RHEMSEMEIREMITIC Lk, 7
LT F=227 V77 A (CrCL) REMA 30 mL/min PL_E (Cockeroft-Gault X 0 #E7E) D
I EMREIIAETH D, HEBHREREERE (CrCL<30 mL/min) LARBIBREBHE 2515 &
9% enzalutamide DFRBRIIEH I N TEH T, ZO LI RBREFCRETIHIHEAITFEENLETD
%, Enzalutamide 7* R L7 A1 SR 05 ANE ST I L 0 KRIEIZERE S D ATeerE
vy,

IR fE e

R—R T A VR TR RERE T (6 1) UTH LT REREE (8 ) AT HHERE (£
Z%U Child-Pugh 7 7 2 A k' B) K ONER Z2HHEGRE A A 5 xt IRgRE 14 fla x5 & LT,
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enzalutamide DI ENHE 2 fr 5 L 7=, Enzalutamide 160 mg O Hi[al#% 1 $¢ 514, enzalutamide @ AUC
o Conax 1, (RS FRAEBRAE & Lol U C, B OIFREREREE 2 4 DB Tt hTh 5% K
U 24% E5- U, THEEOITHERERETE 2 /9 2 R Tl AUC 13 29%H M1 L, Chax 13 1I%IE T L
7z, FEREE enzalutamide & FEREERUEMEHY DIRFID AUC T Copax 1%, fEEEX R &
el UC, B OFHSRERE 2 A T DR E TIXE NN 14% KL DN 19% EH- L, RO IFHEHEE
P A2 AT 5EHE TIXAUC 1T 4% L, Con T 17%IK F L2, LU D, Z OSSR
SRR ERE O B TIIMEHEREZ RT XT A —% (TAT Iy, 7a bhar B rEE) oK TR
DTN B LN TT, MO EEITEREREEE CIIREN N LY b RELS 2D
REMEZ PEBR T X 220,

NR—2 T A R EFERFREREREE (Child-Pugh C) 2338 b7 BB IXIERRBR ) bR LTz,

~

i
MR CIIRFEDOBRE (392%) BNHATH 72728, enzalutamide O FWEhREIZ 4 A AFl
DI OWNTHim A B Z LT TERYY,

It

iy

5 D
RHEEFM B ENREMANT IR T, FEnlC X 5 enzalutamide D IEYENHE~DERIRAIZEHRD H 55
G RSV aWADIREY el

53 FERERZREMT—Z

Enzalutamide O ZEFEFEFERBIIIT O TRV, 7 b @HEEE 26 M) KO X (4
W E 13 2 W KEREFHEMRER T, EHERICEB VT enzalutamide O FRHE/ER 2 KD
< FEfE, BERSIR R, ROMBER BERAFRO b, 7y b (4 & 26 BHH) LU
X (4 E 13 8H) & MO KERSEERBR T, enzalutamide |2 B9 2 g DL L &
LT, BINAR ERER EIRDOZENG &2 F O e EE O 23580 b vz, AJlesDZ OO b s L
T, 7 v FTIETERAKDIER MBI ONEGEEDFENE, A X TIIREERIZRT 28R & O
BEMENRA NI, T v FOFHMOEAITHEZE (METITZEME, TV NERERK) 23580 b,
MENREIZ 31T D ESgs DAL, enzalutamide OIEFRIER 2 H-S X, 8 B DRIE % IZ5E4
WCOUTE RIS Lz, W oEEIZEB W T, ITlEE & o s B I RIFEE A T
I BEAH AR AV IC HEL R B ITRR D e o Tz,

Enzalutamide %, #EEZ HW 2 1@IFZERE AR (Ames iBR) (TR W TERFMH L REST,
7 A Y 7 =~ E AW invitro 38R, ST invivo ~ U Z/MZEABRO W RUIZ W T 3L
BRI FHRMEZ R S 72 - 72, Enzalutamide D723 AJFIE %2 RHIT 3 5 72 O O K O @ik 1352
i AL TUNRYY, Enzalutamide (X in vitro CHRFEMEEZ RS 2o 72,
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6 HHIEET SIER

6.1 HNY—=

T2 VNEY
VT v rsad— 8 7YY R
TFe Rexv 7 =Y—/ (E320)
UT7FNE KXy by (E321)

V%)

vIF

VIVE R—Ib s VLB X IRIE
7Yk
fig{bF %> (E171)

FEHK

FITHA 7
HEeesk (E172)
RYEHRY =)L 7 X LR

6.2 EEEEE

AR,

6.3 AxHARME
24

6.4 BErELEDEE
Rl 72 52 E L7,

6.5 BHROUKBERUVAR

VI RN TFENL2 I EAANY DRV =L,/ R 7aua N 7LrtuexFLy,/ TIiL
STV AL =L KM LT+ by MNP R, 1ATICU+ by MUNMTR 4D (Y7 B
7' T E/V) AD,
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66 RELORFIGIE
ARM L SATFEFDL, FEOEMIHE > THRET L 2 L&,

7 EEATRAZIRGE
Astellas Pharma Europe B.V.
Sylviusweg 62
2333 BE Leiden
The Netherlands

8 EXRMRARES

9 #EARBAZEHAE

10 AXHETH

REFHTICEET A EEME R, BRINEZELTO Y = 79 A  http://www.ema.europa.cu C[& 7]
HETH D,
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MDV3100

1.7 REREM&E—E
FIRH 92 340 R CBUHEEN THEH & T 2 [RfEFE ) 2 % 1.7-1 1077,

i T AT 5 A

1.7
EERMA—ER



MDV3100

= 1.7-1

REEERRUREENTHEAS A TLZRERNR—%

1.7
EERMA—E

ran<y ) VR ATV

— R4 T T2 NH I K (Enzalutamide) L% 3 K (Bicalutamide) 7N % I F (Flutamide) .
(Chlormadinone Acetate)
Wiss s, A0 ALV H TRV 40mg YT w7 AEE 80mg 5 A L 8E 125mg 7a AL —)VEE 25
= H YT v 7 A OD §E 80mg 7'v A K —/)L L §E 50mg
P T AT T AR A T A N TR IS4 EEN (-7 S ez T ﬁig@%&ﬁ%ﬁ/ﬁaﬁﬁl¥%
=
1993 H 128 (YT vz A8 (IH | 1994410 A 5 B (XA 88 (BIRSE | 197947 H 9 B (RINRIERAE o
WR7E44)) 4)) R K — LEE 25)
200642 H20H (1 V7 v 7 ZA5ESOmg) | 2008 4E3 A 13 H (A& A 88 125mg) | 1983455 B 27 H (RiSifiys 7 m A X —
R H 20134E8 15 A (WY 7 v 27 A OD §E JVEE 25)
" 80mg) 1990 45 6 A 29 A (m 2% — /L LEE (A
WR5e44))
200046 H 19 A (FuAZ—/L LEE
50mg)
FHHRAEAHE 20084E10 H 3 H HEAEHH 20084E 12 H 19 H HEAFEAA
198945 1 A 4 B (RiNifips 7 m 24—
JUEE 25)
FEHmeEH A 199843 H 12 A (FaAxA¥—/L L
HEAFAH 50mg)
7 A K —)VEE 25 ORFISLARIEKAEIZ D
WTUE, PR BE LART O KGR D 72 D
A EZIT TR,
JHHI X5y BISE, L5 A E SR, BISR, A5 A S, AL T5 4 A P S
F
o F Py HC O o F r
HiC s CN FOSO;—CH;—‘é—ICI—NO—CN F
" N)LN ‘IJH '!' o NO2
(LA S HscHo - ﬁ)J\
CH,3 N
H
CHs




MDV3100

1.7
RIiERM A —E&

— kAR

T YN H I K (Enzalutamide)

vl 4 2 K (Bicalutamide)

74 3 K (Flutamide)

suan<y ) UEERT ATV
(Chlormadinone Acetate)

A - 5

el

BRI
(1 B 7 h)

T UYL F I KN 40mg

WRFE4

#E 80mg

OD #E 80mg

i W 7L HF

By .
R
(188
)

EhH IR
80mg

EhH IR
80mg

FiR

HED T ()L
ba— b EE

Hfa~EE A
B FEE

ARG -

AR

74 XK 125mg

R IO FREE

Ta AH—)L
HE 25

Ta AL —)L
L #& 50mg

18 AR
ran<y)
CERBETE AT
/b 25mg

1 5 BR
ran<y)
CERBETE AT
/L 50mg

o R

TNV ba—
T A TR

o

EERPUVE AT e

=
<
Z
H

=
<
==
=
Y

AT RIERSE (a2 & — Vg 25,
7 A X — L L &E 50mg)

RIS (7 1 A 2 — ) LEE 25)
72720, 50O H 2 LR E G 3 L
T, MRIEIC X DIREO REERIG A
AT 5.

ik - &

W, A= FALZI RELT
160mg % 1 H 1 EROLET 5,

WE. RAZIEEIALZ I FELTLHE
80mg & 1 H 1 [fl, OHEET 5,

WEBEANCIZZAZI RELTLE
125mg (A1 88) % 1 A 3[E, B#&IC
BOfET 25, ek, ERICE Y EEHE
BT 5,

1. BIILARAEXSE

O7OoR4—ILEE 25
suan<y ) BT AT LVE LT, |
0] 25mg (1 88) % 1 H 2 [ER&%ZICKRD
B545.

O7oRx%4—/)LL & 50mg

EE, EANCIZZ e~ Y ) UEE T A
FToALLT1ES0mg (158 %#1H1
FIREEROZEET 5.

2. BISLRRE

O7OR%—)LEE 25
suan<y ) BT AT LVE LT, |
[l S0mg (2 §&) % 1 H 2 ER%ZICKRD
BE53 5. 7ok, FERIC X0 BT
5.

S
of

(1) BUERFREOEERIFHEEIZL D
BN RE SN TWDEDOT, EHAY
(D &b 1 AT 1A IZHFEERERR




MDV3100 1.7
EifERE—Ex
— 4R TN H IR (Enzalutamide) v A4 I K (Bicalutamide) 74 I K (Flutamide) 7 ﬁ/V‘?‘//'/ﬁ’EMIXTﬂ/
(Chlormadinone Acetate)
BEITO 72 &, BEDIRELZ I BE
THZ L,
(2) AST (GOT). ALT (GPT). LDH,
Al-P, v-GTP, B UL E LD EH%ED R
HARO NG EIITREETIE L,
WE) B EITH Z L,
(3) RIEH & L CIFEEN AT 55
ERHDH Lo UOEEIZHHA
T5HEEBIT, BERAR, Bl - MEr,
EHERRE, B, BB, WEERH D
PREEEIIE, AFRORM 2L,
EHIZZRTHL)BEEEETHZ
L,
(ROEBFICIFEELEWNI L) (ROBHFICIEEE LGN L) (ROBFEICIFEELEWNI L) (ROBHFEICIEEE LGN L)
AHND B3 (e L isoE o BEAERE D & 1. AFID RS 5 Ui ioE o BEAEFE D () WEEDOH HBE [EELMIEE | BEERIES - THEROH L EBE [
% BE boEE IZELDBENRH D, ] HEZMETT L Cas 0 s~ A 238800
2. /NR IARKOFBEIERIZESE, & (2) AFNZHT 2BUEOEEDH | 775720, IERVPEET L2203 5. ]
TR E O IER I E I E% L BE
®E FIFTENR B D, Eo. RIEOEFEMR
B (Z v ) icBnWT, MitET v T+
HONEGEMEPIEDO N TS, ]
3. ik [RFEOBFHRR (T M) (I
BT, T2 OREEMEZA R O
DAL A HE ST D, ]
<BhBE-MBICBEHET AHERALDFE> | <Mie-DRICEETHERALOEE> | 1. EERES ROBFICTERICES | 1. EERES RoBFITITER KRS
1. ARFN DAL REEARTERE O FiT LR 1. AFNZ L DIRFE, RIBEETIX THIL) T5HZE)
2B DB VLML L RN EIZHEE L, ARG 12 8% (1) SEPREUEOBEERE D & 5 B (1) DMEER, BRBIZOBEFERED
TR, EYEGHRBEODE L LT, K () IALT77 Y oEEROBRE  [12. | HHEE
2. TERIRAGHE) DEONEEZRML PallEac ANVl I P S as RVAEHIE /AT S AoV o) HHAEAEH ) OS] [ FU 7 ARKEOIEIZ LY, Zh
W O AHN DA R e OV ek &+ o B WA B D WITIRBOEITHZR DOFEIRNEEST L ENH 5. ]
- it U7= BTl BE ORINE(TH 2 O OHNTHEEITE, PITRIESE MO 2. tBE{EH (2) BRI B

E,

<P -BEICHETIERLOIE>
[ SRR U BB & BRI L7 |

WY RNEZEET D &,

2. AFIBREIZLY . LEEOE D
AR LEEN LB Z DN DRIER D3
BLIESGEE, R EORRMELS
B b, BTG U, RIS

BREE BEHICET D2 &)
LT 7 U [Ty U robilEE
2T 2 L ORENRD 5, ]

3. ElERA

[(MPEEDIETRHEDLND Z ENH
5. ]

2. ERRGEANIE
(1) BIAERT % O L IE 72 ITFERERE 5 12

4




MDV3100 1.7
FRERMm—ER
, \ L~V ) BT AT L
— A% TR T YN H I K (Enzalutamide) BN 2 R (Bicalutamide) 74 2 K (Flutamide) s RN T ) SHERTEAT)

(Chlormadinone Acetate)

W DA RN R OV VRIS L
TR,

HOTRIRILE R E DIGIRIBICER 25 2
L

1. BEELS (ROBFICIXEEICES
T5IE)

(1) TADPAZEOFRSHIRE I
ORI O S 5 BE EERBIELEZ
TEENEDH B, ]

(2) EEIEELE - LT WEE (KN
B, MAEFEOAPEXIT I 6 OREE
D5 5 BE, BERIFEOMBEALIKT S
B 5 HAN 2 G b o BES) [REIEE
EEETABENR DD, (FHE/ER)
DIEZR) ]

(3) EEOITHEREDH L EE [K
FNEAFI R E 21T D720, Mg
ERERATIBZENRD D, ]

2. EEREARNGEE

(1) AANIADWFERITHY . DA
%9 2 I OV T4y 7 g0
W RERAFOEMO L & T AANC X
DR EY) &M S B BEIZ DN
TOHMERATHZ L,

Q) ERBEIERHOLDLNDZ ENH D
DT, AAE GO BEITIZEBHEOE
BRI 2 P O B 2 B E T 2 BRICIT
TESE5Z L,

3. tBE%ER

ARFNTE L UM EHIIESE CYP2CS
TR, F7o. AKX CYP3A4,
CYP2C9. CYP2C19. CYP2B6*, UDP-
7N a ClpiEBEES (UGT) ¥R VP
BEEA (P-gp) MiTxt L CHEMEM &R
L. P-gp™, JLEMIMEESD (BCRP) *,

<RiE-REICHAETLSFERLEDFE>
(OD $ED#)
AFNTOMENTREET 228, DFED
FENORIN END Z L ixlen
¥ MR IR T AATe Z & (15
A EoE] oEBMR)

1. BEERES (ROBFICITEEICERS
IT5H5I¢E)

FiEE O H 5 B [ARANTIFE CIZIXs:E
EITRHEZ T D720, EHEARBER O I
FIRENE L 2D AREMER S 5, ]

2. EELEKRNEE

(1) AEOBEERBRICB T, AAIE
BB CAKI L OREMENSE T A
Mo T2 RISLARE LA O FE T B3 S &
T3, DO Bk - fAERARIERIC
LA TIFI% R THY, ZEDERIE
BRI, DARFEZE, MM EREEZ% T
Holre T OIEDRIRRER THE S
izl - TEER AR RIS K AR T RIT,
KTROEBRE (16% AR L viIKk<,
ElE T RICTH SN D ROH
FANTH 708, AR Z BT 2561
B EITV, EEICRS T2
L,

(2) BANIANSWEIEAITHY . DA
(63 2 SEPRIE IS DN T4y e dn
i BB A EOEMO L & T, AANC X
DIRIE A EY) &I S BRI oW
TOREHTLZ &,

FRIE 6,393 1 (KERIRF 201 fil, k%
A 6,192 B1) (21T B EIEH & OMER
FRAE R E ORBIZERIT 29.0% TH Y | £
72 b OITEMAAFE 2.9% ., BRI

2.0%. THI1.7%. Fl - R 1.1%.

AST (GOT) k5 132%. ALT (GPT)
5 13.2%. y-GTP 15 59%. LDH L
H3.8%., Al-P E5 3.1%., ZRinEkpE
1.8%., ~EZ7 B EAMEET 1.5%, ~~
c7 Uy MEET 1.5%7%2ETHoT=,

(P3RS THE)

(1) EXGEMERA

) EELGFEE (05%) : BUEAF£5%
DOEERNFES (WIHPER « KRR,
L - Mg, BRI, BRE. B,
HES) BNhobhd I ENHDHDT,
EHR (Dl b 1 v A 1IED) ITHF
HRERR A 21T 9 72 EBFE OREE +5
WZBIET 52 L, RERBDONTHE
WZiFE S 2k L, @Y @Ela21TH =
E,

2) RIEMRL (0.1%K5H)  JE, %
Wk, DEOR IR EE B X AR, AR
S S MEMEIRR N H Hbhd =
ERHDHOT, BEE STV, B
NRBD LN HEITTEEEZFIE L, B
BB ARNVE R OB EOEY) 7
BETHIZ L,

3) DAE. DHEE BEEARH) LR
2. DHEERLLDLNDEZ ENHDHD
T, BEZ2+7ITV, BELSROLN
AR, BEERIET A7 i)
WEEITH Z &,

(2) Z0toEIER

LA EHPRHREINTNDDOT, 5
B3I A ETIIdb < Eb 1A
1[El, Ll d ERRICHISRERE 2
1792 ¢&.

(2) BISTARAERE (B 2 5413k
DRIZEETDHZ L.

1) AFNZ X B ENLERIRRIEIC ) 518
RIL, BIBERIETIIRWI LIC”EEL,
AEIB G L 0 MR T 2B B3 BE o0
TeWEEIZIE, FITRESE M OEY) el
EBEEETLHZ L.

2) B 5 HMIT 16 M ZAENEL L, W%
THNENESNRWEA I, LIEE
REBHFEE LN &,

3) AT UVIRTERS bW E,
R EOGREEEBED b, LEIZST
NI DIRIE~DERE Z#1TH Z &

3. Bl{ER
7a A S —)VEE 25 I AH—)LL
HE 50mg
TR R ORI O | 7K ERE R O AR
R R IR | %o R
T, AZIRIERAETT | wICBIT DA
1% 6,809 il 154 1 | ES 3,607 Bl

(2.3%) OFEIERD
wiEEn, Ehbto
IIART VKT
(1.1%), LB R
(0.4%), JThig - N
RMEE (02%) %T
Hotz. F£i1z, HIM
M T 996 il 84
Bl (8.4%) DEIVEH
NHEEN, Eieb
DIF LR L
(3.0%), Afhig - AHAE
FIEE (1.5%), 7#IE

199 il (5.52%)
DRIVER (BRI
EHRE 25T
NEIN. %
DEREDIFA
VIRT R (e
EETe)
(2.33%), PEBK
PR (0.69%),
2 (047%) %
Thol- (HEE
TR




MDV3100

1.7
RIiERM A —E&

— kAR

T YN H I K (Enzalutamide)

vl 4 2 K (Bicalutamide)

74 3 K (Flutamide)

suan<y ) UEERT ATV
(Chlormadinone Acetate)

EEDT A v T U AR—Z—1
(OCT1) *ROEHT =4 F TR
RA—%—3 (0AT3) *izxt L CRLEMER
PR LT X invitro T —4#), AFIOWH
J PRI E W) (47~84 H), #
ERTHOBRMERE O N T v AKR—
A —DFE D D VITBLENE 9 5 7]
RN H B,

HRIE BRISEET S L)

JeHI4 BRERIEK - E | W7 - faRIN
ik
JEAE A KR IENE AR AR Rz
D HfE A I LBEN b OFEANFTN
KFaw BdHD, Fhb A
2% HeH 1ED B A AR
T )F TEE5,
TR
FUREHIR
%
=% = 9/3
OWU B %
EIPRSE
=a—%
VA=
P
%
CYP2C8FH | A7 471 I DOIEA
Al DRV N X CYP2C8 %
LT 4 fEL7zE &, | BET L0,
PA=% AF|DARZEA Az kAR
(EAE R ETEHERE | AlORH2E
&R W (N-iAF v | FESh, ffEd
% ) DEFo TREEDS LA
AUCInf [3H | 2 ATREMED &
Behmg & b %o
217 i b5
L7z,
AR O D
WiRT 5 k%
NR3&dH 50T,
73

3. HHE/R

AFNE, F & UTHICHEESE CYP3A4

ZHET D,

HREE BRICSEET S L)

1%24 1

1%

il

AST (GOT) k5,
ALT (GPT) k5,
y-GTP |- 5-. LDH
5 AP S5

| R ¥ = X

LT

H7 VIR

DR, AR
AR, T

NN
AP, 18

Al

A i BRI i/

S 4 BRATER - F i | M - fE RN 7

Tk
7= VaSINE 3 in vitro U5k T
SRAUEEM. e A D 1EH B A AL
3 ZHRT 28 IZBNT UL
INT TNRHD, 7 | Ty YL
U =S N = Wi 2 & DO

R ] 2 ERBD,

5. Xix, be

VRT AN

Fhid D7 L.

1 iR [ e

7055 H 1l AR

ZA4rTATV

DO EEERED

EENCEE L,

BEDRES

BRLANS

RIS T

HZ L,
% M7 53R AFAE. in vitro
NN DAEF % B0 RBRT LT

THBEAN & I RO

bb, ZRHE LIz,

B U AHEAEA

BT 5

JEBIE R0,
FTE AR FXA kB A AANE, in vitro
oA kL VT 7 ® R TT ¥ A
77 {FH % S g5 [N=P A V%

LHBENRD 7 7 O

b, AL, fHAE | ZFFE L,

ERICET %

HWESE B 72

U,
Esiie FIZ CYP3A4 AFNZ, in vitro
CYP3A4 2 ko TR RERT
I2k»T RY ALY T7/10p) CYP3A4 T &
@S | EHzE®T | 27 NRT
RE 7 LBTNNH v 6p-/KRIE
lZant 5o i ST 1 2 BE.

H

(=3 JvrF=rvk
5. BUN -5,
PREE A Btk

HEV, S5O
R ERIACKEPAN
CIEVC N TA Y A )
R, ARHR, JREL
PROTIN: -NIN7S
BEL AR EEUE

B fRIE

Z DAL, FIE, 28
T, RIS,
MR L5 RO
[N IR S
L%

4 BEE~DEKRS
AFNOEERREBRLRE D | il & Hm
EICB W TRTEH OREBR R KL OZ D
BEIZENZLILTHARY, LML, K
AL LT TSN TRY . &
i CIIIFHERE S O AR FRERREAME T L
TS Z L NE < @I iR EE A e
THBENRHDHDOT, ARICHELT
BEORBEBRE L2 GIHEICRYS
THZE&,

5. BALMDIE
FRKNZZ AT : PTP @2 O FEAIL PTP o —

(13%) FHEThoTz
(FIRAIE THE) .

(1) EXGEMER
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B : AFKZRIMCERET D BT ST,

8. WALMIE
RIS - PTP A LE DAL PTP > — F bWV H LT
RAT2 L 2ET 2L, [PTP ¥ — FOMMIC LY BV
A RERE A~ U, TR FL & 2 U CHERR IR 2%
LEOEEREIHEZ IR Z L AME STV, ]

a) RZALMAIT AUCInf, N- i 2 F/L1K1T AUC,,
CEEIME =R 2=, Tmax (3 ST (FEpH) )

/mL
(p1gom ) ® 80mg
0 160mg
¢ 240mg
e (Ti9fE = BEED)
Z s
4
“
i
® jiiﬂﬁ
0 24 48 72 96 120 144 168(h)
Frfl
HEHRE#OTEHMBFHRREAKREER
® 80mg
0 160mg
(pg/mL) 0 240mg
1.5 (FHiE = BERE)

RRFESF S W w F-Z BHE

0 24 48 72 96 120 144 168(h)
B

B[R 5 %0 HmEREEREY V- B A FILEK) BE#ERS
() AFIOARB SN HIE- HEIX, 160mg 2 1 H 1 [F#5TH 5D,

2) KA G-
FEARPUE R B IS ARAK] 160mg 22 1 A 1 AR
A5 LTz & & ORI ONE R (V- i 2 T 1
) OMAEFRE L, ZNENM 1 AR 2 B HTE

4



HORREICE LT, KERG-85 A B OEYEHRE ST X —

HIFLUTOEBY THDH, EERIREICI WD T IRERH

By (N- il A F-AR) D T 7 BT RZALAR & FFLE T

Bo T, REACHE K OVEPEEHY (N- B A FU4K) D v —

7/ N7 7 (PTR) I, EAE4 1.26 LTV 1.07 TH Y | i

FERE O H AN/ NS o T,

REZSHORELARTEERSEY N- B A FILE O

EMEPEE/INS A —4

Bl Cmax Tmax AUC,,, Coy” PTR?
| (pg/mL) (b) (ng - WmL)| (ug/mL)
1.00
UN + + + +
REAGHR | 25]145 + 2.9 (0,00 ~ 22.99)| 296 %55 |12 £ 21126 £ 0.17
N-TE A F v N 0.00 + 4 5
ik 25139 £ 26 ) o9 ~ 29.97)| 293 + 48 129 223|107 £ 007
a) n=21 CEEIfE A EfRZE . Tmax (X Jufi (FEDH) )

() fiFtsterEERE O (AEAT — )
AAI 160 mg & HLMAIFE Q5 LTz & & iR ATRERE R E
(Child-Pugh A, 6 f5Il) CTl3MERER AT (6 i) & et LT,
R EIEVERE Y (N- il A T V1K) DA 7D AUCinf
1L 13% /& <. Cmax % 23% 2> > T2, %5 1 BE
=2 2% (Child-Pugh B, 8 i) T fdt B sk A 5 1L (8 f) & kb
2 U CLRZLIR & IS TEREH (V- i A FU14K) DA FHo
AUCinf 1% 18% & < . Cmax X 11% &> 7=,

(3) B ERE "UNEAT — %)
fdt e Al A B E (59 f51]) KON BAHE B AT 7 Mg 7B 5 (873
B) Z b5 & U 7= REAE A SR B REARAT oD il 5 188 I R P e
P55 B3 (60 < Cer<90 mL/min, 332 f3i) K OV 25 FE Rl
[ 22 B (30 < Cer<60 mL/min, 88 ) D ARZEALIED 7 U
7 7 > A (CL/F) O Hr JefE I, & 6E 1E 7 3 (Cer > 90 mL/
min, 512 f) & i L TENEI 095 (5 K TN 091 15 & H#E
TE STz, 728, BEEERE E S ARK O SR B AR R AFE T
B G 5 72 O OEEARRBRIE I LT,

1.8
AMIXE ()

(N= i A F AR 1T 54 5 ~ 9 B Tl M b EE |2 22
L. 26 ORI OERITIERTH - 7o ARANOHHIE
T2 CYP2CS 78, £ 72 —#8 CYP3A4/5 3BH5- L, & b IiEt
R (N- i A FUIR) 2T 5 2 &R &Nz,

5. BtV GME AT — )

fEHER A B 6 L 1C TR L 7o AK & BRI D5 L
fo & & FRBUTRE L L CTHREED 71.0% AR ISt S 7z,
PREICHEM ST O BRIZ IS LR VRIETH Y RE
{BAR R ONE PR (N- i A F/UAK) DR TR T 0.42%
UFTholz, EPITHED 13.6% P S v, RELIE
K ONEPEARH (V- i A T VIR) O3 PP R TR0 %
LI 0.39% KT 0.98% T ol

(B K B #&)
. ENEGERRAE ¢

ENE T/ TR O Phase 2 73— M IZBWT, R4 F
BRI IE &3 2 BSRGUE R IE B A RS R
) 160mg/ H % 38 FllCH A5 Uiz, FEFIEHE TH D
Day85 £ CO g2 Wr EDZEhEIA 13 5.3% (2/38 i, 90%
fEHEXM 1 0.9% ~ 15.7%) T&H 0 . 90% {548 X [4] > T BRI
IR EI A (5%) % FlEl > Tz, PSA FBEEIA (B
KAR FEEIZ PSA IR NR—RA T A4 D5 50% LLEIE R L=
BEOEIA) 1% 28.9% (11/38 f5l, 90% 17 #H X R @ 17.2% ~
43.3%) Th -7z,

2. EYVERERALAE

MEANBIHRBRIC IS T, ey S WRREE2 T 25
BARGUERT IS B E ™ 2RI, 7T B NG & xR
L LT AHAI 160mg/ H % 800 Bl H &5 L=, 72F. Wi
TIBR SR 2 S5HE L TV R WEREIZIE, GnRH 7 =& K/
T A A=A MK DEBIRIEOIH 20 E Lz,

FEFME H C o DLW (0S) O H T (B EEA -~
VRETHD 650 4 X DY B 520 AN RAREAEL
ToIRE ) OFER P RBEIL . AFIBET 184 I H ., 7 7 AR

D BFEOFEYGNEANT—H)
FRERE Rl N B4 (60 1)) 12 A 160mg & B EX O LTz &
= ZEMEIRFBE S (30 ) I lb Bk e G (EIE £, 30 f1)
TILRELIR D AUCInf 1 X [RIFLEE T - 72/ Cmax 1£0.70
fECTHY . Tmax O RAEITK 1 BEFRLED - 72, THPEIGH
By (N- it A F /LK) @ AUCinf } OF Cmax (%, Z 1L Z 1 8%
KO 6% @<, Tmax O FRAEITFEFEE CTH -T2,

EERRUVBRIXEFORELARTEERHY
(N- B A F LK) DEMBNRE/ RS A —4

TI3.6 WA TH Y AFIWED OS 1377 BARRE L g L C
AEICIERE L7z (N — FE0.631, 95% 15 #HIX [ : 0.529-
0.752, p fEE< 0.0001,ERIv 7 Z > 7 /e .
) SR SOINBN BB E 20, ReZ e e Gtk a1 -
T OBRBET(FERDO I 2D I B 1 2L EIZYTEESL) b o
e
< 1 AR LRI CHIE Sz 3 [\ILLEO PSA EFEED S, A
7Y —= 7 WD PSA 7 2ug/L 2ng/mL) UL _E
+ RECIST (ver. 1.1) TEZE S 5 HGHHARF A DR St T
BV YT T T T 4 —T2 Ol EOFHRE AN L

Cmax Tmax AUCinf )
(ng/mL) (h) (ng - h/mL) (h) .
KA 100%
L | 525+ 1.06 1.02 292 + 88 | 94.3 + 30.0
ZEREIRFE (20%)  [(0.75~3.07)  (30%) (32%)
0 3.74 = 1.15 2.00 285+ 73 | 87.4 + 247 80%
REES (31%)  |(0.50 ~ 6.00)|  (26%) (28%)
N- it A F AR 2
. 0.791 = 0.226 144 389 90 | 206 + 43 *
ki (29%) (48.1~312)|  (23%) (21%) ® 60%
0 0.824 + 0.168 144 425+ 119 | 197 =50
BRET " 00 | @s.0~312)|  (28%) (25%) =
P (R i (4 B 40%{ __ IVHLHAIFE (n=800)  h
(‘fi’ﬂ[_ FEYEMR 7%, Tmax 1 -H 8 GRaPH) ) N R 164 58 ]
2. B P GHEA T~ 20) * TSk (n=399)
TERERR A Bk 6 Bl C R L7 AKI A BER G LT & hdfE 136 H A
X RO L 84.2% NN END LEZ BT, 20% NH— KLt =063
3. ot 0" 95% {EHRR (0.53, 0.75)
LBRPUE TR B 2B B REARD BT D43 Aii P <0.0001
FAEDOVHIEIL 1I0L Th oz UMEANT — ), AFIO 1 0%
EAEARILI7% ~98% T, EEAEAETT VT I v . . 0 3 6 9 12 15 18 21 24
Thot, R TH D DR LB OTEMEIHY (V- VAIRE wom A
v ) TR S O 0 5% IVHILA IR 800 775 701 627 400 211 72 7 0
i A FUAR) O MR AR AR IT T 98% KON 95%
T o 7= (in vitro 3E5R) . P AL 399 376 317 263 167 81 33 3 0

4 ﬁ%&# 1)6)8)9)12)13)
b M ISEF O B IT, VR L ER IR S ONEPERE Y (V-
i A FAR) T o T, EHEREH (V- A T UR) 1, in
vitro REFIZ B W CRZEIR L [FREOEKBIER 2 H T 5
T EWIREN T, REFHER A BYEICAFH 160mg % HilE R O 1. VEFA%E O
B LI & & VR RT3 ~ 7 A IEPERGEY AFNE. T > R a s 2R EAR) ¥ 7 UEEERChH

BN EMHERRICES T2 25T O Kaplan-Meier BifR

[ % % =]



Do AR~DT v K7 v o 2 EamiciE L, £,
AR DEHNBAT K N AR & DNA _FO#E B K T 458k & o
A EET D,
2. ESER" Y

AFNE. invitro \IZB VT, b NSRS AIIARE 2% L, AR
RAFPEDO B TR AE LR OBIEZIH 45 & &b
WO HBRBE 2 55 U7-, £7-. b BTN B Sk LNCaP il ia
FRIZ AR & B 76 B & 172 LNCaP/AR # ik & i T IS8l L
To~ 7 AR S EIEA 2 R LT,

(B ICET S EIEFRMAER]
=4 2K (Enzalutamide)
4-{3-[4-Cyano-3-(trifluoromethyl)phenyl]-5,5-dimethyl-
4-oxo0-2-sulfanylideneimidazolidin-1- yl}-2-fluoro-N-
methylbenzamide

BeE:

— 4
b4

HaC CN

Iz

2F =R : C,H,FN,0,8

DFE : 464.44

M R P Z I RITAGOREE I ETH D, 1- AF
2-ERr )Y RO b= R MIETRT L,
AB )= VZRREITR T = ) —1(99.5) I
RVEIFIZ L K KT E A LT 20,

[k L EDFE]
CARBIET VI B XD ERFEE T TV DH DT,
TV WERAEIR I E R T TIRFET D 2 &,

caf

(&

56 7N (14 T EILX 4)

%)

(EEXEE UV XEREER K]

1. EEXHK

1) FPE T (MR R - SEP R AR AR

(DIR140017)

2) FhNEREE (RN B - S AR )
(DIR140018)
NS E (e MMREZ AT - BER S ER)
(DIR140019)
FENEEE(E b T2 AR — 2 —ISHN - SEyEhhE
#6%) (DIR140020)
PR (BN B - ENES VI FHRRER)
(DIR140021)
NS (MR R A K OV R RER 2 -
#6%) (DIR140022)
PR B (MR R A M OSRISZ N B - S Ehae)
(DIR140023)
NS (MR R - B F 05285 k) (DIR140024)
FENERE T GEAMERER A « ~ AT 23 ER)
(DIR140025)
10) PN (BT SZ AR B - WA 1 ARERR) (DIR140026)
1) #ENEEE (v M lnsE - B AR535)  (DIR140027)
12) #EN S F GEAMERE R - 3EHhfE) (DIR140028)

3)
4
5)
6) IWYhE
7

8)
9)

1.8
AMIXE ()

13) AT (B b CYP 3 FREFEBIR I 7 1 Y — A - W)
BREFAER) (DIR140029)

14) AR = (BTSZ e e - ENE VI AERAER)
(DIR140030)

15) AL T (RN IR B - 28 T A — i S ki)
(DIR140031)

16) N EE (e N7 v Ra 7 U808 - SEEERER)
(DIR140032)

17) #EPNEREE (e b RS -

18) #EPIH A E (b RS ARRE AT -

19) Tran, C. et al. : Science 324 (5928)

20) N E (e bR ML - SR  (DIR140036)

21) HENEEE (v a2 BRE AT - SEEEER)  (DIR140037)

22) HAHEE (= 7 2 KO R RTSZIEAT - 5B ER)
(DIR140038)

HPLER) (DIR140033)
FEPEER)  (DIR140034)
: 787, 2009 (DIR140035)

. XEkEER L - B RERSEVEDEE
FHESCERIC R O REEIZOZTE LT FREICTFERT
S,

T AT T ABERRA S BEAT DI X —
T 103 -8411 HITHHREAARGANT 2 THSE1 &
&= 0120 — 189 — 371

st P AT I AREKRKSH

HREREXERITEI17E15
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1.8
RMIXE ()

1.8.2 ZNEE - MR RV ZDRERR

1.8.2.1 »hEE - IR () RUMEE - DRICEET HERLDEE

HELTPERI AR B IS 2 = v % 2 K (MDV3100) DOEGKEAIANMEICEE 2 E 87—
2%, A EEHRHEER [CRPC2] »borEive, F£7z, % 1R [S-3100-1-01], #1140
Bk [CRPC-MDA-1] M OEWNE VI HRER [CL-0111] @ 3 3B 5 & AFI OB IMEN LS
22 Eint, UIFOMEE - 0% () ROBEET 2 LoEEaRE L,

TS A

<%hEE - DRICEET AERLDITE>
AFN DA ZIRIE ARG IR O BINLAREE 1T 2 A 350 B OV VRIS L TRy,

1.8.2.2 3Bk - HMRERUNEE - HRICEES HEALOTEDHREIRN

FINMHE-EGH®HAR [CRPC2]

A —EERRER [CRPC2] (2.7.3.2.1) 1% K& ¥ /L OIREIEZ A9 5 EEHBUERT AR

FEEEAE S U KIRBEEA L " HE R 7 7 AR B & U C3Eh L7z, &% I E SRR
[CRPC2] D EARHNEDFERDOEK 2 1.8.2-1 (TR LT, F7-2AFHIE O Kaplan-Meier #hf
%X 1.8.2-1 IZ/xL7=,

AEMED EEFAGE B 124N (BAEAeh b REZ bR VBT £ ToMM) & LT,
T—HHy A TR (2011 49 A 25 H) TiE, MDV3100 T 308 3, 77 wAREET 212 HlD
LR LT (£ 2.54-6),

PAEFHEORERN 0 77 oV REDRER, 77 AR L i LT MDV3100 # CTHEHIICHE E
RAEFHIFROIEE RO Stz (P<0.0001), 2AFHIF O F YL, MDV3100 #£T 184 4 A,
T ERBETI13.6 WA Thole, 77 EARBIZXT 2 MDV3100 # 0O &5~ — REHIE 0.631(95%
CI:0.529~0.752) Toh o7z, £z, AMEORIREHMEE OfE R A2 LR ITRT,

e  PSA MEMIHEHARY . AGAER TlL Prostate Cancer Clinical Trials Working Group 2 (PCWG2) F:#E%
FAWTHAEE O PSAEOM 21T > 72, Eilla 77 7 BEDRE R, MDV3100 #£D PSA
I (P83 W H) X7 T AR (hRE3.0 W H) LHERL T, MEHICHER
LR % 7~ L 72 (P<0.0001) , MDV3100 #£D PSA MEHGHEI[E] A 7" & AR &t U 72 J@ Rl o~ —
REEIE, 0.248 (95%CI : 0.204~0.303) ThH -7,

o WIS < MHEEAIFHIR : MDV3100 B & 77 B ARERZE D (1) 723 R T B %%t
LU, BRI A  EEAFHIM OFE 21T > 72, Bille 77 o 7 BRE DR R,
MDV3100 #£ D HG 2 W 5D < B EAEFHIM (T IE 8.3 U H) 1377 AR (FPfE 2.9



1.8
BMIXE ()

HH) LHE L CHEIICARERERE 2R LT (P<0.0001), MDV3100 FEO E&ZWIc kS
 MEPEEATFHIR 2 7T B ARRE & el L 72 J@ oY — REEIE, 0.404 (95%CI : 0.350~0.466)

THoT,

o WOEBEFEGNKET S E TOWIRK :MDV3100 # & 77 B REHZE D (T 723X TOHE
F R, O F BEEREE £ TOMBMOFN 21T > 7, Bhlv 77 7 E DORER,
MDV3100 £ T OB BEEFRNHIT 5 F TOHM (PRAE 167 B H) 1%, 77 BREE

(FfiE 133 B H) LHEL T, HEHICAEBERERZ5R L2 (P=0.0001), MDV3100 F£D
BAIOE B EHERN BT 5 F TCOMME 77 BARREEL el L7z Jghl o~ — FEiE, 0.688
(95%CI : 0.566~0.835) ThH 7=,

MDV3100 58 Tid, o F 2D RIREHEHE H , 372405 QOL (FACT-P) Z82h#I 4 (P<0.0001),

PSA ZE5hElA (P<0.0001), &R (P=0.0079), TRBAFH Y EANIC X 2 W2 EoZ=ahEs
(P<0.0001), #5-%% 13 I COERIEESR (P=0.0018), F&JHEMMEMM (P=0.0004) (BT

HIEFHICAE B ENRRS b,

& 1.82-1 FMMAETHRAER [CRPC2] AMMHERME

AAE B | MDV3100 | FIER | A¥F—FRH | P fif
HMWED L EITAE B
~ 18.4 1 A 13.6 7 H
AT (e ) (e e ) 0.631 <0.0001
Ao F 22 BIVREHnTE B
83 H 3.0 7 H
PSA HEHEF C O] (efr e ) (b e ) 0.248 <0.0001
~ 83 4 1 29 1 H
RS AT A A . )
WG T2 WT 1 o> s A AR 17 R (e ) (ot ) 0.404 <0.0001
. 16.7 51 J 133 7 H
B W D 2 N2 . .
A OE BEESIEB E oMM () () 0.688 0.0001
HIWEDZ O OFEIRFEAHEE
FACT-P #2hEl& 43.2% 18.3% NA <0.0001
PSA Z=hEIG
N=ATA D 50% HET 54.0% 1.5% NA <0.0001
R—=ZF A D5 90%LL FIET 24.8% 0.9% NA <0.0001
%13 WOEREME 44.9% 6.7% NA 0.0079
HEWEDRRFEAREE
E 2 W EDFRhEIE (CR+PR) 28.9% 3.8% NA <0.0001
EQ-5D" ¥R 7T 2 AR CRE R LD 22N T D ERIIREETH - 72,
ECOG PS” E¥ECOG PS 2 2 7 OEALOFRE X, MDV3100 & & L L T 5
TARETRKE o7,
%13 O R TR 27.8% 39.0% NA 0.0018




1.8
BMIXE ()

MG IE H MDV3100 7T R NP — FH P
R A 13.8 7 A
P I F TR e () 0.564 0.0004

a : Z OMOBEIREHAME B SUIPRR IR E B TI3Z EIEOHIE 2 50t LR 72,

b FEEHEATEIEECAEYY, EQ-5D M UNECOG PS Ol C i & Fehii L 727 o 72,

ECOG : Eastern Cooperative Oncology Group, EQ-5D : European Quality of Life Five Domain Scale, FACT-P : Functional
Assessment of Cancer Therapy-Prostate, PS : Performance Status, NA : %272 L, PSA : i IRFFEHUR

Source: CRPC2 fafE# 53 (5.3.5.1-1) Tables 14.2.1.1, Table 14.2.2.1, Table 14.2.3.1, Table 14.2.4.1, Table 14.2.5,
Table 14.2.8, Table 14.2.6.1, Table14.2.7, Table 14.2.8.1, Table 14.2.9.2, Table 14.2.10, Table 14.2.11 and Table 14.2.12.1

1.8.2-1 FME_EEHRRAER [CRPC2] £47FHIR D Kaplan-Meier Bh#&

100 7
95 7
90 7
85 7

—+———+—+—+— MDV3100 160mg
—A-A & A-A-A - DPLACEBO

80 7
75
70 7]

65

(%)

60 7

55

50 1T —

45 7
40 7
3517 ['Y

Survival

307 e
25 7

207

Treatment No. of Subjects Censored Event Median Survival 95% CI
15 7] MDV3100 160mg 800 492 (62%) 308 (39%) 18.4 [17.3, NA]
101 = = © PLACEBO 399 187 (47%) 212 (53%) 13.6 [11.3, 15.8]
5 4 Stratified Log-Rank Test: p= <.0001
0 Stratified Hazard Ratio: 0.631
T T T I T T T I T T T I T T T I T T T
0 3 6 9 12 15 18 21 24
MDV3100 160mg: Duration of Overall Survival (Months)
Event/Cum. Events 0/0 25/25 71/96 73/169 79/248 35/283 20/303 5/308 0/308
Patients at Risk 800 775 701 627 400 211 72 7 0
PLACEBO:
Event/Cum. Events 0/0 22/22 58/80 54/134 47/181 19/200 8/208 4/212 0/212
Patients at Risk 399 376 317 263 167 81 33 3 0

Source: CRPC2 i &5 (5.3.5.1-1) Figure 14.2.1.2

5 | tHEAER [S-3100-1-01]

5 LAHRRER [S-3100-1-01] (2.7.3.2.2) 13, EBHGUMERTZINE BHF 25 RICIFE RIS IR &
W RS & L CSENE L 72, MDV3100 I3, b 2RO A 8% (b3 LS P i s B8 Tht
NEEN R A2 R LTz, PSAMEDIR T, SHETLFRIEEOA AL DT80 G4, PSA HEE
TOMMIL, (LFRIERED 72O EBE TR EES T, (LFRIEEO B 2 B3 O P9 fEiX 316
A (104 7 A) Thotz, KRB TITHEGZW LOKBRAHIEDORER, TE2BNE-T-BE
W7o, BigR2W EodRsha s b —VEIE AR XATRE) 1%, ALFERIERD R
BETT71.0% 31 piH 22 1)), {LFRERED & 5 B T 54.8% (424 23 ) Th o7z, N—2A
T A CEEOIEERIESMIES TR AR O TH - T2 HBED 42.9%1F, RBRPICTH%BHORIK
TLlz, PSAMENRN—RAT A 0D 50%LL FAK T L7z 0FIG 1, 30 mg/H T 33.3%, 60 mg/
H T 59.3%, 150 mg/ H T 66.7%, 240 mg/ H T 58.6%, 360 mg/ H T 67.9%, 480 mg/ H T 28.6%, 600 mg/
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HT66.7%¢&, 150 mg/H £ CIIHAREKARIZEINL, 150 mg/H Z# % THIE L THH 60 zh 5
DRI D 2o T,

% I $5ER [CRPC-MDA-1]

%5 1 AHEER [CRPC-MDA-1] (2.7.3.2.3) 1%, ‘BB 4 A3 2 E8RPUMERN IS BH & %1512
IEEMIER RGRBR & L CHEM L7z, PSAENRNE FHICR—A T 4 UnBIER T LIEBEDEES
1% 74.1%, 50%LA EIKF L7 BE OFIE 1S 46.6%, 90%LL FAK T L7cBI&1X224% Th o7z, Kt
Z XN OGN LI-EER, FeZ X AHKG5ROR0EE (n=16) T 50%L FIKT L

“EIA1T 43.8%, 90%LL FAKT L72EIA1X31.3%, REXXBAHRG5EOH 5 EHE (n=42) Tl
50%LL FAK T L72BIE 13 47.6%, 90%LL FAK T L72HIE1X 19.0% Th o 72,

EMREE /1l 4548k [CL-0111]

EWNE VI AHERER [CL-0111] (2.7.3.2.4) 1%, (LFRRIERNTT O EBHGTERT SR & O 75
IEAT % O EBIRGUIERT R B 2 e RIS RIER AR & L CEM L7z, P-II/S— MR
B X REREEZ R T 5 EBMRPIMERIN R BT 2 R & L CHEMEZ Et L, Day 85 £TO

G2 W O REEEHE/Nh R E 322500, E (CR X PR) &3l S 72 BFE OEIGIL 53% Th -
720 PSA AN ARAL FHRHZ =2 T A 25 50%LL FE T L7 BE OEIA1T 289% THh -7,

UbEDEBy, ITERBINTH D EBEHIMERNIIED 5 b N 2 X v a2 G RiEE
(IR BT 2 58 O T TR IR B IR W AR O G DM RGEES iz, 7, EWE VI
FEEER [CL-0111] IZHBWTH X X2 BT b RER IR EET L ENEE TOHRH
bRD LN, —MKIC FEZ R, BUARIBEOTTIE, FANTA L DIRETHY, FHl
HETTVERIN ARG DR TR T A T4 L OEF L L ULEM T bR B2 BND, £
T, FeZIurzadibFHE L RREORIEE - 2R E L, 2hag - SV RICEEST 26 Lok
HE LT, ALBEIEBEERIEG O A A HEE T 250800 L B2 o2 L n, e - 2R
THISCAME | & U, ZhEEh BICBE ST 2 H EOEEIZ OV TR, [RAIO(LZFRIERIBIE ORI
BB 35T 2 A IMME R OV VRIS L TV Ry EERE LT,

1823 BEDHERZRLLI-ZEE - DRRUSIEE - WRICEET HFERLDEE
[ 3K SRR SR R (LUF, PMDA) I L2 BEOKELME 2, 4hiE - DERICHOVWTIE
[EEMERT G &9 528 & Lis, £72, 208 - RIS 266 LoikEic o
1%, TTERRAGRE) OEOWNREEZRM L, AR OFMNER LM% 40 CBfR L7 LTl
DEIREITH Z &, ZBINTHZ & & LT,

[%hEE - 2hE]

R GUVERTSZ I

10
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<#hee - DEICEET HERALOTE>
(1) AFN DAL FEREAIRIER ORISR I 1T 2 A M OV PRI LT/, 5
(2) THEHRAAE ] OEONRE 2 L, AR OHZIE R % AVE % 5 BAR U7z BTG # |

FOBRREIT Z &, |

183 RE- AERUEZDHRERR

HEATYERT N R B3 1Tk 5 MDV3100 O VL - &L, 5 THEER [S-3100-1-01] 28\ T
BatEh, B UAH EERRBR [CRPC2] IZBWTHIESNTZ, 72, BAANCBWTHAHE
TOHIERRD HIL, DORRAEETH D Z & NEWNE VI AERE [CL-0111] bR Iz
ZEnn, UTOoME - HEXkOREET LM EoEEEZRE L,

W, RACIE YL Z I RELT160mg 2 1 H 1 EfREAKS T2,

<RA% - REICEHEY 2ERALDEE>
A SUINB LS & OFH L2223 o 7o 356 DA ZIWE R OVZ EPEITHENL L TR0,

1.8.3.2 HRi% - HEDHRERN

%5 1HHRER [S-3100-1-01] TiX 30 mg/H ZBALEHIE & LT 60, 150, 240 X360 mg/H D 1 H
1 B4 5-& 240 X TN300mg @ 1 H 2 [ml#E (24 480 KT 600 mg/H) Gt iz, €D
FEGL, MDV3100 O Kifit &%, FAEHIREEORIE NBEICE > A EFLO AR
EEL, 240mg/H TH D Ll siiz, FEWEREIZOWT, AFNTIESLCONTRI Sh, BEL T
5% 1~2 IRF[#] C e i A R BE LT3 U 7o BEMEHUMERI N I B IR D5 L2 L 2D )
OFYIEIL S8 HTH Y, KEHRGOGNG 1| 7 AKICEFRIREBIZEL, T ORITRKMmEH
BREIZEITRBO Do, KERSIZ X0, RF O mAEHREIXHRBIE 50K 83 fF & 72 -
72Dy, ip WRWZ®, RFEIOMAEFREDO HNEENT/N I o7z (PTR OFEHEIE 1.25), F7z,
30~360 mg O A &H#iH T, 1T HRELHIMED R Sz, KEIOHFHPEIZ DOV TIE PSA EHAN— R
FTA NS 50%LL FIK T L7z B oEE 7Y, 30 mg/H T 33.3%, 60mg/H T 59.3%, 150mg/H T
66.7%, 240 mg/H T 58.6%, 360 mg/H T 67.9%, 480 mg/H T 28.6%, 600 mg/H T 66.7% T 1,
60 mg/ H L LD H &2\ T PSA K FERICI 1T D HMED R S, HEKFICH MR E
S DT O AL, 150 mg/H B EOH & THMENBEZE IS & < 2 2L i/
3o e, — i THEMRAFINIZEE O T7 058 2 DM FE O biLic 2 & b AKIOHESEH &13 150
mg/ AR OHENXKT 4 YR TDONAT o ADBENOHRINIHAETH DL EE R, B
(2, 55 1FEERER [S-3100-1-01] TIE 44 30 mg i 4 7/ &2 AW CRER & i L T end, &
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7L OGRS K ORRAEEGE D D 72012 40 mg #h 7R ARINBFE SN2 &G, H 1
I E SRR [CRPC2] OHAEIX160mg @ 1 H 1 [EF OGNSR ST,

RRRERBR T 2 55 A —EE MR [CRPC2] OFER, AHl160mg Z 1 H 1 HREA&EET 5
M - BE, EITHEANIEOREFHRAZIER L, ZEMEIZOVTHIARTED I LIRS
niz,

AARNIZE T 2 HEOBEYIEIC OV TXENE VRS [CL-0111] IZB W THRF Lz, BN
75 VAR [CL-0111] @ P-1/3— hTiX, AH#l 80, 160 M Tf 240 mg D HE# 5 44T\, 2 144
AR [S-3100-1-01] TOMNENBE L D ZITo7, BARAKOSNENBE & HIZ, HEHEMN
WA D Conax LY AUCie DIENNSFE D B, HEHR 5 TD PK O RIEEITRE S e o T, £z,
EIWNES VILAHRABR [CL-0111] &8 NI AH —EHEMMEY [CRPC2] 7 —& MW\ T, b5k
1T 243 2 ERBUNERT S B 2 BT D 160 mg/ H £ 585 0 M55 v S i o B 5 & i
FTUAER, BAANRE CIIAEARE L X TEFREBOMIEFRELN, bPhicEmEis L
Too TV, KREEICESSEBEXONIREETHY, HELTZET 5 X 5 2R 25
e EZ b (2723222), 72, EWNE VILAERER [CL-0111] 2B W THARANICH R
ANCRAE LT EBE A EFERIIRO R ho722 Enb, AEID 160mg, 1 H 1 EREROKZGITAAR
ANZBWTHERSERATE L - HEThHD EE X b,

AHFN DY EREIZ T 2 BFOEBIZ OV TR E & b5 & L7 A K OB F D5
BB (MDV3100-05] 12 THGET L7z, AAIORIN O IX SR O RBREK S T 2 ERH b &
FEAEERITEO DN ol RIEHEERICL Y, HERE O 5% OWRINGHEE 2 EIE TR
D HITZ (Coax D 30%IE T, trax @ 1 FFHEFER) , BHFITRIHEEIZHE TFORELZEZHHD0,
W B\ B2 5 2 7e W2 R ENT, Liado T, RAIOEW, (BFT47~84H)
EEWEREME, KOVEFRIREICBIT /N2 PTR 28T 5 L, HEERETROONT-EFICL
2 IR FE DR T I, EEIRREIC IS 1T 2 AH O EEHER I LERIRAIICE R D & 2 2L Tid7e <,
BEORIZEZMDRWEERAETHDL EEX DI, (2.7.1.3.3),

VL EORERMNG, REIORYE - HE% l60mg 2 1 H 18], FO#hE) L&RELE,

F7o, RHFEIZRIT D AR TIXMmHIBREN 2 345 L CW R WEEIZIZGnRHE 7 F =X |/
TR T A MR DEBIREOUHZ VAL Uiz, AFIEAITOFDEL V2L S
TWRNZ E ML - AEICEET A6 EolE s LT IR SUINB RS & DR L
2o T8 OB MR ORI LT, | ERE LT,

1833 BEOHKREZRML-FAZ% - - A=ERUAZE - BECEETHERLDEE
PMDA |2 L 2B EOH R A E 2, HiE - AEICEET2HEH EOEEEZUTFTO LB AT L

——————————————————————————————————————————————————————————————————————————————————————————————————————————————————————————

<RA&% - REICEHEY SERLDEE>
SR SUINBRIE D & R L 722058 OF N IE R O EPEITHESL L TV 7R,

__________________________________________________________________________________________________________________________
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1.84 FRALEDIERVZOHRERL
1841 EE

(EE (ROBEIZEBERELGWNIL)]
(1) AFIORGTZ 5 LISBUEOREERE D & 2 B
(2) WERSUTIIR L T D FIREVED & Dtm A [Tikdm, pElw, RIS ~OH5 ) OHZM]

1.8.4.1.1 EZOHRERM
(1) Wik —fs il & U TRIE LT,
(2) 4G AERMERBRIC B O TARNIMETTAEM 26925 2 L 6RE LT,

1.84.12 BEEOHERERBRLIEER

PMDA |2 LA BEOER 2 E 2, B0 Q) FEXIIEEREL WA afRE0 & 5 N [THE
I, PER, WRILFE~OEE ) OWESMH] ZHIBRL, LTET52 L L LT,

(22 (ROBHIZIZBELAEWNI &)]
AHN DB T3 LIBBUE OREERE D & 5 BE

1842 EEEKE

EERES (ROBHICIFEEIZRETSIL)

(1) TANPAFEOKEEEB I ZNOOBEEO® 2 EE URERIEEZEZTBENNH
%, ]

(2) FEEFIEZE Z LT WEE EERIEZFRT B2 H 5, ]
1) R, MMze, IS, M, 7L a— UKFEO B HIRE
2) EHRIMEOBMZINT S8 E2 G oBE ((HEEH) OHEBR) %

(3) HEDIHEREREDH 2B [AHIITRM TR LT 5720, MBETRED EHT5
BENWRH B, ]

1.8.421 EBEEREOHRTERN
(1) HWFERFE CORMEFEMITER T, B 1 BHEZBX 2 & 5EOEM L E DT
1047 519 5 511 (0.5%) (ZAHK] & DR RBEMRNEE TE RWEBRIE GBI L O TANA
EFERAE 1 6]) 258 bz, EWNE VAR [CL-0111] TiE, FEERIEITRD bR
Mo Tz, Invitro BRI WN T, AAIKL OTEHEAGE N-Ii A F LR (M2) 725 GABA B H M
s g4 RF ¥ XVSREE L, IEMLEIIHIT2 2 EB3R"ENTEY, ZOFEHANBEFKRL
TWDHATREMED B Do AAIDEAEFAEDOBIE 2 AR T S8 287 1T 52728 > TH72RWY,

13
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L L, AR ESUIRBERIEOAERE D H 2 BEIZ OV, RRERELR T R
IWENEBIOND T ENLRRE LT,

(2)  SEEEIRAENIEBL LI D BE L, KERIED Y X7 @) 5 G 0HR B K& OO 3%
DFERNH T2 s, EEREZEZ LT W0 ERMBLR TV MEAE, MKMzETf,
MRESS;, Mddisfe, 7L a— URIFED B 2 BE KR OYEEIEL 1 23 TR D &b 2 fF FH3E
ERG L TCWDHREFIZONWTL, EERIEOY A NBHDHEZEZONDL ZENLRE LR,

(3) AFNINFECRMAEZ T D720, BEOFHERED® 5 EF CIXMBEFREN & 72
DAREMENR B D Z L BREE LTz, BE (n=6) XITHEE (n=8) OiFfEEREE (Th
4V Child-Pugh 5338 A XU B) Kk O RROIFHEEEIEH # 14 il &2 %5 & LT, MDV3100 160
mg Z B[RS O G L7c & & O ERE 2 et L 72 iFpaE R 5 A U [CL-0009] 1251 T,
% T PR RERR 55 5 I, IFRERE IE & Hb~~"C MDV3100, M2 }2 (X MDV3100 + M2 ¢ AUCjy
IZENEI 5%, 18% M TN 13%E <, Coax [ LEIVEIL 24%, 26% K TN 23% 7> 7o, A
FFHSRERS B8 CIIFSRE IE & & & LT, MDV3100, M2 & T MDV3100 + M2 @ AUCj,;
IZENZEI 29%, T%K D 18%1 <, Coax 1EEINVEIL 11%, 15% M N 1% LTz, Ziuh
DFERD D, BRE R OHEEOIFHEREREE 209 587 I3 LT, HEFEEORNSIEIAR
HCThHDHEEBEZLNLN, EEOFEEREDD L BHIIRMHFNTHL Z L LEARS
ERRE LT,

18422 BEEOHEEZRML-EEZEERE
PMDA |Z L A BFEOER 2 F 2, HERGOGHZUTO LB & LT,

EEHRE CROBEICIFEERICHRSET S L)

(1) TAPAFOEEWREB TN OO H 2 8F KERIFELEZTBENNH
%, ]

(2) EERELEZ LOTWEE MREG, MAEPEoa0 Ui n b o RO & 5 B4
FEBIEOMMA KT 2 EAN 2R G HPORES) KERELFRTIBETNLRD D,
(MHHEAER ) OHEBH) ]

(3) HEEOIHEREEDH L BE [AFIIFH B EZ T L5720, MERREN LRI 2
BENDRH D, ]

1.843 EBEELGERIIE

AFNFEMRES 6 LT 2 N IERIEIR T D Z &b — A 2 BUE M S 581 72 5 0
BRE LT,

ARENID AR % PRI DN T o3 7k - BBRARFOEMO b & T, AANZ X D165
DEG) & W SN D BEICOWTORERTHZ &,

14
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1.843.1 BEOHRERRLE-EZLGERIE
PMDA (Z X 2 FADORREEE 2, HEELEANETZUTO LBV ELELL,

(1) AANIANZWFERTH Y . D3R T 2 FPFIEIZ OV T o3 72 5%k - R & R DAl
Db E T, AN L DB L) & SN D BEIZONWTORENT 5 Z &,

(2) ERHEBIENDODLNDZ ENH DD T, ARG HOBETIE A BB OERE R 5
B A BET HBICIIER S D 2 &,

15




1.8.4.4 HMEEHA

1

.8

RMIXE ()

ARANTFE L U CHERYEREESR CYP2CS T S 415, F 72, AHIIX CYP3A4, CYP2C9, CYP2C19,
CYP2B6*, UDP-7 V7 v L fginfl# (UGT) *KOPHEER (P-gp) *Ixf L CHEMERH 2R
L. P-gp*, FLEEMMEENA (BCRP) *, A F AL F T AR—4%—1 (OCT1) *MOEHHET

=% T U AR—=H%—3 (OAT3) *IZxf L CHEEAZ R LT (*:

invitro 7 —% ), KHKIDOH

KA RWZD (47~84 H), &EK TR 1 VAL L, REFERLT T o AR=F—0D
FHED D WVITHEN RS D AR H D,

HAEE (BFRICEET DI L)

A4 BRARIESR - HFETTIE R - falRIA 7
REFEEOREZIRT S | KEBIEZHERT 28T S | AFIKTZh b OEATNT
% HH 2o N REEFEORMEZ R T

Tz ) FT VRS w5,
Fhfp
=BRSRMOUBR R D
e
s

CYP2C8 BHEH
FINT 4 TadL
(EINAREGR)
&

FINT 4T & KA A
L= & &, RRNOREIKETE
PRI (Nl A FUIR) D5
D AUCInf (X B 585 & L
R217EIC ER LT,
AFNOVER N8RS DB NH
HHDT, CYP2CS [HEEH D
R WA O NSRS N D,
CYP2C8 D 1172 BLEH] & D Of
FDSRET DR WE AT, A
D&% 80mg £ THET D Z
&

Z S DAL CYP2CS % BH
EF L7720, PEHIC L D AH
ORHNLE S, Mg
ENEATHARENNRH D,

CYP2CS8 i &5
DA VA V4
&%

FAIOER DT % B2
bBDT, MEICEETH DL,

Zh b DAL CYP2CS %55
BI 570, PERICL D AA
O i TP FE MK R 95 ATRE
PENR D B,

CYP3A4 ORE L 70 A3
vl
SET A

At

ABRNDOTEFIRETIZ Y T L%
BhHELEEE, IXVTL0D
AUCinf & O Cmax (T B 5 L
EE_RZFNZFN 014 15 K 10023 i
AR L7,

ARNOGERHICE Y, 2 b o3
FIDOVER 255 S ¥ 5 BEN
b5,

AHKID CYP3A4 FHEEMIC L
0. 2D OFRAK O I R
KT SE D8RS 5,

CYP2C9 DIEE & 702 2% 48
il

o7yl
e

AHOEFIRRETTLT 7 U
PG L&, CYP2C9 D3
BTHHS-ULT7 YD
AUCInf X O Cmax 12U /v 7 7 U
e N e R e Ve Y

AHID CYP2C9 FHEAEMIC X
0. 2D OIF O I R R
PIRTSEDEEMRH D,

16
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0.44 15 KT 0.93 f5ITIR T L7,
AROPRIZEY . Zhb ol
FIOVER 255 S ¥ 5 BE
b5,

CYP2C19 DFE & 70 B 3K
bl
TR T —)b

Yiray

£

ABNOEFIRETEH AT T —
NEHRELZEE, AATT

V' — L@ AUCinf K O Cmax 134
AT T — VBB R & e
ZAEI 0.30 £5 K Tr0.38 fiF Ik
L7,

AREIOPEAHIC LY, ZHb D3k
FIOVER 255 S & 5 BFhn
»H 5,

AFID CYP2C19 FHE/EH I
LV, s oFEH oM
EAEKTIEHRHEMENH
Do

P-gp DIHE & 70 2 FH

T OIEFNDOIER ZE. X

AFN D P-gp 55 M OBHFE

D= IR I ELIRBENNH 5, IZ& v, 2o oFEA| O mHF
5 BEAKT I LR S8 5T
BEMENH 5,
CYP2B6 OHE L7253 | 2 b OIEFNOMEM 255 S8 | AAlo CYP2B6 #FE/EHIZ X
vl LDBRENND D, 0. ZAD OIEF O 1 R E
T EL LY FIKRTSEDHEMDRH 5,
£
UGT DI & 72 % 3-H| NS OEKNONER 2 WEE S | AFIO UGT iFEEMAICEY .,
IFTYV=FR DBENND B, T B OIEF| O I PR EE A%
& TEHBAREMEDRH B,
BCRP DIE &7 284 | b OFEAOEH LR | A#IDBCRPHAFIEHICLY |
0 ANRAHF LHEENRD D, NS DK O M EE A
% HEELAHEERH D,
OAT3 DIEE L 72 D84 | b DOHEAOIEH LRI | AHID OAT3 FRFEEHIC LY |
ET) TF LHEENRD D, ZH S DK O M EE A
% HEELAHEERH D,
OCT1 OIZF L 72 23K | o OHEFNOIER A ER I | AK|O OCTI BEMEMIZL Y,
LHEENRD D, NS DK O M EE A

A SEDLAREMED B D,

1.8.4.41 HEERADZERNL

FHAZEIZL S MDV3100 ~DEE

CYP2CS8 PHLEA :

CYP2C8 I AFHKI DY 5 S OTEMEAHW N-ii X F K (M2) OARRICEE R &E 2 B7- LT,
01172 CYP2CS FHERID 7 b7 4 7 Vv (ENARKRIR) 2 /SRS 12 MDV3100 & &

17
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BT APEEE L7z & X, MDV3100 @ AUC I 4.26 5231 L7223 Coax 1 18%108020 L, M2 @ AUC
T O Crgx [EEIVEI 25% S DY 44% 0 L 7= (9785-PK-0002), MDV3100 & M2 &5t AUC (%
217 FEICHIM L, Coae 1T 16%3800 L7=, MDV3100 £ 5-7411%, CYP2CS BHEH] & OOFRIL, AHID
MAEFIREZ B SELFREMNH D 2 &6, BWEH OB K OCHEIEENHINT 2B
WD DT, CYP2C8 BLEIEMDRWEAIOMERAHERE SN D, £72, CYP2C8 DR 7] 72 B E A

(L7 47 a5 LOJFRANET LRV EEE, AFIOHELZ 80mg £ THETSHZ L
ERRE LT,

CYP2C8 #FHiEAl :

BE AR ARBR T M L TV A, AFIORHNEITEIC CYP2C8 3EE LTWA T, #hd L g
HEED CYP2C8 #5884 (V77 ey %) EOPFHIZE Y, REOMEEFREZKT S5 0]
REMENRH VD, RFOFENEREIT2BENRHLOT, HEICEEFTHZ L LT,

CYP3A4 [HFEH

CYP3A4 OAFIORFZ I 1T DEENIHEA N E W& B 2 Hivsd R AAERFER [CL-0006]) .
587172 CYP3A4 FLFEAIDOA N T 2T — L @RS R ICARK L & bicknik s Lz & X,
AFND AUC 1T 1.41 fHTHM U722 Coax 1TUE & A ERBEZZ T Q%I), M2 D AUC 1% 1.21
FEIZHENN L7228 Copax 1 14%0870 L 72, MDV3100 & M2 O&FHD AUC 13 1.28 f5IZHEIN L, Chax
T EAEEELZ T ool B%ED), DA% CYP3A4 BLEHR & OFHT 254,
MDV3100 O H EFHFEIIARE LB 2 bl

MDV3100 IC & B HtREADFE
CYP3A4, CYP2C9, CYP2C19, CYP2B6, UGT M TN P-gp DIEE & 70 % HKHAl
AT B I OARH & Uy 7y CYP B (HEIR & E) Z20HE5 Lzl s, 34V T4
(CYP3A4 FEH), S-UNVT7 7 U v (CYP2CY HHEH) KUOA AT TV —1 (CYP2C19 AE) @ AUC
IXZIEI 86%, 56% M N T0%IA L= Z &b (EMAH AAE SR [CL-0007]), AAIIL CYP3A4
WX 2 A B EEA 24 L, CYP2C9 KT CYP2C19 (234 2 FREDFEMERE2H T 5 L&
Z Biiz, F7z, invitro R T CYP2B6, UGT LU P-gp (ZX T 2B EEANRO LN TS, £
DD ZN b DOREE LR DFHN LG LI25E, PPHEAOMPREZET S, HFHEOMR
ERESTHBENNHDH Z ENDIEEET L & E LT,

P-gp, BCRP, OCTI1 & TN OAT3 OFVE & 70 5 HHA -

In vitro 351 T P-gp, BCRP, OCT1 & OX OAT3 (2% T A HEMERANRD TN D, 2D i
LOIE L7 B AL 0P L5 G, PSR OMTRELY ER S8, FAIROEZ RIS
BEWRHAHZ e EEMRET S EE LT,

CYP2C8 DI & 72 5 HA -

18
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In vitro FRER TAAID CYP2C8 (2513 2 FHE K OF M 2GR 7oy, AL B ITAH &
CYP2C8 MU ChH A7 Y XY v (MERO#EE) #0fH&EG L-LE, ©4 7Y
5D AUC IZREIRINCEZR D B D ZLITR bR o To, D72 CYP2C8 DHEH & 72 % 3
& ARH 2 O DEIZ CYP2C8 DIVE & 72 2 A O BB IIARE L Z 2 il

18442 FEEDHERZRRLI-AEER

PMDA I[Z L 2B EOREREZHE 2, BHEICHEHEL WD K TR I DAL L &2 THERE&T
Bb] ~"EEFTLHILE L, RPO HEEFIEOBMEZIERTIELHEA) I =a—F /v
RPUEHRE) 2B U7, £72 [98)7e CYP2CS [LEHR L 0P T 256 ) OE ke LT, TAH
DM &% 80mg ([ZIET 52 &) ZHIBRL, AROBEZZET DL L b, BEORELHEE
BT HZ L) LFRE LT, CYP2B6, UGT, P-gp, BCRP, OCTI } U OAT3 MILE L 72 % 3K
FNZoONTIE, JFREELDHIBRT A Z & & Lz, ZNOEFIHEY, FHAEEHOFHEHEZLLTO
LBV E L

ARFNTE & U TERMHEESE CYP2C8 TRET S LD, £72 AFIIL CYP3A4, CYP2C9, CYP2C19,
CYP2B6*, UDP-7 /L7 v RisfEEE#R (UGT) *KOPHEERE (P-gp) *ITK L CIRE/EH &R
L. P-gp*, FLEMPEER (BCRP) *, AEIF AL F T v AR—4%—1 (OCT1) *}OHET
=4 b T U AR—=F—3 (0AT3) *IZxf L CHFEHZR LI (% invitro 77— %), AAIDH
FARINIR W2 (47~84 H), EKTHROGMAHBEREKLO T U AR—Z —DFEDH 50
IR E DRl D TRetEn & 5,

HREE (BHRISEET S L)

FEH4 F EERAERR - $E 71k Ky - falRA 7
FAERIEORMMA IR T S | ERIEZFER T HBENNH | AFIL DRI QAT
% FA % b B IAEDO B 2K T &

T x ) FT VR 5,

I L

ZERSR N OMUBRSRPL O

DHE,

—a—F% /) u s RhHE

3K
s

CYP2CS8 [H5EHA FET 4 Ta N ERA G | 26 OFAL CYP2CS A RH

BT 4T a3 L7cb &, RADOREMKETE | FHT D20, FEHICE D AHA|

(ENHRAR) PRI (N-l A FUIR) O | OREIAPE S fu, R
i FtO AUCInf (ZHMBERE & L | BN EJH 5 /TREMD H 5,

NR21TEIC ERH L,

AKNOVERNHETR S 5 B NN
H2HOT, 50172 CYP2CS flE
FI & OPEITEET . REEDTEE
WAOEHELEEBERTDH L, X
Te &9, §J172 CYP2CS BHE
Hl & PRI 2501, AKI DR
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BEAEETLLE L BIC, BED
WREAHEEICBIZET D2 &,

CYP2C8 L)
R I NS

Yiray

=23

FHN OV DSWITT % B2 B
bBOT, MEICEET D L,

b OHAL CYP2CS %%
B 570, OFHIC X 0 ARH
O i B TP FE MK 95 ATRE
PENR D B,

CYP3A4 DFLE & 72 %38
Al
NE N
%

KREIDEFIRETIHF Y T L%
BELZEE, SXTLD
AUCinf } O Cmax (X B 5 &
HA_ZENZN0.14 1500 0.23 fi%
IR L7,

AFNOPEFRICE Y, 2 b o3k
FIOVER 255 S & 5 Fhn
H5,

AHID CYP3A4 FHENEMIC X
0. ZAD OFRHF O i
PIRTSEDEEMDNH D,

CYP2C9 DIEE L 72 A3
#il
U7y

At

S

ARNDOEFIRRETU LT 7 U
EG L7 L&, CYP2C9 D
BHThAS-TILT7 I D
AUCInf X O Cmax X777 U
N B NS ey e
0.44 £} TN 0.93 f5IZIK T Lz,
ARNOGEHICE Y, Zn b o3
FIOVER 255 S &5 B8 hn
H5,

AHKlD CYP2C9 FHENERIC L
0. 2D OFK O R E
PR TSE D8RS 5,

CYP2C19 D F/E & 73 B ¥K
i
FAT T =)

Kt

A

AHNOEFIRETE AT T —
NEBRELELEE, FATT
' — L@ AUCinf } O Cmax 134
AT T — VR B & e
ZALEI 0.30 5 K TR 0.38 fiF I
T L7,
AFNOPHIZE Y, Zh b3k
FIOVEH 255 S E 5820
H5,

AHF|D CYP2C19 FHiE/EHIZ
V. IS oK O
AR T &85 RetEn &

50

1.84.5 EIER

R R FBR AR (S B D & RRE LTz,

< [E P g A AR >

R M BB PIYERT S I B E 2 x5 & L2 ENE VI ARV T, AR S Sz 47
Bl 31 51 (66.0%) ICEIERANZED biviz, FAREMERIXEME (14.9%) . Hf# (14.9%) . &
5 (12.8%) . AAKBOE (12.8%) . AKWEFA (10.6%) K OVLER QT R (10.6%) % Th - 1-,

<M AR >

(KRR - @F @)

K& & v REREZE 3 5 B8 GIERI I E B x5 & U ERRILFESF 1 A E5m
FERTAKZ B S 800 i 554 5] (69.3%) ICEIWEHNZRD Hivt-. FEARIWER IS
(21.5%) . Els (20.1%), 1FTYH (15.0%) . BEJEGE (12.6%) KOMETGE (10.0%) ZETH -
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776
(KRR . @F @A)

LU O REIER OB Z DU TR £ T2 S M 72 [E NS K& OV BRI 3 W TAH
WG s OEFHIE S &R LT,

(1) EXLEIMER

TEREE (0.5%) @ B8, TANAERREBEORERERHOONLZLRDHD, Bl
R ToIATV, ZO LX) RIERDH 6O EEIITED ISR G Z P L, @i
EE1TO 2 &,

(2) ZDioEIER

5%LL E 5% AT

1% i, i ERE

ALl LEX QT iR

H [E]HAME D F

iR VRN

AL 2R BOL, T, WErE, R MR . THIE AN R, DRz,
. M. MEEE. B
P AP, TR

PEKOERER | Y. WIE AR, (RER,

B I

I Bk HGE KAV o A fE

LA BAfie. AvAdE. MR, 5
TR, AhERETR . ARREHE. DUk
Jii. A A A R

R S SEIR . RERED F N, FRANREE
EIRR ., FLIBREE . TEEIREE,
B SIRR, A= 2 — X
F—. FHHR I ANRESEGERE, 1E
IR, AR, on, =

FEAH R ARIE, N2, 9 DO%F., SHELIR
fe, %%

HEHE R N OV AL FLE

I i IR IR  Izik

F & B, KGR, £ OFE, %
THIE, BT

& Exa) e I

Z DA, AR, FHEEAE . B OR
HE T AR <)

1.8.451 FEEDHERZRMRLI-EIERA

PMDA (2 X 2 EOH R E B F 2, B4 oz L=, £72, (1) EXRAREERAED (2)
Z O OEIWER TORIVER BB oW TIE, EWE VI RS [CL-0111] KOV A &
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1.8
BMIXE ()

BB [CRPC2] DR Z I FHEIE L, BBBE DK% 15% 1), T1~5%AK0] KO
M%ANG ] & LTHRRLIZ, 28, 1%A0m ORHEHHHIZ OV TIE 0.5%20 E 1% O @IEH & O
Company Core Data Sheet (CCDS) (ZBWTHIE L CTWAHREIWEM AR Lz, £7z, HERZRENEM
[ZOWTITHGEREE TIZEWNE VI FEFER [CL-0111] OSERI L O A8 —H 5Bk [CRPC2]
DAFNBEDTEGI DA FE 847 Bl 2 B (0.2%) (ZAK] & ORIEBARIEE T E IR UWEEIEIE  (Rig
1 B ONC AN AERIRRE 1 6]) BED LN TWND Z &0 D, EEREIEORBLEIS % 0.5%0 5 0.2%
IEEL, RWEROREMAUTO LB & Lz,

< [T PN fife R kg >
FBHRH MR ST B A e & L2 EP A VI AERBRIC I W T AR 5 S 47 il 31
B (66.0%) \ZRITER 2 F8® Hitlc, ERBIERITEME (14.9%)  (EFE (14.9%) | %57 (12.8%) .
BAHEE (12.8%) . KREJHD (10.6%) K OVLER QT IEE (10.6%) % Tholz,

(KR . @F@H)
< Y fife R R >
R & % WIBREE &9 2 BSRGIMERINI R B F 25 & L7 1 AR AR 2 & 5
X472 800 51l 554 1511 (69.3%) IZEIWEF 2338 B v 7z, /e BIVERIEIE 7 (21.5%) |l (20.1%) |
IETY (15.0%) . BAGHGER (12.6%) K OMESIE (10.0%) % Tholz,

(KGR . @TF@H)

PLF OEIWER OBEEIZ DWW CIIA R £ Tl £ S 7= E N VI RRER & OWE/h 3 AR BR
IZBWTARINRE SN -BEDOEFHICE ST RBH LI,

(1) EXGEMER

TEEFAE (0.2%) @ S8 Th#h%ﬁﬁé*@ﬁ@%@ﬂ%%bhé EBHDHDT,
B +0ATV, BRENRDOONGAITIIRE LTI L, EURAEZITS Z &,

(2) ZofhoEI{ER

5%L 1 1~ 5% AT 1 %A
mi% A 1. ~EZ v U, |Jil
BRIE I P ERDE
10 B DEX QT iTEE
B BEIR
B EL R
AR TR EE N
H1ib2s O, AL WEM- SRS | DRz IEEREEE. B BR. DR, IEHARR
JEERE . LR B I8, |
[53)
25RUVE | Y. EIE RFYVEZIE, (RERD | R, B BRI
5B
R EEX QB 1&H VY v AGE, ik
mERR BAER . AP, AT, | ARG, TR, e
KT ks TR il EL
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1.8
BMIXE ()

LT EDN SEIR . REIMED 0, Wk | GBI, WEHR, RoiERE
TR SRR =R, PG R EE
JEGERE, KitE==2—n
SNF—, PREpEE, BE
S NES NS
EED RIRE REE, 5 Of, SEELIKEE,
LR
ERERRU LML AL
AE
e I PR, ik S i
K& R, B, €O | MEBIE, ALBE, BRIk L2
fE, ZIHE, BT I
meE FTY e L AL
ZDith B, FHEEEET. B
Ir ORI EITZ2BR<)

1846 BHE~NDERE
RIS IR AEME T LT\ B 720, MR EEREOREE L,

— R EEE CITAFERENME T L CWA 2 ENBN b, BEOREEZBE LN LK
545z &,

1.8.47 WHim. EiF. BRIBFAORS

AFNTEFEER (w7 R) THEFEEERZRE SN TEY, ERFOLMEICRGLIZEEZD
LAMEIIMET L TV Wit L7,

IEARSUIAEIR L TV D TR D & DI NIZI3 G- Lan 2 &, (I3 (v v X) TRarIE
TERR S STV 5, ]

18471 BEDHKREZRML-1FF. Eif. BIHEE~ADES
PMDA |2 L DB EOER I F 2, i, e, BARE~ORGOEEZHIRT 52 & & LT,

1.8.4.8 INREADEZES
INREE A~ DR 72 W= O3 LT,

IRHARER, AR, FLIRSINRITHE T D LaMEIIMENL LT, (BEREERD 2 0,)
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1.8
BMIXE ()

1849 B=ikE5

AFNDOEFRRERICB W CRRIRHIZ L 5 640 mg/ H O GH123H 0, EHE DR F 13 HE SN TN 5D,
F7z, KMHAETH D 240 mg/H ZH 2 7= RGBT THHRER [S-3100-1-01] THLATWD
ZEnn, ZORRES LR LT,

FEAK - MERGICL D ERE, BB, SEELRER CNEE O FERRETHZ LN H D,
WE : RO ER G NEONTIGEICE, BEHIKRET S Z &, ERBBENT-HAIE, #0722
KHEFIEEIT ) Z &y ARBIOWHIPRN 4.7~84 B THDH L 2EBE L. +oBlEE21T7o 2
o RENZEINIERET D FIEITH BTN,

1.8.49.1 BEDHERERMKRLI-BERE

PMDA ([C L D FEDFEREZFEE X, WEDCHZLTOLEBY TAFZHIMNIERES LI EITHM
BTV, | & LTz,

AR BB T L 0 . KORREIE, b, LB O EIE DR SRR 5 - & Db b,
B - AR RIS R T B TR B TR,

1.8.4.10 BRALDIEE

AN ZATEFICOWTIE, BHICHESEHRE Lz, £RARC YW TIE, RANL, —MRIIZK
RMOFELEEZLND Z EnD, IR EO—RVR2EREE L CRe#E L,

(1) ZEHIZATEE . PTP R OMFNIPTP > — ML HV L CIRAT2 Lo RES 52 L,
[PTP > — M DFAERIZ K U | BEOGIA TS BB R A~FIA L, IR A#E 2 L CHith
HREDEEREGIHEL DT 5 Z LAHE SN TVD, ]

(2) BRAEF : +oEDOKE & BITIRHAT 2, Gl e SHe PR )RV &3 2 b5 B 121X
HANCAFDIRHFTRE2 Z L 2R L THAER LRSS 2 &,

1.8.4.10.1 BEOHEEZRML-BRALDIEE
PMDA |[Z L 2 HFEOH A E 2, ) RABOTEEZHIBR L,

EXIZATEF : PTP AEEDOFEANL PTP > — 2OV HH L TIRAT A L o e 252 &,
[PTP > — P OREEKIZ LV . FHWEIA A REREA~TIA L, BT AR 2 L CHERRIR &%
DODEERAGIHEZIRT D Z ENRESN TS, ]
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MDV3100 1.9
— k9B R

1.9 —RMEMICRLIXE

1.9.1 JAN

ERE 25 4F 6 H 17 HBAED EE LA FREM @B W CERL — R4 R FEE & L CFik
S, FERK264E 1 H 9 AAFERAHRAS 0109 25 1 52 CEM SNz, REICABRNZRT,

JAN :
(AAR%) = L2 IR
(£ 44) Enzalutamide

654
(AARL)  4-{3-[4-2T ) 3«(F U TZNFa AFN)T = =)L]-55-2 A F)L-4-FF V-
ANT 7= VFT oA IZL YDA AN2-TIVFB-N-AF LR XT IR

e

(& 4)  4-{3-[4-Cyano-3-(trifluoromethyl)phenyl]-5,5-dimethyl-4-0x0-2-

sulfanylideneimidazolidin-1-yl}-2-fluoro-N-methylbenzamide

HaC CN
3 N S
H )t
N~ °N

1.9.2 INN

r-INN : enzalutamide

AL, r-INN List 69, WHO Drug Information, 2013 427 % 1 % 56 HIZINHE S 1TV D,

- et |



1.9

HAEZER 01098 15
YRk 2645 1 A 9 H

SHRERREEEER B & B

EEFEHETERRMAFETERR
( &~ H®H % ®B )

EER O —EHIZ ROV T

BMEAT DV T, TEFEMO—RMLAHOBIRITOWT] (Fk 1843 A 31 A
BFE 0331001 SEAFBHEEEELBREN SIZLOVRIFE-STNEEZATH
D, SRR, BHPEICBITHIEER—MRMLFF (LLT [JAN] LWvw3,) 2201 T,
FCREBEDO L BV EDREOT, BTHOL, BETEREEAMS LS U AR
EREV =20, :

(/)
AAEZER —MRABFRT —F~—RX : URL- hitp://jpdb.nihs.go.jp/jan/Default.aspx
BUERDOERD. S B, JAN LA OEFOFRIT, BT —F X—RAOBERTHETSD
ZEELTVWET,)



1.9

RS

A1 INN & OBAEBEONLTEECH B LD
(3ERE 18 45 3 A 31 BIEABERY 0331001 BEAHHE EEES AFAFTHER MM

RTRIE 1)

BEED 24-2-A1
JAN (H&E4) : 7755 ~—HiEkiE
JAN (& 4&) : Glatiramer Acetate

FS5FS—EE, LAY IV, LTIy, LFasy, L) b bt
K& B IEE 4y F B 5000~9000 DR U R7PF RFIREMTH D, L-F V7 I @k, L
FH=v LFuiy L 0T S ) BEEOT LRI, 0.129~0.153, 0.392
~0.462. 0.086~0.100 KX 0.300~0:374 T 3,

Glatiramer Acetate is a mixture of polypeptides consisting of L-glutamic acid,
L-alanine, L-tyrosine and L-lysine. The average molecular weight is 5000-9000.
The molar fractions of L-glutamic acid, L-alanine, L-tyrosine and L-lysine
residues are 0.129-0.153, 0.392-0.462, 0.086-0.100 and 0.300-0.374, respectively.

1/18



BEES 24-3-Al
JAN.(HZIV%) 7V RS
JAN (¥ 4) : Crisantaspase

7S ) EES

ADKLPNIVIL
NVKGEQEFSNM
SAYFLHLTVK
GVMVVLNDRI
KLHTTRSVED
GAGSVSVRGI

ATGGTIAGSA
ASENMTGDVV
SDKPVVEVALA
GSARYITKTN

"VRGLTSLPRV

AGMREKAMEKG

ATGTQTTGYK
LKLSQRVNEL
MRPATAISAD
ASTLDTFKAN
DILYGYQDDP
VVVIRSTRTG

AGALGVDTLI
LARDDVDGVV
GPMNLLEAVR
EEGYLGVIIG
EYLYDAAIQH
NGIVPPDEEL

NAVPEVEKLA
ITHGTDTVEE
VAGDKQSRGR
NRIYYQNRID
GVKGIVYAGM
PGLVSDSLNP

AHARTILIMLA LTRTSDPKVI QEYEFHTY

Cis46Hz2510N 432047659

7 W ¥ A—EE, Erwinia chrysanthemi D HBEAESNB LT AT E LTI
R EEERCTHS. 2 VB A—E13, 32T @07 I /BEENGREY T
2=y M ASFRLERINBF NI ETHB. '
Crisantaspase is L-asparagine amidohydrolase, which is produced in Frwinia

chrysanthemi. Crisantaspase is a protein composed of 4 subunit molecules
consisting of 327 amino acid residues each. .

2/18

1.9



1.9

Hlg 2 INNICUHE S e 5 B oBAE BT 5 ERS —AH4AH
(ERk 1842 3 H 31 AEAEAERSE 0331001 SEAHHEERALFFETHEERNIC
Rk 2)

BERELT 242-Bl

JAN (&%) v be=v B
JAN (3% #4) : Sepantronium Bromide

0
& Nﬁ\ o—CH,
| >—cn, B

N

Ca0H19BrN4Os

B 122 hHF T ZFN)2-AFNAN49-PFF V-3 (EF P2 AN AFA49- D
Fa-1587+7 b23-dA 258 —n-34 75

1-(2-Methoxyethyl)-2-methyl-4,9-dioxo-3-[(pyrazin-2-y)methyll-4,9-dihydro-
1A-naphthol2,3-dlimidazol-3-ium bromide

3/18



By 24-2-Bll
JAN (BAA) : RAF4xeF - RikHERE
JAN (¥ 4) : Vortioxetine Hydrobromide

C1sH22N2S« HBr
1-[2- 24 AFT =R 7oA T 2= BT P —RibKEEEE

1-[2-(2,4-Dimethylphenylsulfanyl)phenyllpiperazine monohydrobromide

4/18

1.9



BHigB{E S 24-2-B13
JAN (AAE4R) :HLv740y/ 37
JAN (3% 4) : Carfilzomib

CHs

CaoFl57N507
NI 2-[(=AFRY o d-ANTEFMVNTI /4T == VT H ) A AL A AL
T 2=V T T = N2 4 A F -1 [QR-2- A FNF X T 09 A N 1-AF 2

B2 AN}TF IR

NA(2,9-2-[(Morpholin-4-ylacetyl)amino]-4-phenylbutanoyl}-L-leucyl-Lphenylalanin-
N{(29 -4-methyl-1- [(2B)-2-methyloxiran-2-yl}- 1-oxopentan-2-yl}amide

5/18

1.9



BixEE 24-3-B5
JAN (HA&R)  AFAFrbhrdy B
JAN (3 4) :Methylnaltrexone Bromide

C21H2sBrNO4

BbGRITR-1T-( 7 n 7 AF )45 TR % -3,14-P RaFi-17-AF /-
6 FXyEARLFLITA T A

- (GR17H)- 17'(Cyclopropy1methyl)'4,5'epoxy'3, 14-dihydroxy-17-methyl-
6-oxomorphinan-17-ium bromide ‘ '

6/18

1.9



BEES 24-3-B6
JAN (AAE4) : FaIF=7 Ky
JAN (%‘ 4) : Dacomitinib Hydrate

T
N

0
BDOO
N \/\)J\ =N * H0
H
- HN \@m
F
C24HoasCIFN5O2 + H20

QCE-N-[(3-rvu-d4-70Fe 7= 7 I 217 A % F 0 064 N4
RY LA NI B2 T IR —KF

(2. B): N{4-[(3-Chloro-4-fluorophenyl)aminol-7-methoxyquinazolin-6-yl}-4-(piperidin-
1-yDbut-2-enamide monohydrate '

7/18

1.9



BixF= 24-3-BS

JAN (AAL) : My 7AU DY
JAN (Z& 4£) : Trifluridine

Ci10H11F3N205
2-F A X5 (R TAFTRAFA)T Y DV

2-Deoxy-5-(trifftuocromethyluridine

8/18

1.9
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BHEES 24-3-Bll
JAN (A&4) : TAFILENL
JAN (¥ 4) : Asunaprevir

CasH4sCINs09S

129-1-12854R)-4-{T-7 v a-4-2 b V&) U114 A AH)-2-((1R2.9-1-
(2 v 7/ R AN BRI AREA ]2 2T 2 7 BT 0 A ST A ))
ol U1 A 83U AFN AR T2 A NIRRT VEELL VAT
F I '

1,1-Dimethylethyl {(2.9-1-[(25,4 B)-4-({7-chloro-4-methoxyisoquinolin-1-yloxy)-
2-({(18,2.9-1-l(cyclopropanesulfonyl)carbamoyl]-
2-ethenylcyclopropylicarbamoylpyrrolidin-1-y1]-3,3-dimethyl- 1-oxobutan-
2-yljcarbamate

9/18

1.9
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TEEES 24-3-B12 :
JAN (BA%) : #7757 A VEHEE
JAN (3 #) : Daclatasvir Hydrochloride

H
o/&o Chs

OHs
CH?YO H Qq 0
N -

HC/L" NH AN O Q \\'f"' ;/EHCH «2HCI

ae

| CHs

CaoHsoNeOg* 2HCI
NN, €7 =244 P A NVER{LHA 7 — 05204 - [(29-v'= ) Do
2,1-ZANNAY B AFNLAFY T E 12 VANPDEHNRI VBT AT T
2348

Dimethyl N, N*([1,1-biphenyll-4,4’-diylbis{l F-imidazole-5,2-diyl- [(29-pyrrolidine-
2,1-diyll[(1.9)-3-methyl-1-oxobutane-1,2-diyll})dicarbamate dihydrochloride

10/18

1.9

12



HiFES 24-3-Bl3
JAN (RA4) 727U o=w sl
JAN (F 4) : Aclidinium Bromide

C2sHzoBrNO4Se

BiL(BA)-3-[2- Fuz ﬂrf~‘/-2,2-~‘/“(%7'l*7 22T FAFTHE ] 1-(B- T = d X
T )T =T saegld s &

(3R)-3-[2-Hydroxy-2,2-di{thiophen-2-yDacetyloxyl- 1-(3-phenyloxypropyl)-

1-azoniabicyclo[2.2.2]octane bromide

11/18

1.9
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BRixEE 24-3-Bl4
JAN (A&4£) : VL Fa 3 ~Su2Kkfih
JAN (¥ #4) : Zoledronic Acid Hemipentahydrate

CsHioN207P2+ 21/2H=0

[1-b Fexi2(0HAIF—N-1A M) F L1 DA NVPRARVE ~IXy
# IKFn

[1-Hydroxy-2-(1 F-imidazol-1-yDethane-1,1-diylldiphosphonic acid
hemipentahydrate ' '

12/18

1.9
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ZiEE 24-3-B15
JAN (AAR4) : =L ENL
JAN (¥ 4) : Vaniprevir

CasHssN50905

(6R75108-10-(1,1- P A FA=FA)NAR2E)-1-IN( 7 v Fu vy ARG
NrE A N] 2 F T u T a e y-15,15-F A F1-8,9,12- b ) AF V-
2,3,5,6,7,8,9,10,11,12,14,15,16,17,18,19-~% 47 & Fr-2,2358 VA ¥ / -1 HRY
Y A1,10,8,6,12]1 V4% 4 b Y TH YT uA~r A av T ANREY IR

(5R,75109-10-(1,1-Dimethylethy)- N{(1LE,2 R)-
1-[V-(eyclopropanesulfonyllcarbamoyll-2-ethyleyclopropyl}- 15,15-dimethyl-
3,9,12-triox0-2,3,5,6,7,8,9,10,11,12,14,15,16,17,18,19-hexadecahydro-
2,23:5,8-dimethano-1Hbenzolxl[1,10,3,6,12]dioxatriazacyclohenicosine-

T-carboxamide

13/18

1.9
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'quﬁﬁ%%% 24-3-B17
JAN (R&4)  AnvFazxil
JAN (3t #) : Orteronel

C1sH17N3z02

8- [(79-7-¢ Fuxi-67 Yk FusHvoull2-ds I &) —n-TANV]-NAFALT
TELLHNFRFY IR

6-[(7.9-7-Hydroxy-6,7-dihydro-5 A pyrrolo[1,2-dimidazol-7-yll 'Nmethylnaphthalenel-
2-carboxamide

14/18

1.9
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HekdE S 24-3-B18
JAN (AA4)  TIET T —LAkFil
JAN (3 4£) : Aripiprazole Hydrate

H
(\N/\/\/O N.._-0 -
N . - H20

Cl
Cl

C23Hz27ClaNaQs2-H20

7-{4-[4—(2,3_—-‘/‘7 BT oWV ERF 1A VT R34V Kk ) -
2(0H)-A —kFny

7-{4-[4-(2,3-Dichlorophenylpiperazin- 1-yllbutoxy}-3,4-dihydroquinolin-2(1 A)-one

monochydrate

15/18

1.9

17



RExER 24-3-B20
JAN (BA&A) : AT 77 t‘fﬂ/'ﬂ‘ NV
JAN (3£ 4) : Dolutegravir Sodium

CooH1s8F2NaNaOs

(4R 1229-9-{[24- 7 NA 0 T 2 =) A F NI NISTA Vp-d- AF V6,8 F /-
3,4,6,8,12,12a-~F % & Fu-2HF Y F[1'2"4,5]15 2 / [2,1-BI1, 3] X4 -7- 45
—b —FhUTAE

Monosodium (4 %,12a.9)-9-{[(2,4-difluorophenylmethyllcarbamoyl}-4-methyl-
6,8-diox0-3,4,6,8,12,12a-hexahydro-2 Hpyrido{1',2":4,5]pyrazino[2,1-5][1,3]loxazin-
T-olate

16/18

1.9

18



1.9

BepFEE  24-5-B4
JAN (HA&4L) = HFAL#I K
JAN (3 4) : Enzalutamide

_F
0] F F
HiC._ CN
AN S
H N
N N
H3c”> Q :
CHy ©O
C21H16F4N402S

4-{3-[4-2T7 7 3( PV TNABRRAFANT 2 2 )V]5,5-F AFNd-F VY 2-A)N T 7 =1
T oA IFSY DA NF2-T N A TN R F AR AT IR

4-{3-[4-Cyano-3-(trifluoromethyl)phenyll-5,5-dimethyl-4-oxo-
2-sulfanylideneimidazolidin-1-yl}-2-fluoro- ¥ methylbenzamide

19
17/18



1.9

BIRER  24-5-B7 |
JAN (HA&EA) : 7ANVT FAF b (BETFHERR) [(T40T 5 AF LHERS]
. JAN (% 4) : Filgrastim (Genetical Recombination) [Filgrastim Biosimilar 3]

72 BRI RNV RIVT 4 FiEE

MTPLGPASSL PQSFLLKCLE QVRKIQGDGA ALQEKLCATY KLjﬁHPEELVL

LGHSLGIPWA PLSS(llPSQAL QLAG(llLSQLH SGLFLYQGLL QALEGISPEL

GPTLDTLQLD VADFATTIWQ OMEELGMAPA LQPTQGAMPA FASAFQGRRAG

GVLVASHILQS FLEVSYRVLR HLAQP

CsasH1339N223024359
TANTT AF LI, B L v MERER 2 o =—RlEFCH Y, N KR F4
=UBRBA LI 1T BT I JBEENERBZ NI ETHD.

Filgrastim is a recombinant N-methionyl human granulocyte colony-stimulating factor
consisting of 175 amino acid residues.

MIAN SO FHRIT, BEE LTHERLELL,

18/18
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MDV3100 N
BX - BEFORTEEEHOFT LD

110 =E - BEFOREEEEEHDFT LD

ik % | 4-{3-[4-Cyano-3-(trifluoromethyl)phenyl]-5,5-dimethyl-4-0x0-2- sulfanylideneimidazolidin-1-y1}-2-
4, « B4 | fluoro-N-methylbenzamide — (514 : = P2 I R) KOZEOHRH

o F F

H3C N s CN
M H L
N N

b

[y
>

i

FHRUNERT ST IR

i

W, RACIE= A Z I RELTI60mg & 1 B 1RO #&EET5,

i
ki

Bk =Pz IR
RIF| . A 7 AP H TV 40 mg
(OB THNAFZoPILE I R 40 mg 2EHT 580 7 EILA]D

Pt 3 Bl @ g
A

SEeE
g ®

N T AT T AR 1




MDV3100 N
BX - BEFORTEEEHOFT LD

HAa % 57

iyt RN 0> B ot £

< U AMEMERR O | 200~400 mg/kg (HAEIRE 0% 5 TK 5ABR)
BV IERERS A G- >100 mg/kg (H[EIFE O $25- TK #35R)

ERGEE (20 1)
BhE| Kh5E TR

v
g A (R | (mg/kg/day) | (mg/kg/day) i
10 >10 mg/kg : BB ORI 0> 22 f i)
FIET RN >30 mg/kg : FTEEIEMN, BEERD (H), MR
<2 | 438 Ol 10, 30, 60 | Hrfkno>ZE EHN (HE), FEFEEERD, KR LAEERD, 1T

o L T DI

aNEE R S

ﬂa@gg@ 60 mg/kg : SEL- - BSE, BB T, VEITU, FETE -
R R b, A - BUREBY A

AEH G (20 2)
BL | &E | BhE TR

D] s | s | (mg/kg/day) | (mg/kg/day) LApTR
>10 mg/kg : RINZIR - FE3E « RS 11 ke
itk o [PROmeke s B, 1% E — g
(T ] (K, ¥z &8 (), 77 &
g | (HD. BRI, FERIAOSE AREIRK ()
7 b |48 | &R |10, 30, 100 100 mukg : FRMEREID, ~T 70 o Rid, ~

SRt e, R, ) >

) o (M), LR o— L8N (M), B
o7 BN (M), EIEEESN, FEERN (),
IR O & APERER ()
210 mg/kg : (KA (M), K5%e/h, TERIER (),
AISZAR - HE2E - RS BORE R, PSRN (HE),
NBEFDVERFRIBGAE R (M), HEFE - LIRS IR
b, FEREZEN, FUIRZENT (FE), FLARMUYEDLSR (M),
FERE, TERAMEKE B,  FOR IR
sy i TBK S 7 (R (), BT B BTAE AT B (),
7> b | 263 | #0110, 30, 100\ 1,0 T RIS ()
>30 mg/kg : (REBID (H), # » 37 &Hm, 7
VT IR, a7y BN, Ca EHIN, CI
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Part 1. Method Development and Validation
of an LC/MS/MS Assay for the
Measurement of MDV3100 in Rat Plasma in
Support of Pharmacokinetic and
Toxicokinetic Investigations

Part 2. Cross-Validation of an LC/MS/MS
Assay Using Deuterated MDV3100 as
Internal Standard for the Measurement of
MDV3100 in Rat Plasma
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PRO3100NCO03

Long-Term Stability of MDV3100 in
K;EDTA Rat Plasma with Freezer Storage
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The LC/MS/MS Quantitation of MDV3100
in Rat Plasma between 0.0100 and 10.0 p
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Validation of an Analytical Method for the
Determination of MDV3100, M1, and M2
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Long-term Stability of MDV3100, M1 and
M2 in Rat Plasma Using LC-MS/MS
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Partial Validation of an Analytical Method
for the Determination of MDV3100, M1,
and M2 in Rat Plasma Using LC-MS/MS
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Cross-Validation of an LC/MS/MS Assay
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Plasma in Support of Pharmacokinetic and
Toxicokinetic Investigations
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PRO3100NCO7

Part 1. Cross-Validation of an LC/MS/MS
Assay Using Deuterated MDV3100 as Part 1.
Internal Standard for the Measurement of
MDV3100 in Dog Plasma

Part 2. Partial Validation of an LC/MS/MS
Assay Method for the Quantitation of
MDV3100 in Dog Plasma with K;EDTA
Anticoagulant

4.2.2.1-15

PRO3100NC06

Long-term Stability of MDV3100 in
K,EDTA Dog Plasma with Freezer Storage

4.2.2.1-16

PRO3100NC97

The LC/MS/MS Quantitation of MDV3100
in Dog K,EDTA Plasma between 0.0100
and 10.0 pg/mL

4.2.2.1-17

9785-ME-5010

Validation of an Analytical Method for the
Determination of MDV3100, M1, and M2
in Dog Plasma Using LC-MS/MS

4.2.2.1-18

9785-ME-5009

Long-term Stability of MDV3100, M1 and
M2 in Dog Plasma Using LC-MS/MS

4.2.2.1-19

9785-ME-5002

Validation of an Analytical Method for the
Determination of MDV3100, M1, and M2
in Monkey Plasma Using LC-MS/MS

4.2.2.1-20

9785-ME-5006

Long-term Stability of MDV3100, M1 and
M2 in Monkey Plasma Using LC-MS/MS
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4.2.22-1

PRO3100NC21

Pharmacokinetics Study of Single-Dose
MDV3100 Formulated as Either a CMC
Suspension or Solution and

Given Orally to Male CD-1 Mice

HEZAS

APV

4.2.2.2-2

PRO3100NC108

Single-Dose Pharmacokinetics of
MDV3100 Following Intravenous or Oral
Administration to Male Sprague-Dawley
Rats

Medivation, Inc.

Medivation, Inc.

AP R

42.2.2-3

9785-ME-0003

Absorption, Distribution, and Excretion

After a Single Oral Administration of **C-
MDV3100 to Rats

4.2.2.2-4

PRO3100NC11

4.2.2.2-5

9785-ME-0002

Pharmacokinetics Study in Dogs of Single-
Dose MDV3100 Formulated in PEG 400
and Ethanol and Given Intravenously or
Formulated as Either a CMC Suspension or
Solution and Given Orally

st

At At

L1

HEZAS

At At

Blood and Plasma Concentrations and
Excretion of Radioactivity After a Single
Oral Administration of **C-MDV3100 to
Dogs

1

L1

HEZAS

At At

4.2.2.2-6

PRO3100NC53

Single-Dose Oral Pharmacokinetics Study
of Six Formulations of MDV3100 in Male
Beagle Dogs: Five -Based Liquid
Formulations (Four Solutions and One
Emulsion) Administered by Gavage (20
mg/kg) and One Particulate Formulation
Administered in a Hard Gelatin Capsule (6

mg/kg)

Medivation, Inc.

Medivation, Inc.

st

At Ak
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4223 9
CTDNo. | isdgke oAy el SR ST [ e | BWES [BEERO
’ il

Tissue Distribution of Radioactivity
Following a Single Daily Oral

4.2.2.3-1 | 9785-ME-0016 L - ] — ST A
Administration of *C-MDV3100 to Rats for ‘ﬂ%ﬂ 2l R
21 Days
Plasma and Whole Brain Concentrations of H
4.2.2.3-2 | 9785-ME-5016 |MDV3100, MDPC0001, and MDPCO0002 in ] Esla — AT R
a Mouse Convulsion Study H
Identification and  Quantification of
MDV3100 and its Metabolites in Whole ~
_ N _ S AT R
4.223-3 | PROSI00NCE4 g i1 Homogenates after 7-Day Repeat Oral '%H L s+ AR
Dosing of *C-MDV3100 in Rats
In Vitro Plasma Protein Binding of ~ e e
4.2.2.3-4 | 9785-ME-0021 MDV3100 in Female Rabbits ‘ﬂlﬂ Bl RIS
4.2.2.4 K
CTD No. Wit XA hv EH i 391 ] BN ES R o BHGE (B ERO
(P, HESH) 9
Metabolite Profiles of MDV3100 in

Selected Rat Plasma, Urine, Bile, and Feces

Samples after a Single Oral Dose of **C-
mMDV3100 in [l Study No. 8227307

4.2.2.4-1 | 9785-ME-0007

‘ﬂl i HESH — | FwfEE

Supplemental LC-MS Analysis of Plasma,
Urine, Bile and Feces Samples Collected
from Rats in Study 9785-ME-0003 and
Dogs in Study 9785-ME-0002

4.2.2.4-2 | 9785-ME-0034 EW - FFA & Bt

Bh
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LC-MS Analysis of Plasma, Urine, Bile and
Feces Samples Collected from Rats after ~ e e
w2243 | aresmeonss |G e By e— @ || e
[*cIMDV3100
Metabolite Profiles of MDV3100 in
Selected Dog Plasma, Urine, Bile, and Feces ~ . s
4.2.2.4-4 | 9785-ME-0006 ] ] — AFAT R
Samples after a Single Oral Dose of **C- ‘ﬂ%ﬂ 7% R
mMDV3100 in [l Study No. 8227309
LC-MS Analysis of Plasma, Urine and Bile
4.2.2.4-5 9785-ME-0014 |Samples Collected from Dogs after Single '%H . N _ A G
Oral Administration of [**C]MDV3100
4.2.3 FHHEHER
4.2.3.1 HEESSEHER
N o %&*ﬁiﬁ B éqz,ﬁfﬁ:ié\*;l' *
CTD No. WEEE S HA bV & ESy | AR FEfE S T (EN, HEA) HGE | ZBEERO
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A Preliminary Single Oral Dose .
423.1-1 | 9785-TX-0002 [Toxicokinetics Study of MDV3100 in Male ‘Z‘I A ] EWH - SEER
and Female Crlj:CD1(ICR) Mice
A Preliminary Single Oral Dose N
4.2.3.1-2 | 9785-TX-0003 [Toxicokinetics Study of MDV3100 in ‘ﬂ% A EW - SEER
Cynomolgus Monkeys
4.2.3.2 REESSHEHER
CTDNo. | #WiH#& 54 Ry EH SR RIS 7 @ | BRE | BEERO
’ Gl
A preliminary 1-week oral dose toxicity ~ S
2.3.2- -TX- A (. = - BEER
4.232-1 9785-TX-0007 study of MDV3100 in mice A = SR
A 4-week oral dose toxicity study of E
4.2.3.2-2 | 9785-TX-0008 [MDWV3100 in mice with a recovery period of ﬁ A — EH - A
4 weeks
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A Preliminary 1-Week Oral Dose N
42.3.2-3 | 9785-TX-0011 [Toxicokinetics Study of MDV3100 in Male ‘ﬂ% i _ EW - SEEE
and Female Rats
Preliminary 14-Day Oral Gavage Toxicity "
4.23.2-4 | PRO3100NC15 |and Toxicokinetic Study with MDV3100 in ‘% 5 I Iz - SERR
Rats
4-Week Oral Gavage Toxicity and - H~
4.2.3.2-5 | PRO3100NC17 |Toxicokinetic Study with MDV3100 in Rats ‘ﬂ% I ] biT%4S - STAT
with a 4-Week Recovery Period
26-Week Oral (Intragastric Intubation) - A~
42326 | PRO3100NC39 |Toxicity Study of MDV3100 in Rats ‘ill 5 I 7S - AT R
Including an 8-Week Recovery Period
Preliminary 14-Day Oral Gavage Toxicity A~
4.23.2-7 | PRO3100NC14 |and Toxicokinetic Study with MDV3100 in - ‘% 5 I e - SEEHR
Dogs
4-Week Oral Capsule Toxicity and N
4.2.3.2-8 | PRO3100NC18 [Toxicokinetic Study with MDV3100 in - ‘i!l I I 24N - SR A
Dogs with a 4-Week Recovery Period
Toxicokinetics of MDV3100, M1, and M2
in Dog Plasma - “A 39-Week Repeated Oral
Dose Toxicity Study of MDV3100 in H S
4.232-9 | 9785-TX-0013 Beagle Dogsiollov)\:ed by a 13-Week ‘/Eﬁ%ﬂ I = B BHEH
Reversibility Study (Study No.: [JJjj321-
421)” -
13-Week Oral (Intragastric Intubation) - E
4.2.3.2-10 | PRO3100NC38 [Toxicity Study of MDV3100 in Male Dogs ‘&% i _ ZAN - S A
Including an 8-Week Recovery Period
4233 EInEMHHR
4.2.3.3.1 In VitroitE&
. o e I R . IR -
CTD No. s EE 2 A v EH S it 15 ] kR S Ht 5 P (EWN, #E5h) s ég%%ﬁﬂ@
Salmonella-Escherichia coli /Mammalian- N
4.2.3.3.1-1 | PRO3100NC35 |Microsome Reverse Mutation Assay with a ‘ﬂ%ﬂ MgaN - S S )

Confirmatory Assay

I
|
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L5178Y TK™ Mouse Lymphoma Forward
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A Micronucleus Test in Mice Orally Treated ~ B ol
4.2332-1 | 9785-TX-0005 | .. i\ /0100 r 'ﬂ%ﬂ — =N AT
4235 HEFRASMHR
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Preliminary Study for Effects of Orally- "
42352-1 | 9785-TX-0006 |administered MDV3100 on Embryo-Fetal ‘ﬂlﬂ Esla - SE Gk}
Development in Mice
Study for Effects of Orally-administered E
4.2.35.2-2 | 9785-TX-0009 [MDV3100 on Embryo-Fetal Development ﬁ A ESlo - FA )
in Mice
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Bacterial Reverse Mutation Assay ~ 5 3 =07 f vl
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) impurity 11 e B e
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Bacterial Mutation Test of impurity 1
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i 2-Week Oral Gavage Bridging Toxicity and e B S T
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A Phototoxicity Study of MDV3100 in A S
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Study Of Subacute Oral (Intragastric
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