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7.0 BWEHDSZBLL 2341013, DT oilEE2EE L T,
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12, ER P ICERBE 22T L )BT S L
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AFEEICCYP2C8, CYPSAR U A LV KRF L LA F
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75 F1B1(OATPIBD) # #%E 3 %, [16.4, 16.7. 7]
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16. EYEIHE

16.1 MigE

16.1.1 BEE%KE

TEHERL A FHI60™ ~240mg & IR % G- Lz & &, 7/0L s

3 PR OEER B WV-BE A T VAK) D Crax St FAUCel ., HE42

2B LT L 22V,
BERAICERZBRZOKELEZEED
TINVE I NOEYPFHENT X —4

8 BB Tmax® Cumax AUCunt Tz
(mg) (h) (ug/mL) (ug’h/mL) (h)
N 250 :
60 6 | (150 400 | 0-870£0.192 | 63.913.1| 13862.0
120 6 1.7 1.73+0.285 | 147+36.7 | 169+54.0
(1.00, 3.00) | T73*0: : :
240 6 3.50 3.12+0.745 | 227°+26.6 | 130°+36.9
(2.00, 5.00) | 3:12%0: : :

A = B A, a0 PR (FEFE) . bt n=5



BERAICARZBEEZEOKRELAZEZD
N-BEX FIVEDEYENRE/INT XA — 4

= e Tmax® Cumax AUCus Tz
(mg) (h) (ng/mL) (ugh/mL) (h)
) 156
60 6 | (120 a6 | 011200396 | 52.3+8.81| 169+70.2
120% 6 324 10.175+0.0481 | 105+5.67 | 220+77.3
(144, 504) |0 : : :
) 156 . o
240 6 | (o e | 038520102 | 206349 | 16732 4
ST + A, a0 POl (JEFH) . bt n=5
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0.0
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BELUEEZDTINIVE I NOEYENEE/NT X — 4 (Cyclel Day22)

840 1008 1176 1344

Jiih = B Tmax® Cuax AUCo-2mn

(mg) (h) (ug/mL) (ugh/mL)

240 6 1.44 757+1.19 | 122%17.5
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TEL) BRI [ A AR R
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HEPEL) EOHIZE Y. 25T ADCan L FAUCIEZNZ
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16.7.5 7x¥V 717+ (P-gpDEHE) HFREEE & B T S E1SIRE)

FHIRGUE R LI B A R & L7 BV C RIS 4L *17.1.2 EREEFS I H3E (PCR3002:KER)
H2160) . A# (240mg 1H1AFES, EFHRE) L 7%V 7 < FEBT A L. ADTRIAH6» H LA™ ORI AET B3 & 5t
F T (B0mgHiG) Lo HICL D, 72XV T ST D LI12, ADT™OPHT T, Kl TSR EEds2 L% H
AUCHB0%iHA L 720 Consl ZHRRMEZE D B 5 5B ILED H i e LEZEERT v & 2MEREEAFE I & 17z CERD AT R R
Mol WHEAT—%) [10.28H] BI105261, HA NGB o AFIEETIIAF240mg % 1 H 1Al H #£17
16.7.6 O X/NX &2 F > (BCRP/OATPIB1NDEH) e L7z FEFFMTE B 3 440 (0S) K OV Hi g 5212 20 <
FBIRPUPERT S I B A R R & L 7B B C (TR G4k HERA T AP EA R (fPFS) & 3E S 7z OSO I RTERHT (AT A N >
[H2061) . A#] (240mg 1H1EFES-. EHIRGE) L 1o AN 8 F F55200) OFE G, WEE L ISP REILREETH oo OD, K
(10mgHi 4% 5) L OBEFIZ L D, B ANAS F 2 DAUCH 4% FIHE TR FIICAE B R ERE 2R L7z (O — R 10,671, 95%
B L7o ConxlCERINEIRO D B HBIIBO SN LD 5729, (§F fEHAIXE © 0.507~0.890, J&llog-rank#5E : p=0.0053)s F7z.
EA7T—%) [10.22H] rPFSO L ZAFIFREE, 7T L ARE22.08% H T, KRHIHE
16.7.7 ZOf THREFMICEEREERZR L (N — R 1 0.484, 95%1E1H
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- 728V E 2 R RON-Ii A F VAR vitro CP-gpDIE TH 510, EDHAF v > Tly i EOBERBAHR SN BE (BRENFLy FrO&H
TN E IR R ON-BLAFOVIRIZCYP2B6 K SCYP3A % 355 O E. CTXIIMRIZE W T b BRI HR S 2 EE) hA AN
L. CYP2B6. CYP2C8. CYP2C9, CYP2C19Jz U"CYP3A % [ Sitze WIRIER UL Y ¥ SHil O A Z 4§ 5 BB ERIL S iz,
EFDIEHIRENTNLY Y, F720 P-gp. BCRP. A7 FE2) BURHERT T IR 12+ 2 ADT (5 » 4 2MEDVERT E TIZSE T LTH Y .
FA N AR—=5—=2(0CT2). A7 =F > FTF v AR— EEBELIA DB AR D) IR S Nz,
5 —3(0AT3) L U'&H - HELEWHELER (MATE) % HE W3) R 2 AT B HISIRRESS 2 BASEE & LC. ©63 1 2 VLA D
+ 21019 [10. 58] K8 % v Vg5 (BHAE 52T © 5 MLEI27 HUATH Y . 2T >
)7 L7 ¢« 7O IL(CYP2CSFHEH) & 2 ALHTIZ T % b 0% B AT IR ML PSA ORI ATED & T2
TR 2R & L 723 B C (AT 42 H - fF I BELSH) WEIZHRS) . @17 — A DREHIRER COFM A S h iz,
+ JEBEREELSB) . 7SV Sy 2 RN (240mgH AR G) & r AT 4 7 TE) SR EH L TOR VAR, T Y 8 AbD14H BLERTA S
o VL (600mg 1H2MH%5) Lot HIcL ). 7/9vy I Ko PR Z M 2 BAG S 5 2 & L SNz,
Craxld21%384> L. AUCIZ68%3E I L 728 o (JFEAT— %) 100
R BIREE TV L BV I 2L —Y a YIZBW T, 7N
% 3 F(240mg 1A1EH%S) &7 47 4 702V (600mg 1H20H
BE)EDHHIZEY, Ty I FOERIRAEIZ BT B Crax 2 T 80
AUCIEZENZEN32% L D 44% N3 2 L HfEsE S n7z¥, [10.25 0]
1:2) EN AR K
(8) U7 7> EY > (CYPSARUCYP2C8EEH]) ~ 60
BT T VICL B 32 —Y g Y IZBWT, TN g
%3 F(240mg 1H1EHES) &) 77 > Y'Y ¥ (600mg 1H 1 ol
) EDBHIZE Y. TV Y I FOEFIREIZE T 5 Coa L O m 40

AUCIZ, ZN2N25% K O34%mA$ % L &9,
4 EFT U A (CYP2CBNET)
FHIRPUERT T IRIE B E R & L 2RI B VT (BT S 4 20
[H12080) . A% (240mg 1H LIS, EHIREE) Ot fliZ, ¥4 7
) % Y (15mgHal#%5-) D Comax . WAUCIZHEFRII I EFHD D 5

WEBERIZS &b GHEAT =) B
0 3 6 9 12 15 18 21 24 27 30 33 36
:; ¥ ﬁ?ﬂﬁfﬁfémﬁﬁfﬁﬁﬁ suppecte st wm)
(RREBER L b EBEIIT R O
17.1.1 ERRHFES I HE5K5% (ARN-509-00355%)
TS B LR (PSA) R IR 2510 % A LU FEY o i s 5 L e TIEA eeaee AR
VLB AT VR BB A RIS, T v Fu s v R OSMKaplan-Meierii#f [PCR3002:%5% A N4MEH*I R B
(ADT)DHEH T T, RHE 7o Re kA2 L2 HWE L7 100 4 -
TEEWT V¥ 2R FENE S A7 ORI AT R S 511207651
HANS561) o AFNEETIEARA240mg % 1 H 1Al H#R 1355 L 72,
FBEERAMIE B 13 A2 AR R R (MFS) & 7%0E S 720 MFSO % ~ 807
ERT (AT A X > D 5R419) OSSR, hdefifiid, ARFI#40.51% A i
772 AR M. 707 H T, REECHIFNICHEELREREZ/RL i
72 (= R 0.297, 95%(EHICH © 0.244~0.362, M llog- g o0
rank#&5%€ : p<0.0001), %Eé”
T ADTAFIbILTw B MICPSAME % A7 < & S 3AMSET 5 2 L & Sh, N
PSAMEDREINEFRIAS10% H LT &S Sz BB AAN SN, & 40
H2)IET A b A7 10 UMEASB0ng/dLA . @PSAMEA 2. Ong/mL#E. KO Y
G138 AL o M52 1 CPS A 0 57530 0 & 4L 72 B HEHU AT 7 C
ARBE DA AN NIz B, BB T O2emAil O 7 ) -
Y SHER AT B BE AN E Sz,
100
O- T T T T T T T T T T T T T
0 3 [ 9 12 156 18 21 24 27 30 33 36
;\S 7 Subjects at risk ﬁﬁﬁaﬁ (ﬂ)
M‘ TSR 527 488 437 381 325 240 229 140 57 14 3 1 0
s 60 AF 525 498 469 434 389 326 315 194 89 21 2 1 0
§§ —e— JStK ---A--- A
g 0" (PFSOKaplan-Meierii# [PCR3002EEE % R REHTI & 6]
204 KENDH G- & ﬂf:;?/ﬁ‘l‘ééfﬁmﬂ%w%zwu (AR N80 % &)
31561 (60.1%) (2B AR S 7ze FEAEWEMIL. FeiE11461
; (21.8%) . HE5768%1(13.0%) . 12T H66HI(12.6%). Z 5 IFEHE426)
0 T T T T T T T T T — T T <80%>\ $4)\H7?<#Eﬁ%1&?ﬁ251§ﬂ (48%)f§)0fio
0 4 8 12 16 20 24 28 32 36 40 44
Subjects at risk %@Féﬁ (ﬁ) 18 %ﬁgd’s;ﬁig
TSR 401 299 229 160 104 62 36 15 7 1 0 0 18-1 1?%1%’% Ny N . N e N
o TOVE I NG T RUFYOT Y Ny Y ZEE(AR) O
A 0 er o L G AR o s o ¥ FREGEMIAORE A Z BATIZHES 5 & & b2, ARDENE
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