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6. AERURE
A&, @E, Ta¥A7Y FELT0.Imgz1HI1E
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8. EEREAIER

8.1 RANIBRIMINE NS Z 6. HER/NRIZHR: - FHE
L7-ZHCMn iz nwZ &, B - BHE L ZRNICMn 256
I, BEBICABEKTHES 2 & [2.20 2.3, 9.59.7,
14.1.2%8]

8.2 KA. MFRIMZARFREETRE (PSA) CEE2 52 50DT,
BV IRBESEOBREICE LTI, LTOSICERT AL, &
72, PSAOMEZ2Z T 5BICIEARBFIORBICOWTHEZIT
SERICHISED LD, BEZRET L L,

- PSAMEIZ. BINEEDOAZ Y —= 2 710 BT 2 EEIEE
Th b, —fixic. PSAENEMEM (BE. 4.0ng/mL) B
toBZEIzIE. E@é&@#ngaao BIZIREMR D E
HixZEBICANZRENH S, 8. KAKRSHOBEET.
AR SHOPSAENEEERB CTH->TH. FILIFED
ZHERN LWL ICEET A &,

- KE 567 ALIEDOPSAEA #i7z s R—A 54 & L,
FORIZHEHEPSAEZREL TR—=2A51 VP 50OEH %
FHEiY A2 &,

-T2y AT Y RiE B REREREI1C0.5mg/HRE L7
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- REFERSFICIB LT, free/total PSAHIZ—EICHEIF SN
DT, BINIREEDO A7) —=> 7O BET% free PSA
ZHEHT 558103, HEEORHBIIANETH S,

9. BEDERZEIZEBICEHTIERE
9.3 FrEkpEE=ERE
9.3.1 EEDHKEEEENH2EE
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BN ERITAHIBENDIH D, [2.4508]
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BENIEICHFETRE SN S, FREREDD 2 BEICKRS
L7280 IIKRIFT SN TRV, [16.4.15H]
9.5 1FiF

ZHICIIBRELZWC E, T RIS FIZTa2y ATY
RE2RORE LER, EREONEFEE O A S .,
AHEIOBBICIDIMF e FOF A MATa VKR L. B
TFHREONATESROFKZEZHET AU EEPREB SN,

[2.2, 8.1z%=M]
9.6 ZFIw

LZHICIEHRE La W & BRI FICEITT 22 13RH
TH 5, [2.2. 8.15H]
9.7 B

MNRFBIZIFRE LW & NEFITRT 2T 2 < /D
BEEZWRE LIBMEROLRLEZIBIZE S LRI
EiE LT\, [2.3. 8.15HE]
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AAENT, EELUTCYPIAATR# S NS, [16.4. 1]



10.2 HAEER (HAICERISZI L)

HHeE HARER - BB W - fElRET
CYP3AAHEEAZE | Ch o ORI E OPFRIC | CYP3A4IZ X B AAID
ERCE & LA OMmMAEENE | REVEESNS,

U hFELE A HUREESH S,
[16.7.2%08]
1. EIfER

ROBUWERNH65bNBTENDHBHDT, BEETTITTVL,
HEPROONTIGEIITESE2RIET 572 EHEY 2 0B %
To52 &,

1.1 EXRZEIER

FrgaEREE. |8 (WI N HEEERE)

AST. ALT. BV LB O ERE %245 FFRERECEHEN
HobONETENDH 5D,

11.2 ZDHDEIER

1%L E 19K 15 S
L ERE, 7 LUILEF—RIG.
MEBAE REEAE, [RBMEZE. m
EMIFE
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s EEARE | R, TR
Z ot BRE. MFCKEN

F) BEPIERBRR LI EOMENH 5,

14. BRLDEE

14.1 ZRIZZHEDER

14.1.1 PTPEEDOEANIPTPY — F 2 SBY H L TIRAT %
EHEEFT L L, PTPY— bOREERICE D B AILH
BEREARA L, BICIZBAZBI L THBRASOEE
REMEZHET LI ENDH S,

14.1.2 KF=5E - Lz w2 &, [8.1%18]

14.1.3 OREIASERE % FI S 215605 2 O T, AFNIH
I, HHTICRASESZ &,

15. ZDHDFE

15.1 BEFREARICE DB

15.1.1 B EERREBICB W T, 18~520FDEFERA (F2%
AT REE 2760, 7T REE D 2301) ARRIC, S2ERB O
BEHMERO4EM OB 5% BRI ZEBL . 729 X7
) R0.5mg/H O HRFEICN T 2 &2 5 L 7z, %552
HEEIZBUT 2BETFH. BRERVOE FHEFHROKSHIE
5OFEFHADR (7T REORERED 5 OEL THRE)
X, FNFN23. 26 TI8%TH D, BTREKROETELE
NOEEIIRD NI STz TaFATY RBICBUT 2K
BFROBERIED S OFEEEARIT. 24EMOBHIHAM%
WKBVWTHBUDEETHo7z. LPLENS, WTNOEF
flFFHICB N TH. 2 TORBE/NT A —F OFHEILIEFH
HEHNTHO. BRNRE LCERICEELZE (30%) 12
WBESEPoTlze £loo Ta ¥ AT RED2HNIZBWT,
BE52ABICERSEIED 590% %2 B2 5B THOBED PR
SNz BER24GEBICITBR L. T2 AT NOBK
BEICRIZTHED, Hx0OBEOZKEICHLEDL D I
BERERZ L OPIINHTH 5.

15.1.2 T2 A7) R2EESSNLEIIRERERE CTEY
HBHPHRESN TS, Tay AT FEBHIABORKE &
OBEEMEIIRETH 5, &, FIEEREREEZNRE L
72~ AER O WEIVERRER (432561) 1I2BWT3BlOAIED
ESINTZ, 2OHB, Ta¥ AT RPERESINIRER T
260 (BEBHMIOGER. 11 H). I R0APHRESINT
FEFITIXIFERE SN TS, ENEFRABR TORE L2V,

15.1.3 A AZFEKE L7250~75% D BH82314] (EEic kv
HISZRRIE A et > DPSAfE2.5~10.0ng/mL) %R & L7-4
EMoEBEREFEE (HAASH 2 &) 2B W,
Modified Gleason Score® 8~ 100 §i 37 D FHR
Tt AREE (0.5%) IR LT a2 A7) REE (1.0%) 2BV
TEM» -7z (XY 222.06 [95%EHEXM : 1.13-3.75])
&@%ﬁ%ﬁ§3@%l)~3)o
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15.2 FEERAREAERICE D < 1B#R
15.2.1 7HTX P LOBERBHICT 24 257 F%2010ng/
Tt/H & TEIRMIE S Lo#ER, 2010ng/IL/HEE (T 24 R
U RZRAL7ZBEEOBKRSMLE /L TI00%RIXE N %
EARE L2358, AESOkg D RENIRE SN A IEERKE
BEDISGMEICHYT 2) OMERREIFNIC. AEKE & DREE
HIIARHTH 205, INE - IE DR EEFRENRO 5N,
15.2.2 v bOBPAFRERBRICBWVWT, BHE (BEHAEIC
BUABBEEONIAIRE) #5812 B M AL E o 804 #
5NTze LA LD 5. RBEEMEER CBEROFERICE
R 25y FORDIWHEED L hAOIHEENEN &5,
b MCRBEBMAEs RIS EARETRIIEVWEEISNT
W3, BB, TTADONWARERBRICBVWTIE, T2y AT
Y RICBET 5 & E 2 5NBBEEOREITOO NG P>,

16. EENEE

16.1 MHRE

16.1.1 BEKS
ERMAICT 24 27 ) F0.5mgz BEREOHRE U7k, H5%]1. 5k
W REIEPEYRE (CmaxFH{E @ 3288.5pg/mL) 123 L. AUCo
1£52316.%hr + pg/mL (FHHME) TH-o7z GHEAT—% 1 £,

=1 BERBAICT19Z7U R0.5mgzBEROES UEOMmEh 1

FATYU ROEYERE/INS A—9 HNEAT—Y)

AUCy+ (hr-pg/mL)

52316.9+20525.60

Tmax (hr)
1.500 (0.75-6.00)

Cmax (pg/mL)
3288.5+1160.89

PEME AR 330
Tmax : FRIE (HiF)

16.1.2 RiE#”S
BHOBHRBREELEICT 24 X7 F0.05~2.5mg™® % 1H1[E24:8
MRERO®RE U7, 55248 0P M R E 0. 1%k 0
0.5mg# 58 T2 Zn1.51+0.96% 130.69+13.90ng/mL T & - 7=,
HEIFERETH Y., MEFT 25 25 FEEMEVSE. SEEEE
HARTHESPICHE Lz, T2 A5 Y FO.1KU0.5mg % 2418 B R EH#
B U7B, MIEREMBE LN ENREKIEZ 12K O20ER CER R
(0.1lng/mL) KiiTH->7 BHEAF—%)%,
RIARAERTERHICT 24 27V RO.5mg% L H1E6» ABRERC#ZS
L7cle, #5465 AOMEHREYRE344.82+17.91ng/mLT&H > 7z,
T, EEREICBI50.33.4£1. 28 TH - 729,

16.1.3 EMFNEF R

(F219RF U R§E0.5mgZA [NS])
718 A5 F§E0.5mgZA [NS] &¥H—uah FLN0.5mgx. 7R
F—=N—FICXVEFNZNEXZIANTEL (F2¥ATFYRELT
0.5mg) EEMASFICHEERREEIEORSE L CmEhRELREE 2 Hl
EL. BoNEMERE/SS A —% (AUC. Cmax) 122\ T0%EMHE
X RHEIC THREHRMT 21T - 72452, log (0.80) ~log (1.25) DHEAT
H Y WA QLY LIRS NIRER S W,

K2 BWBENSX—5 (EMFNESERR

HENTG A% BE)ING X—F
AUCon Cmax Tmax Tin
(ng+-hr/mL) | (ng/mL) (hr) (hr)

T2y AT FiE

0.5mgZA NS 61.23+£24.61 |3.08+1.02| 2.1£0.9 |64.58+21.33

FA—BNTEN |1 3629200 3.62+1.25| 2.0+1.1 | 64.15=18.00

0.5mg
(Mean=S.D., n=77)

(ng/mL)

5 -
4.5 |

4 —0— 7 2 X AT VYREE0.5mgZAINS
35 | —O— YA —r 17 /10.5mg
i 3 Mean=*S.D., n=77

O 1 1 1 1 1
0 12 24 36 48 60

g (hr)
E1 MRREHE (EMFHEEFERER)

MEEREL ICAUC, CmaxF /87 X =413, #EE OBIR, (AR
DIFREEH - BESEORBRGICL > TR R LFREFH .



16.2 DRUX

16.2.1 REOXE
ERRAICT 24 25 ) R2.5mg® 2 B%EEREORS LK, B8
RNRNT A= IZETOEAERD. AUCr« X ZEIE %S5 025730 5
2197ng - hr/mLIZED Lz %8, COZ(LEIBKEFEE252 500
TIEEWY,

16.2.2 E£MEHFIAE
TR AIZT 24 25 1) R0.5mg# BERE DRSS Uz k, EWERIRIFR
1359% TH -7 WEAT—%)%

16.3 9310

16.3.1 EARSE
In vitroiREEICB W, T2% A7 Y K (2000ng/mL) Okt b MEEA
ARIFV.8WEFEL . MET7LT IV, al-BEEEH. 2)LFa3A50
A FEE 7T 7)) U ROERILVEVEE 7O T VITHT 2EARIT, 7
NZ1N99.0%. 96.6%. 89.2%% U87.6%TH>70 £7ow TNEHDEH
IS %A ERI1320~2000ng/ mLOEFE CEE A A SN o7z (R
5i@ik) 10,

16.3.2 #EEBIT
ERERAICT 24 25 ) F0.5mg% RERO#RS U7 B, FikF/miEd
B HIE 11 .5% CTh -7z BREAT—%)10,

16.4 (X35

16.4.1 EixMHEER
In VitroRRERIZB W T, 724 X5 RIZCYP3A4/CYP3AS5IC & - T/KEE
fbEnz=», CYPIA2. 2A6. 2B6. 2C8. 2C9. 2Cl19. 2D6K U2EITIX
R#tshizr o712, [9.3.2. 10.208]

16.4.2 REIEERIAE
In vitroiRBEICB W T, F2% X7 FIZCYPIA2, 2C9K% U2D6iE M %
FHE LA > 724, CYP2CIOKR UBA4EMEZIHE L, IC0Z50uMTH >
7:13)0

16.4.3 (XBIEERFE
In vitroREEIZBW T, T2 25 Y RIEPXRIEE(LIC X 5CYP3A4HE
BEERE R 5729,

16.4.4 E(HEH
BB AAERE ICT 24 25 ) R0.5mg# | H 1 EREZE RS L 725,
FERBEME LT, 2-T0kFE(R, 4 KBEUIE, 6-7KBE(LIADTER S N0,

16.5 HEtt

16.5.1 BERS
BERAICT 24 27 1) F1~20mg® ZHERFOHS Ui, #5148
RFELLA ORISR Z(LRIIEH S s h o 7219

16.5.2 RigkS
BERAICT 24 27 Y F0.5mgZx1HI1E6» AL ERERZCORS L7,
HRIHSBORE ARttt S 1, BIEDE CRE(LE+REY) &L
THIARW%PEIRE Nizo RANDOREAAOHEMIZ0. 1%KIHETH D B
HIEOPRM LB TH -7 (HEATF—4)9,

16.6 HEDERZHIDEE

16.6.1 SkpE
24~ 8T DRI AICT 24 27 1) Fomg® % HEREO#HS LB, 50~
697% Nz 7088 DL D B BE D349 L RO E B BEICH R TEE L,
AUCo 13 K920%EM U7z 2B, COZLIZEKR EHEL2525HDT
v BEAT—%)17,

16.7 ZEYMEEER

16.7.1 NSV AR—9—PEEEA
InvirolRBIZB W T, 2% 25 FIZOAT3. OATPIBI % Of
OATPIB3#ik % fHE L. [CoF/MEIFZN210.5, 0.8%U20uMT
Hor WINBERMFFEE (190.07uM) K0EP 57, Fiz,
F 24 A7 RIZMRP2REUOATIE#%EZHE LA - 7219,

16.7.2 CYP3AMRBEEERZEE T EA

1) In vitroiRBRIZBWVW T, T2 % A7) FOBLARHEIZCYPIA4HENE
HEET A7 baF =Ll E->THESNEY, [10.250E]

(2) CYP3A4PHEFE L T 24 27 ) NOEYMEAEEARBIIERSN T2
A\ RINIARAEAE B 20t R & U 72 B R ER © 0 SR (R B RE MR AT O
R, NISIUVERRER IV LF T ELEREE OFAICLD. T2
HZAF) ROZ) TSI AMMER Lz BHEAT—%)19, [10.228]

16.7.3 ZDthDFEH|

T 2% A7) R0.5mgd W\ iEsmg® &, ILRAFTIV, TLT 7Y
. VdF vy FaRa YU ERIE. 75V Y UIERIEEOMHICBE L
TEYBEERIRBD SN r o7z GEATFT—%)2,

16.8 ZDith

(295U R§E0.1mgZA [NS])

F 24 25 N§E0. ImgZA [NS] k. [&E R 2 EOEFEH 0L
MEORSERBRAT A R4 > (FR4AFE2A29H REBEF0229510
B)] KEDE, FTa¥ T FEE0.5mgZA [NS] ZiZ#ERF & Lz &
&, BWHESHSESEHRFS N, EVZNICRSE AR E N,

F) AFOERARIZIEE0.1130.5mgTdH 5.

17. BRARRE

17.1 BEMERUREMEICEIT B35

17.1.1 EREHESE I/ MBS EMRHEEER
20/% 7 550 D B O BRI EERE (Norwood-Hamilton73 382 @
Mv. VXIEV : K1) 91761 (HARAN20061 % &) #xfREL. T4
A7 YR (0.02%, 0.1%00.5mg) #24EMEE LBEO TR ARV
74 F ATV Flmglcxt§ 2GR ORLEEET Uiz, 2OMKR, H
TEHRMA (BEE2.54cmMAF) OFEEHROR-—RT A VP 60ZE{IcBW»
T Ta¥ A7 Y RO.1KV0.5mgD T I RICHT 2BHERTT « F
ATV FImgl kg 2IEHEPBIES Nz (RIKROK2)D: 2,

_3_

K1 BRAEBROMREZR D EBHESY (7 (Norwood-Hamilton3 48 :
e Norwood OT, et al. : South Med J.1975 ; 68 : 1359-1365)

Rl —EERLEBHE: SUHRHEEOBHBEICT29XTUR
(0.02%, 0.1%V0.5mg) %5 UI-FDIERIMAA (BE#Z2.54cm
M) DEZE

e Fay A7 R TAFAT
7(‘1;1};”/)* 0.02mg 0.lmg 0.5mg U Flmg
(185431) (188¢31) (1844) (179f1)
24;8
[k 148 155 158 150 141
Zir& -4.9 17.1 63.0 89.6 56.5
(SE) (7.89) (7.74) (7.67) (7.87) (8.12)
T RE B 22.0 67.9 94.4 61.4
DZE (pfE) =) (p=0.046) | (p<0.001) | (p<0.001) | (p<0.001)
T4 F AT
JREDE -39.4 6.5 33.0
[99.165%(5F - [-66.1,-12.71([-20.1,33.1]| [6.1,60.0] -
FE X ] (p<0.001) | (p=0.56) | (p=0.003)
(p@)m)
@, I REDERV T 4 FATY REDEIL, BEETNICESL
FARLIE AP E

1) AE/KEIEHMI0.0167
E2) 24ERHIC BT %99.165%D FrRIEEXE O RNRA . JEHMRAE-358
DREVHEIESEPREI L LT

.
g 100
*

§ 90
5
e 80
=70
a w4
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& .
Ed 50
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S 30
QD
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Q

T

| 0 ¥ \f i
o -10
S
® 20
2y 123 243 K
W

—— TR —W= Fa 4 2FUR0.02mg —k— FaXAFUR0Ing —H— F2427UR0.5mg —O— 74T AT URImg
(12n=147) (123Hn=144) (12in=151) (12in=145) (12ifin=131)
(24in=148) (243n=155) (243n=158) (2438n=150) (243n=141)

7T R EOBEIE
74+ X7 Flmge 0L

B2 “EEREBER: F19XFTUR (0.029, 0.1%00.5mg) DIEIE
BBMA (E#X2.54cmAt) DEZBHON—AS5A VD SDELED
#%B

BIFRSIRSEE (Fa4 25 N0.02mgRi 2 &) (3. 17.1% (95/557
) THolz. ELBUWERIE. FEALR4.3% (24/55761). V) € F—E:ER
3.9% (22/557f1) . FEHERED1.3% (7/55761) TH 722,

17.1.2 BN NIEHER (REARSHER)
20/ 550 D B BRI EERE (Norwood-HamiltonZ 8% @
Mv, VX3V : K1) 1206810 5RE L. 524 A5 R0.5mg# 523 [
5 LI BOREMROAMEZ B Lz, ZOMR, S525EREOETELH
W (EE2.54cmMAt) OEEHOR—251 > hH50E(LBIZ. 68.14
ThOUEBP RSN,
BITEFAFBUSERE L, 16.7% (20/120(1) Td -7z, EEIEAIL. FER
4:10.8% (13/120f1). VU ¥ K —iE:E8.3% (10/12061). 415 E4.2%
(5/12061) TH o722,
F) AAOERARIZIEEO. 12130.5mgTd 5.

18. EERyEE

18.1 {ERKER
FTa2ZATFYRIE, TAMRTAOY 2P ROTF A NATOUAEHRT S
1B R OB BTERZAET 5, Y FOF A b 250 VLB ERR
FIEICASTA2ELT Y Rar v Th s,

18.2 5o =ETEERAE(EA
In vitrolBWT. & MERU2ES B eBER 2 HEE LY,

18.3 MFEFDIE ROF A MRAFOVIEEE TER
BHOBHEREEEEICT 24 25 F0.1%00.5mg 2 1 H 1[=24:E ]
REROERS LI BOMRZ TRIRT®,



xR BHEOBMEHEEEZREICT1IZATY R0 IRT0.5mgZRS LI
BomELIE ROFRAMATOVEEDR—RS A VD SOELE

I Fopa T2IATYF
0.1lmg 0.5mg
12;EEF -2.6% -85.8% -91.2%%®
24 B -6.2% -83.6% -90.9%®

FABEATPME. 406, 1E) 3961

18.4 RO IE ROFR FRFOVEEETER
BHOBERBEEBREFICT 24 A7) R0.1%00.5mg# 1 H 1\ KERF
O#5 L7z, #8567 HOY e FOUF A MAT U VBEEIR—ZAT 1~
6 FNZNMTET T5KU0%E A L. FHE A T40% U52%iE D L 7z

(RABEATHME) . £/-. Ta¥ AT FREICLZERFIE FuF
AMNATOVRBEORTEHEREER (BEHOR—XT 1 V5 OEM
8) LoMICEEEESASN: EANT—4)9,

19. B ICET IBEEMAR
—f&EEHE . 724 A5 K (Dutasteride)
{bZ#4 : N-[2,5-Bis(trifluoromethyl) phenyl] -3-oxo-4-aza-
5a-androst-1-ene-17 8 ~carboxamide
A7 ¢ CaHuFsN202
S8 1 528.53
s

O N
H H

B R BHE~BHEEOHKRTHZ . N-XAFLETY FUIOETFRT L,

I =)L (99.5) IZRREIFPT L KITIFEAEB T2,

22. @&

(F219 27U R§E0.1mgZA [NS])
308% [108¢ (PTP) x3]

(295U REE0.5mgZA [NS])
308% [108% (PTP) x3]
08E [N, HIEAIAD]

23. EEk

Andriole GL, et al. : N Engl ] Med.2010 ; 362 : 1192-1202

Theoret MR, et al. : N Engl ] Med.2011 ; 365 : 97-99

Akaza H,et al. : Jpn J Clin Oncol.2011 ; 41 : 417-423
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