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2.5 FV AT = UK & 5T o B 3k 5
ILELEM PN O BE [10.12H]

26 BIRICE DT REHRRIENTVRVWTAPARE
ERASEAL ST B BZ N D B.] [9.1.28 8]
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6. HERUHE
WE. RACE T~ F— ViR & L CTIH100~300mg
AN ERELORE T 50 A b, ERITS U CGEE R
§ 5o 7272L1M100mg, 1H400mg% R V2 & & F 5,

7. BERUVHEEICEET 518

7.1 P
ARFH % A% 53 58413, 1E25mgn 5 BT 5 2 LAt
2FE Lwv,

7.2 ¥ 5[k
A~6IFH L OIS T2 2 &, 2720, Gk
M ICAbE THRGHBEHET LI LML T 5,

7.3 MR K OWE
AP 5-BIERITEE OIREZBIZR L, @Y 28R
SNEWERD IR/ 725 &) AR EIT)I 2 L, HWE -
BOHZ%IZ, 1H25mg (1H100mg) 2479 T EAE T vy,
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Fa—- F—X)
ARFNRE PR AsB5R L 72 35 4R S RS S hTw
5 BB CTRIEAEI L7GE1E. BHICARF O BREEN
BEEZToTCEMZINSE 2 Lo AF oK BMIS-o1H
wHEIE, ERESPORFAOIH=ED1/8~1/4% %
H54anzk,

7.5 $5- ok
BEERHEEICBW T, RAKRSRGBHRGER 28 L T
b BT ARIBE SN WEEIE, tho@Et) 2 iEH
NOLEBEMEFT LI L, T2 ERIITER R ORI E %

AL, 5 OMBEOLEEIZOVWTHET 52 &,

7.6 5ok

7.6.1 AROFKGZ2LEE Lk hol2ad, BIERD
FHMED ST DIIRELIBET H 2 &,

7.6.2 BKAKBEEZICBWT, RKADIH D EHKR LG R
300mg CHIBEAMRIAR 0 & o l2h. AFOHKE %
1L, BV AHEORF EF [ FEFAINOLET 2 £ T
52 ¢, ZOHBEICIE. ERRGREDOL/SOHEDORIEIV
LA EPEHRSEROALETHIENET L, T &
TEVE R PUMNDOEF €I 4 FERANCEE T 25613,
BROEVE AL DWE TG EERDLZEDPLT L\,

7.7 BEE~NOEY-

755 Ll L O R EE Tk, ARHF O UL EE A E WIREE TR
L. TER X OEIER S mT 2 BEZNM2H 50T, 1H
300mgx BRI EDET Ly, [16.6.35H]

7.8 IRHAREDFE
ARANIITEN THEEST B A5, CUERBE D S ORI X ) %)
BRI A T 2 WA ClE vz, R K TR MR
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VB EBRCEEAMEIELLORELH D), K
FHIBITIC L o TIRIFEAEKREESRT, 2MhdH L
Ty BHEO IO OMPHENT. B 5 WIS O A DG
BB TH 5,

14, EWHEDIEE

14.1 EHXZFEEOXE

14.1.1 AR OFKGIZH 725 Tld. BARWLRIRA T3 IR
BroERE. REHTESE S L. AF o HLsk
AR LWL ) ICHRET S L L b, KFl xR
FORPHEVEZHIREET L L HREST L L,

14.1.2 PTPAR DA IIPTPY — PS5 L TIRA S
5X9188T 52k, PTPY— bOEKICE D, Wi
A EEREEA~HA Ly W32 9L % B 2 L CHERET %4
ODEELRAEEZHIET L2 LD 5,

14.2 [RABEDEE

14.21 AANZFOLICOE TR ZIRZE S5 L HET 5
20, K LTIRAETRTH S, $720 KTRHAT LI &
bTE D, [7.85M1]

14.2.2 AHANZE- T T ORETIE, A LTIRIFEE RV &,

15. ZOMMDEE

15.1 BRR{ERICED 1B
BIZIICCYP2D6DIEEA BRI TH S Z EAVHH L T 5
B (Ultra-rapid Metabolizer) TiX., b < F—IL O
PR P O M A TED R L. FHREHE o BIVEH 235831
LT BRbBENMND 5,

16. EHEHRE
16.1 MepEE
16.1.1 BERA (EMFHRESMN)
TR AT PE24B11C b 5 = F— VIR ODS850me (k7 L CIRJH
IR TIRAD) XiE b5~ F— V3R » 72 V50mg (K CHRAE)
% 2R I AR %S L2235, b o~ F—L RO IEARH# E
J=0-Bi A F VAR (ML) OMEEFREIZUTORO LEBY) Th-72,
OD$EWE K% L CIRHAUIAKTIRALZZEEOWTRIZBVTH,
BTN ORTIRA) LAEMFMICHETH S LRI Y,
300 300

b= F—N M1
250 250
M 200 —e—h7EN  200F —e— ATk
f —o— ODji —O— ODj#
BE
0 I | 1
0 6 12 18 24 0 6 12 18 24

W] (hr)

kg < F—VERIEODS0mg % K% LT, b I < F— VIEMIE A
7 e N50mgx K THRMED b 5 < F— )b & O HWML O i 5
rh AR

HYFRENT A — 5

300 300

Fo< k= M1
250+ 250+
it 200 —e— #7+kN 200 —e— N7k
gf —O0— ODj# —0— 0Dt
o 150(] 150
=
(ng/my 100 100}~
50 50
o L L L 0 L | I
0 6 12 18 24 0 6 12 18 24
IRER (hr)

b I = F=VIEEEODES0mg it b 7~ F—VIERIE S 7 v
50mg% K CIRHIZD b T = F—)b K OTEPERHPIM L 0 M4 i
iy o2

HEE ST X —F

[ Aal N M1
OD#%e Vi)Y OD#$&

h T

NG RA—% AKTHRA | KTIRH | KTIRH | KTIRA
Cmax (ng/mL) 228+529 | 229+534 | 51.4+187 | 52.7+20.7
tmax (hr) 1.33+0.69 | 1.23+0.33 | 1.50+0.71 | 1.46+0.64
trzs (hr) 546+081 | 561+1.03 | 6.76+1.31 | 7.07+1.39

AUCo~ (ng-hr/mL) | 1520+469 | 1540463 | 478 +102 | 500121

Sl + R R (n=24)

16.1.2 BB A
BEHER A BEGHINC b 5~ F— Vi 7 7 1 % 22 I\ H
ROEE Lz &0 T~ F=)V L OTEMACH M1 0 I 4 v i i
G520 R F TIlCmaxlZE L7288, TN ZN5~6E [ K U086~
THRER Dtz TIRTF L7z M4EHR & 5= K=V K OM1®D Coax X T

AUCow W9 d A LT L 722

W00 oy 400, Ml

—O— 25mg
300 -/~ 50mg
—@— 100mg

300

200

100+

0 F 5 %2 T 2 o4

5B (hr)
b= F= VB 7 VRORS5#0 b5 < F—= )V R OTEN
R PIML O 1M 5% i EEHERS

WY BENT A —F

o= = M1

OD#i A TN OD#$& ATV

INGA—% K% UCHRA| K CHRA K% LT | AR CHRA
Cmax (ng/mL) 242+428 | 235%53 [553+179 | 552+221
tmax (hr) 1.19+025 | 121049 | 150 =0.66 | 1.35+0.54
tizp (hr) 566+1.11|567=128 | 6.94=187 | 7.04=2.02

AUCo~ (ng-hr/mL) | 1550524 | 1530+499 | 499+104 | 504 +105

FIE = B (n=24)

P F—
INTG A —% 25mg 50mg 100mg
Cmax (ng/mL) 87.6+212 16118 342+73
tmax (hr) 1.8+038 1.3£05 15+038
tizp (hr) 606158 | 574067 | 531*157
AUCo- (ng-hr/mL) 774 +247 1287229 | 2682+1182
M1
NG RA—=% 25mg 50mg 100mg
Cmax (ng/mL) 164+5.3 37.7+52 86.8+33.7
tmax (hr) 2210 1.8+08 2011
tizp (hr) 6.81 =121 6.72+1.18 6.09 +1.69
AUCo» (ng-hr/mL) 196 =40 428 £52 808 +184
A £ B (n=6)
16.3 9

16.3.1 A~ OBIT
UC- b = F— VIRMRIE 2 HEYE S v M I230me/ kg 1#% 5 L 2%,
BOTRERLEE 1213 & A L OB T 51~ 21 TR HICE L7z,
PG 1R ] O AR P B I, B O TR < Z i
HERIEIE D15, 13K IMETH o720 MO BT AEE I I M 4E D
R2REE o 720 FAKED © O E DT L MAE & AR H R 2
TH Y BRI G- $ 24 ] TR E D 10% L IR T L7225,
16.3.2 M¥FER > IN7H#ES
UC- b 5= F— VR OME Y v 8 7 #4643 1E, 0.2~10ug/mL
DOFiPATI9.5~21.5%TH V. HEFIREKFEIRO SN %
o720 (in vitro) o



16.4 X3

16.4.1 + I~ F—= o REHEEIE. O-RON-Bi A F b (55—
HRIE) BCENSORHO 7V 7 v v EEIHEERE (B
HG) Tdh o727

16.4.2 F 5<% F—=DO-i A F WLFIESIZIZCYP2D6AS, N-ii A F
AL IZCYP3A4HE TG LT\ 729,

16.5 HEft
fERE A BB b T~ F—) VI 7 72 V25, 50X 13100mg%
ZEREREICHR O S L 7z & & #5524 F TRk
AR TEII R, HERDI2~16%ARE LKL LT, 12~15%A%
EJ-O-FiAF VR (M1, 15~18%A M1k & L CHEl X722,

16.6 BENER AT HEE

16.6.1 BigEEEEE
R E R 2B (LT F =2 ) 79 A - 80mL/minBAT)
WM< F— VIERE100me & BHIRINEX G- L7- & &, iR b o<
K=V Dtz s WAUCo- i ZEHEE A D F I Z ik K TL.565 K U2
BThotz BHENCEBF—%), [9.25H]

16.6.2 FFELEEE
RS B 12601 b 5~ F— VIERRIE 7 72 v50me % F %5 L
ol &, MEEHERA L I L T b 5% K =)L O Cunax i FAUCo-
ol THFITHIM L 123 R2.6F I CIEE L7 MMEAIC L 27—
7)o [9.38H]

16.6.3 S#E
TR E 2060 (66~82/%) 12 T~ F—I VifiERif # 7 £V 50mg#%
WS- L7 & EOIIET b9~ F— Vi, fRedEminEen) (22
~ATi%) OFGHEFABOHERS Z R LIz — 7, BmEE (75U,
8f) T, BIMIEESE (65 LLET5RAR N, 1261) (2, Mg
} I F = DCumaxs AUCo-e J OIR P HENER A530~50%3E M Ly iz,
pOMRTASIRRIER L7 MEAICK 27 —%), [7.781]

17. BRERARHE
17.1 AR OREMEICEAT 258
(B ATESE)
17.1.1 EAE IHERE

JEF A A4 A GEX T a4 FHSERAIET7TE N7 I/ 7
V) B P CREEORAORE (VASMH) A325mmbl Lo HARA
AT BESH 2 /G & Ly ARANHARDSOIESE (v e 26
ERAR RO SAD) Z1H1E (9) EMES LS IH - EEHkit
BRBOEHILUTOEB Y TH o7z,

FHFHMREE & UCHRE LB A 2 71d, AFIEE S IR 0
IS B REDHD S (P=0.0073). AHFN 0BT e~ T
DREEMENZ EATREB I N,

EMMH - EERILEGRAEBRICB I 2 MR a7

(R A 2 7 AT X5 9061)
FEAl A a7 e
B8l o | 1| 23| 4| 5] 6 =
Al |82 8 s 11|
B (301) | (435) | (609) | (935) | (957) | (978) |(1000)| P=0.0073
P 8| a7 10 7] 4a]a ﬂgﬂcogof)
g M52 | @3 | w2 |69 | 619 | 009 |aon| TETRE
(%)

a)fERAT 70 : AL

A7 D). HEALE

A 72 by, Bt~ %7 24990meg/H (330mg/Ial)
DT % B

A2 73 EiMd Y. BIL~2 %32 2990mg/H (330mg/IAl)
%z CRA

B 374 RS D FEE T2 R

A 375 Hd Y. ABHIUIEER % Fi

A 376 fifbd Y. izl

IR D BB O A DR (VASHE) & Z2OZ{bRICHEkD

CUFHEHFIZL Y THR] LHESNIEOEEIE. RAHE

89.6% (43/48f1). XFHRIETEST. 2% (41/47F)) Tholzo T2,

MG O ZE R O A DORE (VASHH) & ZoZ{bm KL

AFa— F=ZXOHFGIRLIZULTOEB) TH Y. KA LR

EHTIZIZFAETH 5727,

85 A — B ML EGRERIC B 2 I GEAiRE (2088 303 1kE) @
WO ADRRE (VASHH) EZ0ZtEIRFLAF2— - F—

Ve 2R NI

ARF R pogiist i
RRNTEE 48 47
BRI 5 BIGHT OVASHE (mm)? 453+159 | 445+1638
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BIVEH ZEBUBEE 3. AHKIBETS85.9% (183/21361) THhoto El
BIFEE. MEH 51.2% (109/213%51), M.0v 48.8% (104/213%1).
IR 23.9% (51/213%1). WEH: 19.7% (42/21361), FBEo F
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w72 (n vitro) o
18.3 JIFZRLFY RO+ M OBEVAARICHT 3 1EH
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