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10mg 20mg
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3.1 #ARk
Wis VEVAVFY B NEYEVY Y BRI ESE DY BN
- BE10mg TbK) | 5E20mg T#HbK) | GE40mg T HK)
B | 72T XV RE Y M| 72T F I RSy b | T2 TFIAH Y b
(18E9) 10mg 20mg 40mg
D-vr=h— WA TNT 7 —ALT T B R
] X FubElue—RA FTRAHILAT—AF
" RS A, AFTUVEEY I XY T A, EFER
o—A, w7 nud—/_L6000, H/LFuay
3.7 HE DMK
Winis, Tx2TXIALYy N T2 TR AB Y M| T2THI ALy b
- BElomg [#54k) | §E20mg [#54k) | BEdomg [45HK)
agy | VD 2T BBAD T g v ha =T T
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&
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- T TRV e T TX
G O TR #H 20 w4 40
[ELAE (mm) 7.1 7.1 %8.9
JE & (mm) 3.3 3.2 4.1
B B (mg) 129 129 256
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OffE. =REMEE
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5. BHEER FXNRICEET HER

(BE. &REMmAE)

5.1 ARIOMMIC T > T, BB OBRIRI £ 2510,
IBRPALEL SNOBEERRLET DL,
(DPAIERFUEICH S5 B RELNE)

5.2 ARIOMMIC T > T, RGO RIE ) 27 2%
HE LIS 2RI 5 2 L.

5.3 AFNIBEICEpk ST IRERE R 2 MR\ o, fth
PRI & R T S22 I T E A,

5. 4 P AALTHREERRICIRAE L 7 B IRBR LI L2 5683 2 AHI 0 A7 20
RO AEIEHENT L TR,

b. BERUVAE

(FEE. &RERMAE)

WL, RN 7 2 7% YA Z v bELTIHIOmgL W BIAA L,
LALEREAEET5, 2 ORI IREEI 2 MR U7e A & L3t
WG U T2 IO d 5, HERFRIEE L A 1Bl40mg T, BH O
WREIZIS U Cl BT~ 5 03, e K& G- 2131 A 1[Hl60mg & 35,
(BSALEEGEICHE S & RES IS )

WL, RN 7 27 F% Y A v b & LT60mg% 1 H 1Al O #
535,

1. AERUVABAEICEET 5FE

(FEREL. ERERIMSE)

1.1 JREER: THRIC X DI IE, o JRERE O S22 K T I
X0 mEBEI L OREEIE) BAFERINDIZEERHDHOT, A
FlOFG-1Z10mgl A 1A HBI4G L, #5846 5 238 M AR
20mgl A 1[A], £ 5-BAth5 H6EM LA IZ40mgl H LRI G- &5
RE. HmAICHET LI L, B, HEERITREE I Bs
FTHZ L, [8.4, 17.1.1-17. 1. 3B H]
(BAEREEICH S B REE M)

1.2 AHNE. BAALERIERGI~2B iS5 2695 2
L,

1.3 RN R ML P RRMEZ T =4 ) > 7 L b, L3ERE
BithSH B CHEETH 2L, b, BEFOREBIIGL T, ¥
S EEEER TS Z &,

. EELEARNER
(ZhEEFE)

8.1 FFREREREEN H BN D Z ENH DD T, AFIE G P ER
MIZBREZITORE, BEOREBLZ +HICBET L,
[11. 1. 1&H]

8.2 AFEEFIXHIRRBEEDOTROG AR L, BHESRD
LG A IR IS RER I O A & Lhi 35 Z &,

8.3 LERBEA T I ERE 2 x5 L UIcis iR IS 5
WTC, 77 ) =L L C T =7 XY Ay METD
MEFLEDORBENENE DT DFERD D, A E2HEETD
AT DM ERBOMWESH - RBIAICEET LI Z L,
[15. 1ZMH]

(FER. =RERIAE)

8.4 AFNIIREERE THETH Y, mEBMER CFREREIE) BERRC

MR 2 KT S8 5 EmmBEEiR iR E) 2HEsy
LRENND D, AFEEANTERBEE R GREEE) 27RD
ONTEGET, ERBBEEDE T, RANOEGZBLE LR
z &,
Fio. ARFEE R RBE % GREREIE) BB LIZHEAIC
X, ABROREEEETH L& 2k L, ERICKY
ane Ty, ERAT A RERKEAL BIBREAT B A R%
EOEHT 2L, [7.12H]

L. HEDERZETHIREICHT HIE

9.7 BHEEEERE

9.2.1 EEOBEHEESSESE
BEEOBMEREDH 2 BH & 515 & Uz RRRBITE L <
W2y, [16.6. 18]

9.3 FFHEEREERE

AHEREIEE O H D B 255 & LR RBRILFER L T
W, [16.6. 28]
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9.5 &

TR TR LT B ATREME D & 2 e thlciE. 189 oA %M
NafEtE%d BRI &SN G0 EET 52 L,
9.6 23R

1R OB IEME L ORI OFIEMEE B L, Bl OfkE X
R IEERET D 2 b, BER (T v 8 TAFINILH IS
BITTHZ B EIN TS, o, BMER (T v Mk
VB HAERT R O £ 1% D38 AW QNS BEAR O RS RE I B3 2 7k BR)
D12mg/kg/ B (60mg/H THOE FOMEEPIRFEROIL 14%) LA
L CHAEROEBIZ R F o L HESNARMILEH D W0IE
#f . 48mg/kg/H (60mg/H TOE DI HEHIREE D39, 3
%) CHEELROMKT ., (REKMER EORBEMH, FRRO KR
LR O R RIRE BN OE R 23585 S Tn B,
8.7 NRE
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ALy RS D AREMEDS | B AV T N
(rA 0 ) »o, CORBEETH D
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N D, E—EOMEFIZLY,
AHNEPERT 256 | EHERA R UHIVEEIZ
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KOACHN ERTHZ &
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ARG FH o F oA
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1. Bl¥ER

WORERRH oD Z LD DD T, BEEZITIT,
PO NI EIITRG 2 P IL$ 5 7 LY 0@ 217
2Tk,
1.1 EXGEIER
1. 1.1 FreERRE (ETH)

AST, ALTSE D ER-Z 5 IS RERENH b D 2 b 5,

[8. 1ZH]
11.1.2 BBYE HEARH)

YRS, BEREDBBIERHLDOND Z LD D,
1.2 £O4sDEIERA

W
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FehH
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2 i
FAEAR/EA TSHHE AN
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AT - BE3E | RS AE RS
EA FH (ASTHY
n. ALTH&HN.
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B
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&, CKEEIN, #Hpuse
& OVR B-NT7 & F DI | RERD
% aYI=F—EH
m, R B/ m
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A, e R S N
SR
Z D Rk, nB., A | EHE
N ZUE®Y R
n. CRPH§MN, i H
VRN

14 BRALDEE

14,1 FFIZMFBEOEE
PTPEZEDIANIPTP Y — R IR H L CRAT 5 L 9 g4
HZ &, PTPY— POREBIZ I 0 | AV 528 A G kG i~ i)
AL, BIIXFEILE B Z U CHERRIR S O B e A OHE % -5
THZERDH D,

15. ZDODEE
15. 1 BRERGEFHICE D < &R
WA CIEfE SN 7o DS R B EZ AT 2 ARE Zxg L Lz
EERIESERBRICB W, EEFHMEEE (OMAEE, FEBIE
PO, FEBIEMMN AT, RELEROIEIC K3 5 BAaml T
HEWOBEET Y REA b)) [ZonWTE7 a7y ) — iz
KLT7 27X ALy MEETIHLEDNRENTE L OO, BIRGE
HEE O > HOMEFLOFRRENEGIL T =T XV ALy LD
Tuary ) —LEETENENL 3% (134/3,09861) . 3.2% (100/
3,002() THVW 7=TFYREy FETEPSTZ (NF—TF
b [95%EMEIX] ¢+ 1.34 [1.03, 1.73]), [OIMAEIEDF TIE
R E HICDERIEN RS -T2 (T=2T XV AL v MEE
2.7% (83/3,098%), 7 a7V J— )LEEL 8% (56/3, 09241)),
Fo, AETORBESGIZTHOVWTE, 727F V2 Zy MER
K7 uaFY )= LBETZENENT. 8% (243/3, 098%1) . 6. 4%
(199/3,09260) THOV 7 =T XY R Z v METEN-T72 (N
H— Rk [95%EME XM ¢ 1.22 [1.01, 1.47]), [8.3&ME]



15. 2 JEERERAAERICE D < 1Bk
F > 8 A2 O 72 104 3 512 X 5 2 AJRIERBR IC R VW T
kAR (T v b24mg/kg/H [60mg/H CTOE b O g
#ERO25 (HE) KU2e (M) 5], ~ v A18.75mg/kg/H
[60mg/HTOE FOMmBEHREZOKNL (M) KO12 ()
f5]) OEERIZX T o LHEE SN AREMILAE - A RR
Hil, ¥ AD18. Tomg/kg/ B (M) KT > b D24mg/kg/ H
(1) (IR (AT B RLEEIE N OB T E R DR A4
FEOHEMMAFRD biviz, ~ 7 ATIIBEWIZ Y o F Uk - 5
AVAERRLIROGEMET T, BT EROBRAITRS b
Molz, FoWBETIE, M - #7228 X 28aliligs &
REEIRRGET 2 2 12 X0 BRI O IEE A LT Sh D
LORENDD, £, BRABRIZBANT, $H U F R .
FEO & B DRI B3/ v o 723,

16. EMEEE

16.1 mepBE

16.1. 1 BEKkE

FERER A BIESOFIZ, 7 =7 F Y AKX v b ELTI0, 20, 40K

V80mgHD) Z#a s FCHER NG Lz L &, migh 7 7%

AH S DOIEYIHE T A —ZIIUT D LB THEHD Y,

#16-1 H[EBEGHOKYEIE T XA — X
IRENRE T A —H

I AUCing Crax ti/2 Tnax

(ng * hr/mL) (ng/mL) (hr) (hr)
10mg (N=8) |1537.0%430.9| 496.2+166.0 [6.2+0.9|1.4%+1.1
20mg (N=8) |3296.2+751.9| 1088.3+178.9 |6.2+1.1|1.3%0.5
40mg (N=8) |7085.2+1341.2| 2270.3+866.7 |7.3+1.8|1.2%0.8
80mg (N=6) |13300.5%3032.3 | 3765.3+1008.3 |6.9£1.8|1.9%+1.0
CEEE AR R )

16.1.7 RS
(EhEESE)

R N BHE6FIC, 72T XY A Ky & L T40mg & W& 1%
WCIHLE7AMKEROES L&, MR 7= 7%V &
A MBI GG %IA CEFIRBICEL, KEREICX
DERMEITRD S e o 79,
#16-2 KEEGHOKYEIE T XA —4

Crax tmax AUCo, 24nr ti/2
(ng/mL) (hr) | (ng* hr/mL) (hr)
40mg/H | LHB |1019.1343.2 | 1.8£0.8| 3658. 5£625. 6 | 6.3+ 1.6
(N=6) | 7THH |1299.84312.6|1.5£0.3 | 4442. 1-729. 5 |8.8+2.2

CEfE R AR 72)

H BZH

el

(ER. BRERIE)
ERBEIE B H 10FIC 7 = 7% Y A4 > h10mg/ B T2 [,
20mg/ H Z4EM LA IEAABZICERS L& &, HE5PMHB%6HR
B BEMENRE T A =X FUTOLEEY TH-D,

#16-3 mREEIEBFICBIT HEYBE T A —4
Crax tmax AUCO, 24hr ti/2
(ng/mL) (hr) (ng * hr/mL) (hr)
20mg (N=10) | 541.8+227.8 |2.2+1.6(2092.3+463.2|8.2+2.4

CFEfE £ FE e (R 22)

il

fein

16. 1. 3 EMENRISFHHER
(Z2xTXYRA2y FEl1lmg THHD
T T XY ALy MElOmg [HMK) &7 =7V U ElOmg%x, 7
OAF—NR—JEIZ I ENTHIUE (72T F YV AZ vy bEL
T10mg) fERER A B 1354 [T RFHL [ O B - L C iR R
BACIRIEE Z2HE Lz, o= a7 2 —% (AUC,
Chax) (2N T0%[EHE X FEIVEIZ THEFHIENT 24T - 72 R, log
(0.80) ~log(1.25) DHEFANTH v, i fIFK| DALY FH0 RIS
WGBS Y,

#16-4 7T XY AKXy MEEIOmg [k OBy EhRE T
A—H

HIERT A—H BBINT A —H
AUCo-48 Chax Thax ti/2
(ng * hr/mL) (ng/mL) (hr) (hr)

VEVEYNY DAN

1602. 8+436.5 | 616.4+276.6 | 1.5%2.0 (6. 7227
10mg [75k)

727 ) 7 §E10mg | 1534. 0409, 1| 550. 7£172.8 | 1.6+1.0(6.2£3. 4

CE¥4fE = FEER 7, n=35)

(ng/mL)
900
800 —e— T TRV RAYME10mel B
700 a— 2178 10mg
i 600 (E{E R HERE . n=35)
3% 500 t
th
#0400
> 300 f
200 f
100 |,
0 R .
0o 1 2 3 5 8 12 2448
5 %85 (hr)
M16-1 7=7F Y ALy EElOmg K] oM RZE LIk

b33
I PR A ONTAUC, Coax5 0D/ T A — & 1%, WBRE DRI,
AU DBRIEEL - B ORRBR I L - TR 2 WEEEN H
D,
(ZxTHVYRE Y FMeiimg TEHHKD
T T ¥V ALy MNEAOmg [ LT =TV T BEd0mgE, 7
OAG—N—EIZX D ZENETNISE (7=2TF YV AX v hEL
T40mg) fEHERR A B 1354 I M R IRFE R O 3 5 L C il JfE R
BACRIBEZRE L-, B3 Eine <7 2 —4# (AUC,
Cax) V2D TOO%IE I X VA IZ CTHEFHIRNT 21T o 725 R, log
(0.80) ~1log(1.25) DFEPHN TH v . WK D AW R R %M
DR S,
#16-5 77 ¥V AKX v MEEAOmg [HH] OEMyERE T

A—%
HIENT A—H BENTG A —H
AUCo-48 Chax tmax ti/e
(ng * hr/mL) (ng/mL) (hr) (hr)

VEVE PNV DAY :

.2+1.1(8.6%+2.9
40ng [#4k)

6584. 41 1911. 5 | 2460. 2+1063. 8

—_

7 7Y 7 §E40mg | 6695. 5-2218. 8 | 2302.4+807.8 | 1.3+1.0(8.4%3.7

CPEfE 7R, n=35)

(ng/mL)
3500
3000 + —o— Jx XY RAYNME4Ome ]
a— 21719 §E40mg
2500 ¢ (FH1E £ BE R, n=35)
1m
3 2000 |
*
ii® 1500 |
1000 f
500 |
0 N . (o
0 1 2 3 5 8 1224 48
HE&EFRE (hr)
K16-2 7 =7FY ALy NEEdOmg [HHK) o ffEpRZE LIk

A3ES
TR DLREEIEL - Wr 5 ORBREMIT & > TR D ATRerEd &
Do



16. 2 mRUR
16.2.1 BEDOXE
TR R A 164112
H L7z &, ZEEREE ST T, Caax X OAUCinel T Z N E 4128
FOISWET L7,
#16-6 FHEPEHEE T A —% (RFEOFE)

727XV ALy NMOmg & B I HLERE 1

N Chax tmax AUCine ti/2
BeliRE (ng/mL) (hr) (ng * hr/mL) (hr)
¥@%I§5 2049.1+782.3|1.2+0.8| 6538.3£1263.0 |6.8E1.7
ﬁ(gﬁ:ﬁ? 1456.0+514.8|1.8%=1.0| 5321.6%£910.4 |6.3%1.5
CEIE AR )
16.3 &
16.3. 1 EA#KEE

Tx2T7F VAL v b (0.4~10 p g/mLEINEE) Db HIEE A
FEAHEIT7.8~99. 0% TH YV, ERMEAEAIEIT LTI LT
ot (in vitro:XBR) 10,

16. 4 {38
Tz T XY ALy bOFERRBRIE TV 0 U EERA KOG T
botm, F1-. FOMITEROBSHEY. FibOMERAL
KRRV a U BRAsERICREShEZY, 727 % Y24y
hO)CYPlAZ CYP2B6, CYP2C9, CYP2C19, K TRCYP3A4/51T%f9
LZEFEERO N0, =, 72T FVRAZX Y bD
cwzcs&wcwznec:ﬁ@“ HKIEIZZFNE 20 K% M40 pmol /LT
Hotm (B MFIZ v Y —AEHWT=in vitro ) 10,12
77 %Y AKy FMNICYPIAL/2, CYP2B6, CYP2C9, CYP2C19,
CYP2D6, CYP2E1 &% UNCYP3A4/5%F5E Lehn-7= (& MMM
WaZ = in vitro #ER) 12,

16.5 HEft

16.5. 1 fEEERR A BH2461C 7 = 7% Y A% v k& LT10, 20,
A0mgZ o FHERE ARG Lz L &, B5%24 % 96K £ T
OBEEEIZHT D7 =7 XY 2%y bR EERITENER
2.1~3. 8% K% T2.2~3. % T >7-, F7-. FHH24% N96IHEH]
FCORERICHT A7 2T XV RAE Yy hOT LY o U EAE
RO PR PSR X Z L F 46, T~49. T% K% TM49. 0~51. 6% Td >
714)

16.5. 2 fEEERE N BIHE6FICUC-T7 = 7% Y 2 & » k& L C80mglED
BEATDHEHE #’éﬁ?ﬁlﬁlf‘xﬂ?&%btké B E Ay
M F TomE R e THT 2T XY AE vy NEROED
V%4 u/w’a/\ﬁwﬁl i%h%ﬂ% 8~95. 8% & (N2, 3~
6.8% CThH-o7r, HEBBHFHETO T 2T HY 2L v FOJRF
Peis (B G- &t 281G, LUFFEEE) 131, 1~3.5%, &5
%120 £ CoEDYIIRIZT. 8~15. 8% Th o7, £7-. X
B % B D T2 K ST RE D B 514 2 167 ] £ C D R Je OVEE Pt
RITFNZFN49. 1RV, % TH -7~ GREADTF—%) 1D,

16.6 BEDEREHTHHE

16.6. 1 BHEEETHESE
A (501 ROVWSEE () OB#RIKTERIC 7 =7 F Y
A Ky h20mgZ 1 A IEFIEBICTABKEROZES LE &,
BEZTRICBI ABREBHBER IO 727X Y24y hD
Cmﬂxﬂi%%ﬁ%Eﬁﬁ (9'{5“) &Qb’%iﬁﬁ‘/)tﬁg\ AUCO,Z4hr;iEﬁx
FERETE 7 HEIC LLie L CH3% N L7=, o4 BE B BE AR T A D Chax
J OMUCo, oane I X B HEREIE B HEIC Bl L T, N E 26 K 1N68%HH
JJDLT~13>

(6, PR (TH) ROERE (TH1) ORFEREIR T B
c 7;73%/7\5'/ F8Omg‘fl>7’zlﬁlﬁl$ﬁﬁﬁu CTHMKERN
BHLI-EE, HEHTHIC 7‘6717“%/x5/w>cmax&
MUCo, 2ane b BHEREIE TR (1161) (Zhbige U CHREE, ha&ps
TR IR TRECTE N E 41 K TU8%, 2K T48%, 4% TNT76%
FHR L GMEADT—x) 9, [9.2. 1ZH]

16.6.2 FFiREIETBE
R (8f) ROV (8) DOIFFEREIL T (Child-Pugh
AL B) W7 =7 F Y AKXy F80mgED 21 H 1EEIAFTICTH B
ERAORE Lz &, BREFEEBETHOKRS®ZRTIRICEIT S
T2 T HF Y AL N OChax e AUCo, 24nri, FFREREIERRE (11
Bl) L L CTENEN24 K OB0% EH- Lz, F7m, PEEF
H&%ﬁg1& l\ﬁwcmax&UAUCO24hrﬂi%ﬂ%ﬂ53&055%J~%‘ L/ff_
GFEA DT —%) 19, [9.35M]

16.6.3 =&E
EnE (65 LA . 246)) EEEH (18~405%., 24) 127 =
Tx Y AL v F80mgED 21 B 1EEARATNICT A ERER DS L
Jol & BEHTAICBT 2 @i O Crax & ONAUCo, 24n (T A5 FEFH
X L TCENENINE T L O12% LR/ Lz UEADT —
5) 16)0

16.6. 4 %t
T 7 XY ALy F80mglt) 21 H 1 RIFARNICT H B E RO #
H Lk &, BE®RTEICBT 2 LMEEBRERE (2461) OChaxlk
NAUC, 2ane (X B VEWBRETE (2401 1B L TENE 24K N
12%@E o7 GMEADT —4) 19,

16. 7 EMEE{ER

16. 7.1 HIEsH
fREE R A 24BN I EER] (BmLHIZKER L~ 27 % 3 7 5200mg B Y
KEALT VI =0 £5226mg & BB T HEEHD) ZHERAOEKS
BT =T F Y AL v 80mgE) ZHERRA&EL Lzt &, V=
TX Y ALy N DCpax L CAUCinelFF N EN2 KX OIS T L7

GHEADT —4) 1D, 18)

16.7.2 aleEF>
EFERR 226 7 = 7% VY A% v hOmg% 1 H 1[E]7 A K8 &
OEE L, HIcA~TAEICaAEF o %1, 2mg/ A Tl A2EIKE
BABELELEX, 727 F Y AF Y N OCha X DAUC), 2anr I3 F
NZENR2KE O ER L7z GHEADT—4%) 19,
R 266 7 = 7% Y A Z v F120mgED 21 H 1B K =L
tF %1 2mg/ A ClLH2ENAHBKER OB L, 2
EF U OHPBERTHREGHED LTV BBEHRGEDOCuli TN EFN
1268 F R O2% 5 Uiz, E 72, AUCo, aanel Z3%WE T L7219,

16.1.3 4AVFA8YY
TERERA2661IC 7 = 7% Y A X v F80mgED Z 1 H 1E[ L N v K
A K 100mg/H CLH2MISHEXEROZG L&, 7=
TXY ALY DOCraxtLTHE T L, AUCo, 2ane T 2% EH- L7z, &
7o AV KA T2 DChax S OAUC), 24y DA T IZ2%LLN TH - 7=

BHEAN DT —4) 20,

16.7.4 +>7ox+&>
TR AN T = 7 % Y A Z v F80mgED 21 A 1[E L N7 1
Xt 1000mg/ H A1 H2EITHMKER &G L&, 7
FECOHIZEY, 72T XY AZ Y FDChax & OAUC), 240013
ZTREN28R 0% EFH- Lz, —J7, 77 %Y A2y Foff
FIZE D7 0 X% 2 OChux® _E5F- K OAUCo, 2ane DK FIZ1% AN
Thote GHEADT—%) 20,

16.1.5 F>7F53>
TR A ISHIC 7 = 7 &% Y A X v h120mgED 21 [ 1[a]9 A [ 18
Bo&kh L, EBRBBEHICTY 7T I (ERARAR)
26mgHm MR OFE Lzl &, 737 T I 2 OChax X UAUCineld
FNENIF V2% LR L7 GFEADTF—%) 2D,

16.7.6 927 )oF FUDIL
R ALBIC 7 = 7% Y 2 Z v F120mgED L U7 7 U )
rU v A (ERKRERR) (AEIZINREZ FEMEICHE) 2101514
AMREROBEG L&, R-EDS-ULT 7 U 2 DChax e Y
AUCo, 240y @D EFIFBULINTH o 7=, Tz, VL7 7 U DS
FOE (INRpax® EF-. INRnean, 2an O K T B OV VIR 115 14 °F
BED 7)) ZT%NThH -7 GHEADT —4) 22,
TERERR AT 7 =7 % Y A K v h8omgED L U L7 7 U ) b
U a (ENARERR) HRIZINRE JEVEICHE) #1H1E14H
MREROBEE L& X, R T 7 U ¥ DChax & AUCo, 240 D
ETFIZ2%AN TH o7 F72, SSUNLT 7 U 2 DChax DIE T K
OAUCo, 24 D EFITIRUNTH -T2, Fo, D77 U 03
J1FEDZEAE (INRnax & INRuean, 2an AR T B OV VIR 115 14 2441
D LR 13N TH 7= GHEADT—5) 2,

16.7.7 O OoOF7SF
R A3 7 = 7 F VY A2 F80mgtV & b Rn s F 7
Y R50mgZ AR ARG LIme &, 727XV RAZ v b DChax
B OAUC e @D _EFITAULAN TH 72 FMEADFT— &) 2,

16.7.8 21U >
TERERRA236IIC 7 =7 % Y 2 & » F80mgt %21 H 1/8]7 B [ <18
WO¥E L, 5B %SBICT A7 4 U 2400mg % B [EIHE O #%
L&, 747 4 U U DChax X CAUCins D _EF1T5%LAN T
Hote GMEADT—4) 29,



16.7.9 a5y 4ayJyy

TEEERRAS6HIIC 7 = 7% Y A4 v h120mg™D % 1 A 1[8]9 A MK E
Bo#b L, #E5RGB%AICe Y 7Y Z2 Yy (ERNREAR)
ImgZFHEIR O LIt &, vy 7Y 2 Y OCuDE T LD
AUCinf‘U)J:%—lj:ﬁOnuWVGB'?)Of:zs)c
16.8 =04t

(ZxTHYRE Y FE2Img T&HHD
T2 T XV AL v MEE20mg AR |
ERH O LW FHREERRTA FT 4> (FF24E3H19H
SAEIER0319F 1) | ITHESX, 727 %Y 2 F v FMiEdOmg

(8K ZREYERIR L L & & NS & AW Rnic
[F45 & nip S 72200,

HD ABOARBINTEHIELOCHEIZB T D RAEGEIT

60mg/ H TH 5,

(G ENRR DO

17. BRER B4R
1.1 FOERURLHEICET 58
GER. =RERMmE)
17.1.1 ERE&IAE I HHER
I/ A& & de IR ER E B 20201 & kf G b U727 T & AR xR
BBt —EERARCHKRR 2T o/, 727XV RAH Y
~lomg/H b &G 2FE L., S#HOMEMERHE (20, 40,
60X 1180mg™ )/ H) £ THEAZ BBEAICHE LT, WED X A
U7 EBRMAE2, 6K N0 E L, ZHLRI6HEE THE
EHERE L=, 7pB. MEBRFIX T T B AREEL/386], T =T %Y
2%y NoO0mg/ HRE2/43%, 7 =7 %Y A% > NMOmg/ HEE0/41
Fl, 727 %Y AH v F60mg/ HEEL/366], 7 =T XY AH
h80mg/ HEEL/ 41T o 7=, HKGBLE% 16 (KBEOMER:
IR E CHEZ BRI E LB 42 &) (O, migRESE
A36. Omg/dLLL FIZEIZE L2 BE OFIE (FBR#E) 13, TEOL
BY THo122,

FUT-1 H ARG G 00 1 R, Omg/dLL T HERk sk
R Mﬁ’ﬁ@;g?ﬁ;ﬁ‘g/ R R

7 IR (384) 2. 6% —
20mg/ B (43f51) 46. 5% 43. 9%
40mg/ B (41451) 82. 9% 80. 3%
60mg/ B (3644) 83. 3% 80. 7%
80mg/ H (4141) 87. 8% 85. 2%
R 57 = T ) A S o DL AN % 199

RIER (BRMEMORE 2 ETe) ORBEEIL, 77 Rt
18.4% (7/38%), 7= 7%V A& v F20mg/ H#E23. 3% (10/43
B, 727 %Y AKXy MOmg/ HEE29. 3% (12/41%1), 7 =7
¥V A%y h6Omg/ HEEL3.9% (5/36f1), 727XV AKX v |k
80mg/ H#£29. 3% (12/414]) Thotz, 7 =7 XV A X v M
IBTDHERBIERIZ. 7=27% Y A% v F20mg/ H & TRHE

BRI J 4 (9.3%) . BEIE2B] (4.7%) . V=T XY AKX v b
40mg/ H #E TR BRI 263651 (7.3%) . TSHEGM2( (4.9%), 7 =
73XV AH > h60mg/ B BE TR RBIEI 34 (8.3%), T =T F
VA K h80mg/ H BT R BAMI 841 (19.5%) . BIFisR 261
(4. 9%) PURE AP fs] (4. 9%) . ALTHEAN2H] (4. 9%) . CKEEIN
261 (4.9%) ToHotz, [7. 18]

17.1. 27 EAEMERER

A & e @RI E B 244 Rt L LT e T ) ) —)b
SHRIEE2 (L _HERMRBREZITo, 727F Y A Xy b
10mg/H XX 7 w7V 7 —/L100mg/ H Z 12 A [{#% 5 L. ZD%,
FNEH40mg/ H Xi%200mg/ HIZHEE L4 MRS L=, 6.
LTHERET 7 =T X A ME3/12261, 7a 7Y ) — VRS
12160 T - 7=, HG5BREHSHEOIMIERBREZI(LR (T
i H) I2HBWT, 7= F Y AZy MOng/ BEEO T a7
J —/v200mg/ A FEIC RS 2 FEL N R Sz (P<0.001: FES
P~ — U 0E5%), Eo. FE5BRLA%SIE O IERFEIES. Omg/dL
PIF RS RBIKFMIER) X, 727 %Y AF v homg/H

7£82. 0%, 717U J—/1200mg/ ARET0. 0% CThH o7z, &5
MTORBESHREOBRREBITITROLEBY THHo7=2. 29

F17-2 B G BRIAHSHE O Mg REE AL (%)

MEREEAIIE | MERREE R -
(mg/dL) @) | RlEORRE
B = ORI | S
e M (%)
(FE (R 722) (FE R 722)
725”1;” 8.89 -35.2
ng/ (1. 24) (14.7)
(120f3) 6. 24 "
7275775} [-9. 65, -2. 84 | P <0- 001
e 8.83 ~41.5
(12250 (1.32) (12.1)
a) MLV RO HE (5B RT O MIEREAE) (ZxF4 555
?ﬂﬂ@mzm&ﬁ@WM$
#) LR E I T HPHE
ﬁns Jr B i D R BLEI A
WHRE | O~12ALLT | 120 O T | 6Ll |
7255;&”” 1. 7% 3. 3% 0. 8%
(12f%m> (100mg/H) | (200mg/H) | (200mg/H)
71?;5%&yb 1. 6% 6. 6% 3. 3%
(12§#m) (10mg/H) (40mg/ A) (40mg/ A1)
() NS oT7a”) ) —A X3 7 =T H Y AZ v b
D&
ARBICBUT D27 27XV A% v NOLEVERHlR 524341 4

BER (BRBREMORE &) ORBUBHEIX, 7=7F%Y
AH -y NEES. 2% (10/122(1), 7wV 7 —/VEELL 6% (14/121
Bl) THotz, 727 XY AX Y MEICEIT D ERBEMIX
R Z A (3.3%) Tholm, [7.15M]
17.1.3 BRE#RSHER
M IEREEIES. Omg/dLLL D B\ % & o & IR IR LS B 17 1451 %
R L L EMBRGRBREER L7z, V=7 %Y AZ v b10mg
/AL EEEZRMG L, BERBHIEBIC 7 27 %F Y A Z v b
20mg/ A, ¥HBIME%THEE IZ 7;7#/%&y%mmﬂuﬁé
%LKOEQ% 5121018 B o Mg JREEME H36. Omg/dL % B 2 T\
FAi&@%t%wﬂa;@7:7%/x&ybwm/m:
L, MiEREEE6. Omg/dLLL FOBZAIL T =T F VAL v
Mmyﬁ%ﬁﬁbto&k\ LMEREII 7 2T X AF v b
40mg/ HEES/13161, 7 =7 %Y 2 X v F60mg/ HEEL/4061T
Hot, BHRMKISHE, 261, 521 Tl iEREEEAY6. Omg/dL
DIFICEIE L BB OEES ERE) X, 7=27F% Y 2AX v b
40mg/ HFETIX, =N EN93.5, 91.5, 86.4%, F/=, 7=7F
Y AHw h60mg/ BEETIL, TNENT4.4, T1.4, 87.5%ThH >
T:30)o
ARBRICBIT D7 27 % Y A% v b OLEMETMR G171 F
wI1FEH %f@§ﬁ®i%%ab)m%%ﬁﬁi\7i7%/
A& F40mg/ HEE3T. 4% (49/131%1), 7 =7 HF YV 2 & v |k
60mg/ H B£35. 0% (14/40%1) Toh-o7=, 7=TF I A X v MEE
BT L EREWER RBREBORFELZET) X, 7=7%
Y AL h0mg/ A HECHE R i g 2661 (19. 8%) . BAHJETHI
(5.3%), PUman] (3.1%), 7 =7 %Y AZ v b60mg/ HEET
A BAEI 9B (22.5%) . BAFIR3E] (7.5%) . DU 341
(7.5%) . VUREARHLRL2H] (5.0%) Tdh-ol-. [7. 18]
(DAL BEIZHE S & RESMAE )
17.1. 4 EREMHERER
(LB REAT T € O BRI 2 X RICT v 7 ) ) —)L
KHRIE B RIEE AL IR 2T o7, 72T HF Y AL » b
60mg/ H X7 v 7Y/ —/E300mg/ H [BEEREIREEDH 5 H
# (30=eGFR<45mL/min/1.73m?) Ti%200mg/H ] Z ALk
1TBARA24RE IR 2y H6 A 5 L7z, B 5PH8A6 B # % Co M
JRERMEAUC (EHFEMIEE) X, 7Tu X ) — BT 5
T2 TRV AL y MEOIEBEN RIS N GES Y —T
150mg * h/dL), F/=, 7= 7 XV A X v F60mg/H DELHIT X
UM@E%@&&%%%%D&&T&%%;ﬁwb%w”%
ARRBIZBITD 7 27V AX v h60mg/ H OZEVEGFHAM %52
4961 1451 (2. 0%) ICEIERRRS bz, ZORITEMIX, AST
BN, ALTHIINTH - 72,



F17-4 B HBAR6 A #& £ T O Mk REREAUC

L35 R FAUC
N (mg - h/dL) PERE
e B/ TR L95%{= HH X K] ]
Ta7rYy )=
200~300mg/ H 513.44+13.13
(50%1) -33.61
T2 TXVARE Y b [-70. 67, 3. 45]
60mg/ H 479.82+13. 26
(49451
HWE 727X Y AZy MET R T ) — Vi
8 —O— Tz T FVRAYEA49H)
= -—-@— F7aT)/—)LE(5E0H)
36 Tl RERE
® = (L EEmRLE
§ 4
[ T | e S
£,
0
Day-1 Day1 Day2 Day3 Day4 Day5 Day6
f BEEMREE
BA17-1  IE PRI TE ORRREHERS [
D) ARFOABINTZAELOCHAEICBT 2 RKES BT
60mg/ H TH 5,
18. E3hEF
18. 1 {fEFF

18.1.1 727y 2%y M, RBBEREZEDLII U F 4%
A=Y Ok (Kifl:0.6nmol/L). EtM (KifE:3. Inmol/
L) ZWFnbETDZ Lk, RBEREMHITS (in
vitro @ER) 3%,

18.1.2 727 %V Ry M, hOFELTV - Y IV
KRR OIGEICBE RIF ST, ¥V Fod o7 —E%
BRMICIET S (in vitro i BR) %9,

18. 2 ZHE{EMA

18. 2.1 M REETIEMA
Z v b (EH., BRBOIEET V) TTZT2TH YRy MNIR
AEEGIC LD | M REMEZ KT 7239,

18.2. 2 FRAARERETER
Ty hTCT72T7 XY ALy MIRAKGIZLY, RPIRIBMEE
T &87239,

19. BRSBTS EEFMR

—W4 . 727XV AX > b (Febuxostat)
b4 : 2-[3-cyano—4-(2-methylpropoxy) phenyl]-4-
methylthiazole-5—carboxylic acid
4313 CreHieN20sS
4y : 316.37
MR BROMERTH L,
VAFNANKRF Y RIZORVETOT L, =4/ —b
(99.5) IZROREITITL K, KIZIFZE A ETT 2,
{bEAgE= CHs
N
/ COz2H
S
HsC
0
CHs CN
72. a%

(ZxTFXVYRE v MEllmg TEHHD
1008 [108€ (PTP) X 10]
50058 [7 I, NF]
(ZzTXVYRE Y FEllmg T&HH)
1008 [108E (PTP) X 10]
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1008E [108E (PTP) X 10]
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