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FOEET LI L, PTPY— FORERKICE D, BELH
AP EERBEARA L, BICI3ZEAzH I L THER
MREOEERAIEZHRET LI ENDH .
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15.1 BRERERICED K &R
WA CEMESNLDMERBEZET 2RAEEZNRE
L-—EEmIESERBICH VT, TEEEE (O
EIE. JEBSEEOAEE. JEBFUHEMEE R, REERD

FEICNT 2 RAMITHEROEALY FRA V) I2o0
TR7aF) ) —LVEBIINLT 2 TF Y2y y VTS
HEARSNZHOO, BIRFHAEE O S 5 DIMEFEDFHE
HEE T2 TFIRY Y "EROTR Y ) —LETER
ZN4.3% (134/3,098f1). 3.2% (100/3,09261) T&H v
TxTFIAY Y "ETEDP 272 (NP — R [95%EHE
X1 2 1.34 [1.03, 1.73]). DIMEFEOFRTIIMBEEE D
ICDEREDPROEZ P57z (T2 TFVRAYy NEE2.T%
(83/3,008f1) . 7 a7 J —)ILEEL.8%(56/3,00205) ) o F 7=
SRTORBEEZIZOVTE, 72 TFV ATy NHERD
Tar) ) —LEETENENT.8% (243/3,098M1). 6.4%
(199/3,0020) THV 7 = TFIAY Y "ETEP 2Tz (N
H— FH [95%EHEX A1 : 1.22[1.01, 1.47]). [8.3 ZH&]

15.2 FFERAREABRICE D < 5%

oA AW I04ERR S IC L 2 PARERERICEL
<. EAER (7 v Mdmg/kg/H [60mg/HTO
~OIMmERBES D25 (M) K026 (M) &, v 7R
18.75mg/kg/H [60mg/HTO b b D MEFIEE R D4
(1) RO12 (M) 15]) OBtIc®y > F o eifEshD
ERIE-EAEPRO 5N, v 7 AD18.75mg/kg/H (1)
KT v b 024mg/kg/H (1) ([CREMEE (817 LR
FLIEE R OBAT L) OFREHEOBINAED 5N,
< ATIRBRICE T > F UHER - BaER L L WES
TC. BEWBIT LR OBREIERD SN hrolz, (Fo
BT W& A% S X AT BT
BT EICED, BRHEOBEEE(LIFRIND EOR
ENBH D, $im BERBICBWT, FHUFUEE -
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16. EYENEE

16.1 Mo

16.1.1 BELS
BERRABME0FIC. 72 TFVAYy kELTIO
20, 40% U'80mg® % i FCHERORS L7 & X,
MEEFR7 7%V 2%y SOENENFE/NT XA =7 IZLR
DEBVTHEHY,

EMEREINT XA —%

A& AUCins Chmax ti2 tmax

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

(9 fE R ERZE)

16.1.2 RiE%RS

(GHBELhE)
BRRABEHIC. 77+ 2%y b &L T40mg
ZHARRICIHIE7THMRERORS Lz & &, miEsh
717X VR y MBERRSHB%RIA TERREIC
EL, MERSICL2EBEITD 5N h o725

= Crnax tmax AUCo,24n ti2
g | BRH (ng/mL) (h) |(ng-h/mL)| (h)
1EH 1019.1 1.8 3658.5 6.3
40mg/H +343.2 +0.8 +625.6 *1.6
(N=6) 7HE 1299.8 1.5 4442.1 8.8
+312.6 +0.3 +£729.5 +£2.2
(CEEE - EHRRRE)
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JEM. 20mg/H24ABIHIBEHER ICHREG Lz & &,

B EHRROEICE T HEMFEINT A -5 IR D &

BoTcH-7-7,
U Cmax tmax AUCO.24h ti2
BSE | (ng/mL) @  |og-pmn| M)
_ 541.8 2.2 2092.3 8.2
0mg(N=10)| - )77 +1.6 +463.2 +2.4
(FHE £ ZRFE)
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Tz 7FVAYy FODEEIOMg [73I7 7] &7x27
U 78E10mgE. 7 a0 AA —N—FEIL LD ENENIGE
(7 7%V 2%y b&ELTI0mMg) EBEERABHEICH
AREEORS OKCRAKXVKZ LTRA) LTm
BRRELABEZEIE L. Bo NI BY BRI X —
4 (AUC\ Cmax) L:’)L3?90%{%‘*3[2&5(25&:‘(%%*@@
W x2fTo 7%, log (0.80) ~log (1.25) D#EFANT
0. WHIOEMENRSEE SRS NI,

(1) KTHRA

HFEIST A—H BENT A=Y

AUCo,24n Chmax tmax ti2

(ng - h/mL) | (ng/mL) (h) (h)

T THFIAY Y b 1360.37 501.24 2.0 4.3
OD#EI0mg [ I 7 71| +366.57 +180.48 | =*1.3 +2.3
N 1386.82 545.26 1.3 4.1
77V 7SI0mE | asr s | £16.64| 1.0 | +2.3

(PigfE + HEERZE. N=67)

(ng/mL)
800 -
o —e— 7 7FVA% vy hODELIOmMg [7 37 7]
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HENRTA=F BEING A =4
AUCO,Mh Cmax tmax ti2
(ng -h/mL) |(ng/mL)| (h) (h)
TITFIZAY Y K 1361.06 561.77 1.6 3.9
OD$#10mg [7 37 7| +322.87 |£153.21| +0.8 | +2.2
. 1397.71 567.19 1.3 4.4
7=7V7I0mE | a9 | +186.08] £0.9 | 2.8
(B L EERZE, N=38)
(ng/mL)
800
_ —e— 7x7FVA% v hOD§EIOMg [ 27 7]
600 3 o 7z 7Y 7§E10mg
i -
i (PA9E + RS, N=38)
h
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Yl N —
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(Fx7+YRIw ODEEIME [T=ZT7])

T 7F VA% y FOD§OmME [73I77] &7=x7Y
JHEA0MgE VO A —N—EIC XD ENZENIEE (7
TEYVAY b ELTAmE) BERASEICERREE
BOFSE OKCTRAKRUOKZ LTRA) L TmiEhRzE
{LARIEEE % IE U8 & Nz Y BE €5 X — % (AUC,
Crmax) 12 DWW C0%IEHEXENEIC TRETARIT 21T > 72 4%
£, log (0.80) ~log (1.25) O#ENTH Y. WHID
AR RZE SRS NY,

(3) KkTHRA

HENTR—% HBEIRFGA—4
AUCo,48n Chmax tmax ti2
(ng - h/mL) | (ng/mL) | (h) (h)
TITFEIAY Y b 8793.8 3113.3 1.34 9.06
OD##40mg [7 37 7| +2214.5 | £816.9 | £0.90 | +2.41
N 8577.8 3220.4 1.26 8.73
7=7V780ME | s | k71905 | +0.81 | 2.4
(FHEE - EHEREZE. N=22)
(ng/mL)
4000 -
3500 —e— 7 T7FVRAY v FODE4A0mE [ 37 7]
1 3000 --o- 77 7$840mg
% 2500 (P8 + RS, N=22)
?g%zooo L imel
|4 :
1 1500 [{]]]| 18
i I
B 1000 |77 ™
500 | L
0 l - . X e
0; 2 4 6 8 12 24 48 (h)
I
(4) K12 UTIRA (77U J840mgl3K THRMA)
HTEIST A — % BEISTA—H
AUCo,4n Chmax tmax ti2
(ng - h/mL) | (ng/mL) | (h) (h)
T THFIAY Y b 7631.2 2726.4 1.79 8.02
OD#E40mg [ X 7 7 | +1865.1 +827.5 | £0.99 +2.22
N 7670.3 2729.6 1.35 8.15
7=7VIHOME | 19604 | 4919.0 | +1.04 | +2.27

(CPE9fE + fRHERZE . N=40)
(ng/mL)
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3000 7! —e— 7x7FYAY v FOD§E40mMg [ 37 7]
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Eﬂiﬁ':f:'o}%fgﬂﬁfﬂiAUC\ Cmax%@/\oa)(_yti\ *)&%ﬁ
EHORR, FEOEMEIEL - FREEOHBIEFICE -
TREZLWRENPH S,

16.2 DRUR

16.2.1 BEDXE
BEERAL6HIIC, 7= 7%V 25 F0mg# ik lc &
Eﬁm&%bf:t%\ %Eﬁ&%&:tt/\\\f\ Cmax&(f
AUCd ZNZN28K18%E T L 7Y,

L Cmax tmax AUCmt t1/2

BSE | egm) | ) | genmw | ()

RS 2049.1 1.2 6538.3 6.8
(N=16) +782.3 +0.8 +1263.0 +1.7

BBES 1456.0 1.8 5321.6 6.3
(N=16) +514.8 +1.0 +910.4 +1.5

(F9fE £ ZHER)
16.3 &fa

16.3.1 BEFEER
Tz T7F VAT v b (0.4~ 10ug/mLEMNE) Okt b
MEEBEEBERII7.8~9.0%TH V. ELESEH
X7V T I THo7z (n vitroRE) 9.
16.4 {5
T TFIAY Yy hOERZREBHIE NI 0 BIgs
RISTH 70 Ty TOMICEROBILR#Y. Zh
5OWMEBaGARO Y IV a Y BEfasEicRE s neo,
77 FYVR% v kDOCYPIA2, CYP2B6. CYP2C9.
CYP2C19. JKUCYP3A4/5ICxtd BIHEILERD BN h -
Jzo —H. 72T FVRAY Y bDOCYP2CEK U'CYP2D6IC
9 BKifHEIZFNZF 20K 40umol/LTH 7= (b b2
ruay)—ALERWzin vitrosE) 90,
71 7%V A% v FICYPIAL/2. CYP2B6. CYP2C9.
CYP2C19. CYP2D6, CYP2E1R U'CYP3A4/5% HE L 7
Mol (v MR Z W20 vitroiE) 'V,



16.5 Hkttt
16.5.1 EEMABH246IC7 = 7%V A% v &L TI0. 20,
A0mgE A NEEROKE Lz & &, %5247 096
BEE TORSBIINTE2 72 TFV Yy ORF
HERIZZNZTN2.1~3.8% % 1V2.2~3.9%TdH > 7,
F o, BERUNLVBERE TORESEICNT A7 =
TEVRAY Y SO0 LA RO R R
FNENA6.7~49.7%]% 1'49.0~51.6%TH > 727,
TR A BH6FICMC-7 = 7T+ Y 2 ¥ v b & LT80mg™
REHTHHAE. ETERREORES L&, &5
BAREE E COMBEFRBEREICNT 27 27 F VAT
NROZFO TV u rBiasEOE&IEZENZEN83.8~
05.8% % U2.3~6.8% THo7zo BG5BT TOT =
TEIAY v bORBPPER (RGBT HEE. D
TEBE) 131.1~3.5%. % 5%1208% [ & T O Fett
RII7.8~15.8%Th>7z. Tz REtW % & DT HBHET
HEO®K5%216MME TOREVEFIIRRIIZNZN
491K V44.9% ThH -7z BHEADT—%) 0,
BENDESZEIEE
1 BHEEETES
B (5f) ROHEE (7TH) oBKEETEEICT
TEVRY v +20mgx | H1EEER%IC7H B REROH
Sl &, %ERTHICB T 2BREEHER NEO 7
7;\: VAT Y b @Cmaxli%%ﬁgﬁﬁﬁ (9&”) tgb 5
T2 ir o 7z AUCo, 0l B HERELE # B¥1C Hulg L C53%38
M7z, PEEBEHAETEOCoak CAUCH 2l BT
HEEBICHE LT, TNEN26KV68%IEM L7217,
BE (offl). EE (TH) XUEE (7)) OBHEE
BEFEEICT7 27+ 2% v h80mg™® %z 1 H1EEHERT
ICTHRBIRERO®RS Lz &, %ERTHICBIT A7 <
7‘:‘: VS 9 b l\ @Cmax&ZfAUCO.MhLi\ Eﬁx%ﬁgﬂzﬁﬁ
(1161) (Chel L CHRE, hEE, EEEREETHT
FNTNAL R UE8%. 28 U48%\ 4K U T6% LA L7 (4%
EADT—%) 9, [9.2.1 k]
FrEER T EE
R (8fF]) I OVREEE (8f51) D FFFEHEIR R 822 (Child-Pugh
A, B) IZ7 =7 %Y 2% v b80mg™ &1 HIEFA & FIC7H
MREFORE L L&, BENERE NHORS5%TH
WBIFBT2TFIAYY FDOCrnax T AUCo2nld, FFHE
BEIEERE (114]) EHBL TZENETN24RKU30% LA LT,
F/o. PEEFEEEE FEEOCrax X U AUCL I ZNZF N
S3RUS5% ER LTz HEADT—%) ¥, [9.3 28]
SEE
ElE (65RLLE. 2401) &EEE (18~40m%. 2441)
27 2 7%V A% v h80mgH Z1HI1EFAARRTIC7H E
RERO®KRE LS, BRERTHICBI 2EHED
Crax X OCAUCo. 20l 3B FEZ I L TENENIRE TR
UC1R2%EF L7 BEADT—%) 9,
g3
727 FY ALy N80mg® & 1 H1[EIHA A HTIC7H B K E
BORE L&, HERTHICB T 2 tEmErER (24
B1) DCumax &k O AUCo 240l BYEBEERZE BE (2401]) (1 HBg
LCENZNARVR2%Em D >72 (GHEADTF—%) 19,
16.7 EMEEIER
16.7.1 HlESHI
R 246012 #IER | (SmLAIZKER (L~ 7% 3 7 4
200mg R UVKER(L 7 L 3 =7 1.225mg % &A S AELEAl)
ZHAFEORESRICT 7Y 2% v b80mg™ % Hi[m#%
O%ELIEE, 72T FVRAY Y bOCraxz CAUCins
FEFNZNRRVISMETR Lz GHEADT—%) 1017,
JjveF>
ERERRA22611C 7 = 7%V A% v M0mg# 1 H1E7H
REZO®REG L, BEiZd~THEICI Ve F > %1.2mg/H
TIH2EIRERORE LI L&, 72 TFVRY Y bD
Craxk CAUCo,nld Z NZFN12R ST7% EF Uiz (4%
ADF—%) 18,
TR 266117 = 7%V A% v M20mg® 2 1H1E %
UOa)vkeF rx].2mg/H CIH2EN4H B REZ DS
LizE &, aLeF U OHERITREGHS LIS ERK
5% DOChaxld TN ZNRWE TR OB LA LTz F20
AUCo,20l33%E R L7219,
16.7.3 AV RXIY Y
TERERLA2661IC 7 = 7%V 2% v 0mg® Z 1A 1[E K
A 2 R A% >100mg/H TIH2ESHMREZ DRSS L
L&, T2 TFIAY Y FOCmadd7%E TR L. AUCounld
2% R UTce F72y AV R XY T2 DOCmax &k OAUCo,24n
DETII2%LANTH -7 FHEADTFT—%) .
16.7.4 2O+t
TR A2SHIC 7 = 7% Y 2% v +80mgH 1 H 1=
U7 uF+ >1000mg/H %1 H2E7H B RERORS

16.5.2

_—
o o
oo

16.6.2

16.6.3

16.6.4

16.7.2

Lize &, 7 uxtyoftRIckD. 72 T7F VI RY Y
b D Crmaxfk OAUCo,20lE Z N2 N28K% V' 40% EF L 7z,
—F. 72 T7FIRY Y FOBAICL ST Saxtr 0
Cmax@ J:.i%fl‘& Zj\AUCOMho)’f&‘Fcil%LlWT% D fC (9\{‘
BEADOT—%) 9,
FIFPSI=ZY
R AIZGFIICT = 7F Y A% v b20mg™ % 1 H1[E]9
HERERO®RS L 5 HnEeHIcTY 73 (H
WARKR) 25mgZx BEFEOKREG L&, 7773
¥ DCmaxk PAUCKilZ ZF N E N6 V2% LR L7z (4%
BADOTF—%) 2,
DILT77U2FNUD L
ERALRBICT = 7F V25 v M20mgP&ETILT 7
Uy UL (ENRAR) (FAEIZINRE EEEICE
&) #1HIE4HERERORSG Lz & R-KUS-T
V7 7Y 2 DCmax & FAUCo.200D _EFIISBLLN T H >
7‘:0 if:\ TJNLT 7N y@%ﬁi@g'ﬂ: (INRmax@J:?%l‘\
INRmeath@{&T&(f%Vﬂ?E‘ﬁ%ﬁ'f@@kﬁ) Li’]%
DANTH-7z (HEADT—%) 2,
BEER 27617 = 7%V A5 v F80mgH & T LT 7
Uy hUvL (BERERER) (ARIZINRZEMEICE
&) ZIHIO4HMRERORS L EER-TLT 7
V) > DCnax X CAUC0, 0 DIE RIE2%B N TH o 720 F
7‘:\ S-TJ)L7 7 ]) \/@Cmax@{&—F&wAUCO,Mh@J:?%
F1BLIATH o 7z0 Fion TILT7 7 Y OENZOXE
’”: (INRmaxtINRmean,ZAh@’f&—F& Zf%Vﬂ ?{E’ﬁilzf':]
EDLER) 34NN TH -7z GHEADT—%) 2,
EROZOOF7IR
EFERAMGICT 2 7F Y 2%y F0mgP &k Farua
057 Y R50mgx BEREA#ES Lz L&, 72 T7F VR
AN @Cmax&(}‘AUCmt@_}:%Li4%l;£w‘(°%C 7z (9\{‘
ADF—=%) 2,
TAT4UY
R A236IC7 = 7Y 24 v +80mg™ % 1 H1[E7H
RIEZEORS L. BEHBH“SHICT 47 1) »400mg%
%@ﬁu&% l/fC C‘:. %\ 717]> 74 ]) y@Cmax&ZﬁAUCmf
D ERIISBANTH -7z GHEADT—%) 2,
16.7.9 OV U9V
B 36617 = 7F Y 24 v F20mg® Z1H1E9H
MRERO®RS L. #5HmEESHICaY 75y (B
WARARR) dmgZBEREOKEG L& uyr) sy
?/@Cmax@'f&‘ﬁ‘&@AUCmf@LﬁLi{)%l«){lj‘]—(35 D fCZA)o
16.8 ZDfth
TrT7FYRY Y FODER20mME [ 37 7] 1k [&&
PR ZFOEHA O LM ZENEEWHRFE T R T4
VIWKEDE T2 TFYRY Y NODSEOmMg [ 27 7|
TIEEEBAIE L& &, BHEHPEE AN, &
YIRS & A angzy,
) RHOERRSNI-RERVCHRICB T 5RAHRERIZ0mg/HTH 5.

17. BRERRRIE

17.1 BENRUTREMICEY 28R

(R, SFRERIE)

17.1.1 ER#HERSE I 1855
A% & O EREEIMEBE2026] 2 MR E LTI R
SRR L B E AR RSB E T o7, 7 x
TEVASy Momg/HH 585 %ML, SEOH
EMEFFFE (200 40. 60%1380mg®/H) ¥ CHE%
BEMICHEE L, BBOY 1 3 2 73R 5HR%E2.
OXUI0GEE Ly IhDIREI6EE CHE MR Lz, &
B, ZHBEHEIT T CARBL/BG. 7T TFIRY Y
~20mg/H&2/4361, 7 = 7%V 2% v hOmg/H B
0/416l. 7 = 7F Y A% v Me0mg/HEEL/36f]. 7 =
TV AY v h80mg/HEEL/ALGI T - 7z, F5HE
BIGER (SHOMRHAERE CRHEZBBNICHEEL
AR 2 &) 10, MIBREEMEA%6.0mg/dLELRICH]
EL-BEOHE GERE) . TROEBOTH-

722,

H 5 R 16E DM RERE6 . Omg/dLEL i RER

16.7.5

16.7.6

16.7.7

16.7.8

BE58 MIEREEE6.Omg/dLUI NERE | I RBEEOE
T;%f 2.6% —
QZE%F 46.5% 43.9%
4?2}%)5 82.9% 80.3%
6??2)% )E' 83.3% 80.7%
S?E%{J)E' 87.8% 85.2%




RSB A7 27 FY 25 v b OREEFHENR199
B, BEA (BRBEEOEE2E&T) ORBFAEIR.
75 REE8.4% (7/38) 7 = 7%V A% v +20mg/H
B423.3% (1074361). 7 = 7%V A% v MMOmg/H &
29.3% (12/41%1). 7 = 7%V 2% v +60mg/HE£13.9%
(5/36M1) 7 = 7' 2% v b 80mg/ H#£29.3% (12/414)
THolze 72 TFVRY y MBI 5 ELEIERIL.
727 F VA5 v +20mg/BECREBAE 4G (9.3%).
BRECH (4.7%). 7= 7FYVAY v Mimg/HEETRE
JERAET 43061 (7.3%). TSHIEA2BI (4.9%), 7= 7%
VA% v he0mg/HEE CRRBET RG] (8.3%). 727
FV 25w F80mg/H B T R B i 2801 (19.5%). BA
20l (4.9%). DURCAHREEB] (4.9%). ALTHEHN2{
(4.9%). CKHEM2HI (4.9%) TH-otz. [7.1 HE]
ERsE M85 5%

R % & O B R MAE BE 24401 2tk & Liz7a 7Y
J = U REE R —EER R E T o7, 72T
£V 2%y Momg/BXIE7 7Y/ —L100mg/H%12
HE#SE L. £0%. £hZ2h40mg/HX13200mg/H
IR LMABRS Lz, B, REBFIE 7 7%
A% NEE3/12261. Ta Y ) —IVEE3/ 1216 T o7z,
B EHMERSEDMERBRMEE(LR (FEMEEE) I
BWC, 727 FYRY Y MOmg/HEEO 7O 7Y J —
L200mg/ HEHI X 2IEH A RSN/ (P<0.001 : FE
B =T E5%) . F7o. BERBESEO MIERE
f#E6.0mg/dLLL R R (BIREHMIER) 3. 72 7%
V2% +0mg/HEES2.0%. 717 J —L200mg/H
R70.0%TdH -7z FISHE OB R DOFEIHE
B TROEBDTH 727,

H 5B ESIE O MIERIEMEZELER (%)

17.1.2

175 FREE#IHA M?%ﬁ?§1ﬁ EALERD
. i (mg/dL) | Z{LE (%) | B ,
w58 i g [95%(2 #8 o3BT
(EdEfE) | (EEmEs) | XE] (%)
Fa7) =L
Wmg/B | (| ()
(120f1) : : 624 | boo ool
PEVEVE SN [:9.65,-2.84] '
Jomar 8.83 415
A (1.32) (12.1)
a) MEREDHE (&SRB MERRE) 108 2% 5R%SE
D IMIEFREEEDE LR
#) IELMMEICH T SPE
R R OFIRE S
B5H 0~2ELTF | RA@GENT | 6ABSENT
7;&;3;&”” 1.7% 3.3% 0.8%
<1m%m (100mg/H) | (200mg/E) | (200mg/H)
712§fﬁ§”} 1.6% 6.6% 3.3%
(122%5”) (10mg/H) (40mg/H) (40mg/H)

() NREEHPOT 7Y ) -V XE7 2 7F VAR5 FORE
REBRICBIT B 727XV AY Y bOREEFHETR
243019, EIfER (BBRBEEORE 2 &) OFIUE
Bid. 7 7FY A5y NEE8.2% (10/12261). 7 a7
V) —VEELL.6%(14/12161) ThH > Tce 72 TF I AY v
NI B A ERBIMERIL. BEBEA (3.3%) T
bHotze [7.1 BH]

BEARIRIZSHER

M3 PR EE(E9.0mg/dLEL E R B % & Lo = PRI MU B &
171 RE L R GBI EE L. 727 FVR
% v M0mg/Bro5H 5L, #E5MBERIERICT =
TFVAYy M 0mg/H. BEHRBHRTEEICT 27U
4w M0mg/HIZHEE U7z, % E5MmEI0EEOIMmERE
E7%6.0mg/dLZ#8 2 T W25 & 3% Sk %ISER L0
7173 A% Me0mg/ I E L. MiEREEA6.0mg/
AL R OB EE7 27 %V A5 v MOmg/H % MR L7z,
7B, WEEREIZT =7+ Ry v MOomg/HEE5/13141.
727 FV A5y M60mg/HEL/A0BI TH o7z, HEFA
%188, 261, 5238 TIMIERELE6.0mg/dLEL FIZHE
Lz BEOEE GERR) & 77 ¥V A5 v bM0Omg/H
BETIE, ZNn2N93.5.91.5. 86.4%. £7on 7= T HFIAY Y
~Omg/HEETIE. ZN2NT74.4, 71.4, 87.5% TH 725,
RRBICBIT BT 27XV AT v ORI R
171615, BIER (BABREEORE z&T) OFRKME
ElE. 7 2 7%V A5 v bMOmg/HEE37.4% (49/1314)
77 FYRAY v he0mg/HEE35.0% (14/4061) TH-
2o 7xTHRYVRAY Y BB HELEINER (K%
BEOEE &) &, 727 FYVAY v bMOmg/HEE

17.1.3

TR R B i 2226051 (19.8%). BEEIR7HI (5.3%). DUk
ARl (3.1%). 7 =7 FVRY v N60mg/HEECRERM
Bi9¢oM (22.5%) BEERIRE3MG (7.5%) \ PUER3M] (7.5%)
PUEAHRERG] (5.0%) TH-o7z. [7.1 HH]

(B AAEREEEICHE S S RELINEE)

17.1.4 BN MABEER
(LEFEERAT T E OB EE B EOf 2 N RIcT7a S
V=L R E BRI HEBHER 21T 272, 72
TFVRE v be0mg/HXIET BT ) —L1E300mg/
HIBE®REREDO 5 EE (30=eGFR<45mL/
min/1.73m?) TI3200mg/H] % (LB EEITH1624
REERT 2 S0HER G L. HEMImoH% E coliE
REBEAUC (EZEFHEER) &, 7a 7Y ) — LB
W BT THRYRY Y NHOEBEN RSN (GF
P~ —21d150mg-h/dL) . £72. 7 2T F VRS v
~F60mg/H D51 & 0 MERRE ISk A% %
TREMICED L7220,
ARBICBIT A7 2 7FY A5 v be0mg/H DR LM
ST N SRABI R 1E (2.0%) ICEITERA 2R 5 iz,
ZDORIWEMIE. ASTIEM. ALTHEMTH -7z

#HERmoH#% F TOMERRIEAUC

— MEREEAUC (mg - h/dL) BRI
BN PHE R ERE [95% 5 #EX ]
Tar) )=
200~300mg/H 513.44+13.13
(50431) -33.61
VEE DY E AR [-70.67,3.45]
60mg/H 479.82+13.26
(4961)
BRE 7 7RV RSy bEETO ) ) — VB
(mg/dL)

—o0—7xT7FVRY v MNEE (496)
--e--7a7) ) —LEE (506)
SEAE + R 2
= LB ERGH

mWR S

0 T T T T T T T

Day-1 Dayl Day2 Day3 Day4 Day5 Day6
i Eces sl
177 PRI ME DRERFHERS

) AROERSN-HERCHRICB I 2RARSRIZ600mg/HTH 5.

18. EFNEIE

18.1 {ERERF

18.1.1 7=z T7F VAT v NI, REBEREZESFY VF 0 F
F 7 —EOERLE (KifE : 0.6nmol/L) . E7rE (Kif:
3.lnmol/L) ZWINHHET S LICLD., REE
WEINET 5 (n vitroiREr) s,

18.1.2 7z 7FVRY v bME, toFEZTSY > - LY 3IY
VREBROENRICEE A RITEST., FHUFULF
V-V EBIRNICEET 2 (n viroillx) Vs

18.2 ZEIB{ER

18.2.1 MTAFREAE TER
Sv b (EE.BRBIEETIL) T7xzTFVATY
MIBOEICLD, MPRBEZETSE2,

18.2.2 FROFRERE TER
Sy RTT7zTFVYAY Yy MEIROKSICLY, R
REEZE RS2,

* 419, B ICRET SEEZHFR

—MIEFR 7 2 7%V A% v b+ (Febuxostat)
{b24 @ 2-[3-Cyano-4-(2-methylpropoxy)phenyl]-4-
methyl-1,3-thiazole-5-carboxylic acid

373 1 CieHisN203S

7F& 1 316.37

R pEoREXIEREEOMRTH L, 5/ -
(99.5) ICRREFICS L, T M M YLICET
<L KITIBEAETET V. BRSTENVRD S
Na,



20.

22.

*23.

CH,

CO,H

HsC
3%0

CH, CN
Ale L H9209°C (9f#. 7272 LRZIRR)

BBV EDFR
T Iu —EERERIIER LT TRET S &,
a=
(Fx7+YR9 vy ~ODERIOMg [T=T7])
1008 [1088 (PTP) x10]
500 (108 (PTP) x50]
(YRS v hODEE20ME =T 7))
1008 [1088 (PTP) x10]
5008 [108 (PTP) x50]
(Fx7+YRI v ~ODEIOME [T=T7])
1008 [1088 (PTP) x10]
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