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TITFIRAY Y b
$Elomg [ 3771

T TFIALY Yk
$E20mg [ 37 7]

T THFIRAY Y b
$840mg [ 37 7]

BRI
(1%24)

(HR) 7z=7%v
A% +10.00mg

(BR) 7z7%v
2% 120.00mg

(HB) 7z7%v
A% +40.00mg

BRI, AT NT 7T T e RaFr o
Ltla—A, BEEKTAH, JO0ZAhNLAT—ZF ~Y
Ly ATFTV VBT IR YT LA, 7O XU—, ¥o/0
I—)L6000. EB{tF % >, hLFoNary
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3.2 BAEIDOMERK

TrTHRIATY MNT2TXFIRY Y M T2 TFIAY vk

e #E10mg [ 37 7 1|$820mg [ 37 7 J|$#40mg [ I 7 7]
etk HE~HEGDO7 4 HE~BEROEHMAD DT 1 VL4
VL T—F 4 VT8 a—5 4 7%k
TAY
Bl w = o
Ll — [

[EXES 6.1lmm 9.1lmm
B 2.7mm 3.7mm
HE 89.0mg 258.0mg
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7.1 RE&RE FNIRIC X ARBHAIC 1L, M RBEOSBMAEET
WL DRABE R (BEFE) PHERSINLIENHDHD
Ty RANOHFEIZ10mgl H1E2 5Bt L. 5D 52
R DR IC20mgl H1El B 5Ra > 5 618 M LR 12 40mgl
HIE#REG LT 508, RAICEET S &, 7B, EE
BB E +DICBET S E.(8.4.17.1.1-17.1.3 =E]

(DPAEEEEICHE S S RERIAE)
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ANAHT ST | BENHEZEORBWER |7 T4 7)) OREH AN AT
ity ZHRT HE RS | N ) ORBBERTHHFY
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BBIIFET AU/ —)L (EHE) cashTwn
%o KEIBLFH U F o AFT
¥ —YHEFREZL DI LD
5. FERORREED B 5o
QANAY F > | A ZANAY F > O AFHABCRPZHET 5 2 &1
FEEN LRI ALV, AN Y F > DAUC
BN DH 5. WL 9E . CoaxS 592, 165 L F
L7z L DMEDH 5V,
11. BIfER

ROBWERBH 5ONBZENHHDT, BEE+DITT
W, BENPEOONEEICEEERFIET 50 EET) %

WEBEZITH &,
1.1 EXGEIER

1.1.1 FFRERERRE (SHEEAB)
AST. ALTED EF 25 kRSN H5bh 5
ENDH B, [8.1 2]

11.1.2 BEYE (BREANH)

SHMERZE R h EOBBIENPH5DNLENDH %,

1.2 Z0fDEHER

ﬁﬁﬁg |~ 5%k 1%k SR
: B RER D IR
— am
AR TS
FREOLONE. B0|#EE. KRR

R PESE L. (R %

Y DEERE e

- TH IR Bl

R %

. [FAEREERE

e (ASTH# N, ALTH

. y-GTPHINE)

T 5. 75, A |HR5. T
RE U0 8. PO R A bR AR
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14. ERALOER

14.1

SRS DER

PTPRIEDHEAIPTPY — bSO H L TRAYT % &
SIEET B L, PTPY— FORBEMKICE D, BELHA
DEEMBEARA L, BICIZEA 2B L THERIRZSE
DEBLAGMEZHET 2 EVFD 5,

15. ZDHDEFER

15.1 BRRERICE D AR

BN CEBSNLINERBEEET HFBEEEZ R E
L ZEERIESERBRICB LT, FEFMMEE (DI
B, FEBGEME DR, JERGEHEREER. REERD
ISR A R2MITEERTOEETZ Y FRA V) 12D
WTWE7a ) ) VB L7 2 TRV RS Y NEET
ELESRES NI OO, BIRFHEEE O > 5 0MESE
DORBRENEFZ Tz TFIAY Y bEROTOSY ) —)L
BTENZN4.3% (134/3,008f ). 3.2% (100/3,092
Bl THOTTFIAY Y NRETEP->72 NTF—F
e [95%E#EX ]« 1.34 [1.03, 1.73]). DIMEFE D
FRTIEHBEEE D IODERESROEZDP 272 (T2 TFY
25w NEE2.7% (83/3,098(1). T a7V —)LEEL.8%
(56/3,002651)) s F 7z 2T OFEBEIEGIZIOVWTH, 7 =
TEIRY Y FEROTOTY ) —LBETENETNT.8%
(243/3,008f1). 6.4% (199/3,092f1) THV 7 =T FV
25y NETEDP o7z (O — NE [95%FHEXRA] @ 1.22
[1.01, 1.47]), [8.3 &Ml

FEERRAERICE D < 53R

o EE O 104ERR 51 & 2P A FEEREBICB L
<. REAER (5 v F24mg/kg/H [60mg/HTO L
FOMBEFBRBEEON2S (M) KO26 (M) &, vV &
18.75mg/kg/H [60mg/HTOE r D MEEFBREE DK
4 (1#) RO12 (M) f5]) OBEBICEFS > F o EHES
NBRERILE - HAPRD SN, ¥ 7 Z2D18.75mg/kg/
H (i) %7y so2dmg/kg/H () ICHEMES (%
1T LR FLIEE R OBAT L) OFEHEDOEMAR

SNFze TTATIRERICF > F U - EaPER
U732 WEH R T BT LR OBIERIEERD &5 ko
Too o WETIE, & - A%k &I K ST A
ERBEERT A &Ik D, BRAEOEEEE L1 H
HKEINBEOREN DS, 7z, BRABRICBLT, F
YrF R - AEEDE ARILEFRRIE P72,

16. EEhEE
16.1 MMoEE
16.1.1 BEEOS
R A BE0FIC, 72 TFVAY Y & LTI

15.2

20, 40% 0'80mgH &M B N CHEREORE L & &,
MEEF7 2 7FV 25y FOEY LSS XA — 513D
ToEBHTHEYY,

HE

HEMERETRA—F
Cmax
(ng/mL)

AUCins
(ng - h/mL)

Tmax

(h)

i

(h)

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 1.9
+1.8 +1.0

16.1.

(P1gflE + HEERE)
2 RigRS

(HhEESLE)

EEMABHEORIC, 72 T7F V5w b &L TL0mg
ZHRZICIAIETERRERO®RS Lz & &, miEd
T T7FVAYy MREIESHIEH%IH CEFEREIC
EL, RERSICL2EBEEERD 5 Nah -7

&

ti2

(h)

tmax

Crnax AUCo,24n
FH (h)

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

40mg/H
(N=6)

1019.1 3658.5
+343.2 +625.6
1299.8 4442.1 8.8
+312.6 +729.5 +2.2

1.8
+0.8

1.5
+0.3

6.3

IHH +1.6

7HH

(Al

(P + EERE)
S FRESIMAE)
EREEMEREIFICT = 7FY 24 v F0mg/H T2
M. 20mg/HZ4BERIHIERIERICEES Lz & &,
B EHIRBOEIC BT 2 EMBRE/NT A —F FDTD L
BOTH-7",



Chmax tmax AUCo,22n ti2
il (ng/mL) (h) (ng - h/mL) (h)
_ 541.8 2.2 2092.3 8.2
0mg(N=10)| {7 'g +1.6 +463.2 +2.4
(Pl + 12 RE)

16.1.3 EFHIEIZ SR
(FxT7FVYRI Y R EIOME [T 7])

T THRIAY Y MEIOmg [7I77] &72707
$EI0mg#® . VO A —N—FRIC KD ZNZNIE (7 =
TFYAL Y bELTI0mg) EERA B IR EE
EOHRE L CERRELFBELRE L, BSoni:
EEAE/) ST A —% (AUC, Cmax) XDV TIOREHE
X THEHRIT 217 - 1245 8. log (0.80) ~log
(1.25)8)0)%@?\1?“35 0. TAIO LIRS D HERR
aniz¥,

HIEISTG A —% BEINTGA—¥

AUCo,24n Chax tmax ti

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

Tx7F VA k| 1589.15 | 628.05 | 1.6 5.31
$0mg [r377) | +415.42 | £216.26 | +1.2 | +2.29
. 1543.68 | 586.77 | 1.5 5.26
7=7V78I0mEg | L3001 | £211.24 | +1.1 | +2.31

(PME £ ZHERZE, N=77)

(ng/mL)

800

BREFSRAEEHE

—e— 7 T7FVAY Y MEIOMg [ 37 7]
o= 727 Z§E10mg

(PHIELRERZE. N=77)

24(h)
ESiE)

(FITHFYRI v MMEAOmg (=T 7D

Tz TERVAY Y MEOmg [FI77] £T72T79UY
$EA0mMEgx . JHAF —N—3EICE D ZNENIE (7 x
THFYIRE Y bELTAmE) BFERABEICH AR
ROKS L CTMBEFREMEREZREL, Bohk
HBHE/ST A — % (AUC. Cmax) 12DV TIOW(EHE
X THEHRIT 217 - 7262, log (0.80) ~log
(1.25)8)0)%'@%]'6‘% 0. WEIDEMEREEE A TER
SNz,

HFEINT A —% SE/INTA—Y
AUCo,48n Chmax tmax ti2
(ng - h/mL) | (ng/mL) (h) (h)
Jx7FIUAZ b | 7909.915 | 2779.729 | 1.5 7.24
$#40mg [ 377 | +2105.201 | +797.800| *1.2 | +1.78
e 8011.836 | 2952.858 | 0.9 7.31
7= 7V 75AME | 003 o7) | 1907.627| +0.6 | +1.86
(T fE - EEFZE. N=24)
(ng/mL)
4000
3500 | 7
1 3000 T —e— 7x7%YAY v EA0mg [7 37 7]
#2500 | o= 727 7§#40mg
% 2000 |99, (FH9IE + BERE. N=24)
1 1500 |98,
% 1000 /I
500 N

0

oL 2 4 6 8 12

g
MAZFREYN MICAUC, CoaBED/VT X =413, #HE

FHOBRIR, AR ORIREE - FEEFOHBEMFICE-
TERLLAEEDYH 5.

24 48(h)

16.2 IRIX
16.2.1 BEOHE

BERMALOGIC, 72 7FVRY v Mimgx BEICHE
EREOHKREG Lz &, BEBRSICHENT, Coak
AUCH3 ZNZN28F T I8%E T L7z,

Chrax tmax AUCins t12

BSH (ng/mL) | () | mg-h/mL) | ()
HMETRE 2049.1 1.2 6538.3 6.8
(N=16) +782.3 +0.8 +1263.0 +1.7
BREs 1456.0 1.8 5321.6 6.3
(N=16) +514.8 +1.0 +910.4 +1.5

(A~ R
16.3 %%

16.3.1 EEHEEE

T2 7FVALZ Y~ (0.4~ 10ug/mLiFHE) b k
MEEEEZBARIZ7.8~9.0%THV. EuFEEEH
WE7IVT I THoTe (n viroirEr) V.

16.4 X5

TxT7FVAYy bOERRBBKIEI VT 0 rBias
RISTHoTze Eizv TOMITEROBRILNRHY. Zh
5ORBIAS AR a yBiasikicREShiz0,
717 %Y RY v kDOCYPIA2. CYP2B6. CYP2CO9.
CYP2C19, L ONCYP3A4/5IC kg BIHEIZZED SNz o
72 —H. 7T F VALY v FOCYP2C8KUNCYP2D6IC
W9 BKIMEIZZF N ZFN20K% 040umol/LTH > 7= (b MF
Iruy—LERAWN vitoiEk) 7Y,

71 7FYV A% v MICYPIAL/2. CYP2B6. CYP2C9.
CYP2C19. CYP2D6. CYP2E1}; ’"CYP3A4/5% & L
ol (b MIRFFER 2V 2in vitrogtEg) 1V,

16.5 Bttt

16.5.1 B ASEME246IC7 = 7+ A% v & LTI0. 20,

16.5.2

—_—
o o

oo

16.6.2

16.6.3

16.6.4

Omgx R NEEROKS L& &, &E5%24% 09
BEETORSEBIINT A7 TF VAT Yy bORF
BERIZZNZN2.1~3.8% % 0V2.2~3.9%TdH > 7z,
F /o, BEBRUKROVDGHME COREREIINT ST =
TEVAY Y SOV O BIEEEOREERTERIE
FNEN46.7~49.7% ) TV49.0~51.6%TH - 7z%,
BERABEMICC-7T 2 TF VAT Y FELT
mgH EEHT HiAlE. MAETHEROKRS L&
&, BERIEEE O MBERRBSEICNT 2727
FYRYY FROFOZ LT 0 VEEEEROE E&IEZ
NZFNE3.8~95.8% K% U2.3~6.8%TH -7z, %5448
BEETOT7zT7FY Yy hORBFERR (B58
WXt 9 AEE. DURERE) 131.1~3.5%. #&5%1208
EE TOEFHMEKRIZ7.8~15.8%ThH > 7z. Tz X
= ED I BMH DR ES%216FH  TORKUVHE
FREERITZNFNA9. 1K V44.9%TH - 72 (SEA
DF—%) 10,

ENERZHIHEE

BieEETEE

w®E 5f) ROHEE (TH) OBHERTESIC
T 7FYVAYy b20mgEIHIEEHE%RICTHENE
BO/EG LIzEE, BERTHICB T 2BEBHER
TEOT7zTFVARY Y bOCrald BHEEELEFER (9
) EEb S5l AUCo.unl I BHEREIEEEEIC
Hei UTo3%EM L 7zo A B B R BB N B D Crax X
CAUCo T BHEBEEEBICHEI L T, 22 N26K
U68%EM L 7217,

gE (6fl). FEE (TH) RUEE (7TH) OB
ETREEICT7 27+ VA% v b80mg™ %1 H 1 AR
ICTHBIRERORS L& BERTHICBIFS 7 <
THEI AT Y N DCnacy FAUCo.2anld . BHEBELE H BE
(11) chess U CspE, REE, EEBHEETERT
FNF N4 R OE8%. 2K V48% 4% ' 76% EF- L 7= (4%
BAOT—%) ¥, [9.2.1 BE]

FrSEEE T EE

BE (8fl) KRUOHEE (86l) K TEE (Child-
Pugh A, B) 27z 7%Y A% v b80mg® % 1 H1EEHE
BNC7THERERO®RS Uiz & &, BEFBREE RO
5?&75“3”’6717\‘#‘/29‘7 }\@Cmax&ZfAUCO,Mh
X, FFRBEER R (116]) HEBELTZENZThURY
0% LR L7z o0 PEEFBEEETHEOCrak
AUCo,unld ZNZENE3/K 5% EF L (AAEADT —
%) W, 9.3 BE]

SEnE

EiE (65Dl L. 2461) & FEEE (18~40%%. 2441)
127 2 7%V A%y h80mgH &1 H 1 EIEA&RTIC7H
REZOHREG L&, BERTHICB I 2ERED
Crnax X OCAUCo,2nlFEEF T L TENEFNIBE TR
UC1R2%EF L BEADT—%) 9,

oy

Tz TFY ALy +80mgP %1 HIEFARFTIC7THEKE
BOKES L&, HE5BRTHICB ) 2 EyEER (24
B1) DCmax e O AUCo 23 B EREBE (2461]) (2 HeEg
LTENZENAURTR%ED -7 GHEADT—%) B,

— 3R



16.7 ZMEEIER

16.7.1 HIEEHI
TR 24611 FIER A (SmLAIC KB~ 7% > 4
200mg K OVKERL7 L 2 =77 L225mga &F 9 HELEA)

16.7.2

ZHAFEORSRICT 7Y 24 v h80mg™ % Hi[m#%
D&’—?Lf:c‘:g\ 7173\:‘117‘7 b@Cmax&(ﬁAUCmf
BZENZFNRRPISBE TR Lz GLEADT—%) 1017,
JlveF

ERERA2ZBIC7 2 7% Y 2% v MOmgz1HI1ET7
HEREROKS L, BEiI4~7THHICTLEF V%
1.2mg/HCIH2BREZORES Lzl &, 72 T7FY
A%y b DCmaxk AUCo. 2013 ZNZENI12K O T% EF
Lz (MMEADT—%) 19,

R A266IC7 = 7%V A% v M20mg® & 1H 1
KUOaneFrzl.2mg/H T1H2EN14H ERER O
GlL7EE, alLeF VY OMERIBREHRD LGS E

%5 DOCraxld TN ZFNI12BE T KR 2% EF L7z,
F72. AUCo2nlZ3%ETR L7219,
AVRXIVY
TR A2661IC7 = 7%V 24 v h8Omg™ # 1 H1[E K
A > R A% 100mg/H CIH2EISHERERZOHRS L7
X, 72 T7F VAT Y POCuaxdd7%E R L. AUCo,nld
2% ERUTce iz AV RAY T 2 DCrmaxk OAUCo,24n
DIETRIZ2%BATH -7 BHEADT—%) 19,
16.7.4 2O+t
TR ASBIIC Y7 = 7%V A% v h80mg™H % 1H1[E K%
U7 a &+ >1000mg/H % 1 H2[E7H R AR D%
L& F7ustrofAicky, 72 7FY
A%y b DOCmaxk CAUCo. 2l Z N ZF 28 U40% 1

16.7.3

16.7.5

16.7.6

16.7.7

16.7.8

Hlle —H. 727FV2%y FOHHICEZFT
i} :\"'t ‘/ @Cmax@tfai‘&USAUCO24h®’f&?zil%g{w‘(\
Hotl BHEADT—%) 19,

FUTSEY

R ALSHIC 7 = 7%V 2% v +120mg® #1H1[E9
HERERO®RS L BEHnRgoHIcTY 753> (B
WARKR) 25mgzBHEREORS L&, TV 73
> DCnax K PAUCKHiIZZNEN16K U22% 7 L7z (4f
BADTF—%) 2,

OIWT77U2FRNUD L
ERERALGIC 7 = 7F Y A%y M 20mgP & T LT 7
U b L (ENRERR) (FEIZINRZ EEEICRE)
ZIHIE4HMEEZORS Lz L&, R-EUS-T7 )L
7 7 ¥ DCmax L FAUCo,2mD _EFIIEWLINTH - 720
Fize TV T7 7)) OENZOE(L (INRmax® £ 57
INRmean, 20 DK N Z OB VIH FEHFEEO EF) X
1%L TH -7z HEADT—%) 2,

R A27FIC7 = TRV A5 v F80mgP & T ILT 7
Uy b L (BREREZR) (HEIZINRE BEEEICE
E) #1HIE4HMREROEES L&, R-TLT7 7
U M @Cmax& ZfAUCOMh@’fg—FLiZ%LXWT dJi) D on i
72w SS7UT7 7Y VD CnaxDIE R R FAUCo, 20D _EF I
1%BLINTH 5Tz oy TILT 7 v OENZOE(L
(INRmax(‘:,INRmean.Mh@’f&—F& U%Vﬂ ?‘E‘EEP‘Y:]{EOD
ER) 134%BLATH -7 BHEADTF—%) 2,

e ROOOF7IR

TERERLA33BIICT = 7+ 2% v h8OmgH & k& Koo
nuF 7Y R 0mgEHEREORE L&, 727+
VA% b DCmaxk PAUCKD _EFIZ4%BLINTH - 72
(HEADT—%) 2,

FAET1UY

TERERLA23BIC7 = 7%V 2% v h80mg® Z1H1[ET7H
MERORE L, BE5RB®‘SHICT A7 1Y »400mg
%%@ﬁﬂ&’%ﬁ LfC (‘_'_ %\ 7——%7 4 U y@Cmax&(j
AUCni®D EFIIS% LA TH-7- HNEADT—%) D,

16.7.9 OYJUIVY
TERERLA36BIIC 7 = 7%V 2% v 20mg® #1H1[E9H
BIREZEO®RS L, #5hMmEsEIcasy 7y ¥y (F
WAREKRR) dmgZBEEOHEG L&, ud s sy
> DCrnax DE R FAUCKHD EFIZ6%LINTDH o722,
16.8 Z it
Tz T7FVAYy ME0mMg [ I 7 7] 1E [HENVE
75 5RO ETESE O LM RIEERBE T A 8T 14 ]
WCEDE, 727X VRS Y MEdOmg [ 37 7] 2iZ
HBBAIE Lz & &, BHEHPRSE s, EYE
MICEZE AR EN:Y,
F)EAOERRS N ERVRRICEIT 2BARE5RI360mg/HTH %,

17. BRPRREAE

17.1 BWENUREECREY B
(. SRRERIAE)
17.1.1 EA&HASE 118558

A E STBREBIERE202620dRE LTI 1 R

TEFYRAY Y MOmg/HP 652 L. SEOE
EAMERFRE (200 40, 60X1380mg™/H) F CHE® B
BERGICHBR L7z, BBV 1 IV JIIESHEH2. 6
BOIGEE L. ZnDIEI6EE THEZH#RF L. &
B, WHEBHEIT T REL/38Gl. 72 T7FV ATy
N20mg/E B /4361, 7 = 7%V A% v Nomg/H B
0/4161. 7 = 7%V A% v ~e0mg/BHEEL/366]. 7 =7
FYRY v F80mg/HEEL/ABITd - 7z, BEFIARZ
16K (SEOMBHEE CHEZBENICHEE L
HMZEE&T) 1o, MEREEA6.0mg/dLEINICHE L

EREOEE (ERE) 3. TROLEBOTH-712¥,
#5161 D IMERERE . 0mg/dLEL R iE AR

5 R ] % RERE6.Omg/dLLIFERR | It REL0E
T;&f 2.6% —
%Xﬁ%? 46.5% 43.9%
4%%5' 82.9% 80.3%
e 83.3% 80.7%
S?E%)E' 87.8% 85.2%

17.1.2

RREBICBT S 7 2 7FY A%y b OREMEFHM
F1961H, BIEA (BRABEEOREZEL) O
REE L. 77 v REE8.4% (7/38(1). 7 =7 %V
A& v h20mg/H #£23.3% (10/43f61). 7 = 7%V X
4w N0mg/HE$29.3% (12/4161). 7= 7F VAT v
M60mg/H #13.9% (5/36f1). 7 = 7F VX% v b
80mg/H#EE29.3% (12/416) TH>7ce 7= THF VI AL v
NEICBT A ELRBWERIE. 727 F VA5 v F20mg/
HEECmRBEET 2401 (9.3%) R (4.7%). 7 =
T XV A5y M0mg/H B g R BT 361 (7.3%) .
TSH#E M2 (4.9%). 7 = 7%V A% v h60mg/HEE
TIEEBEI 236 (8.3%). 7 =7 FV A v h80mg/
H B <y R BE & 280 (19.5%). FEERFE2H (4.9%).
VO AN B2 (4.9%) . ALTHEHN2G] (4.9%). CKH#
2l (4.9%) THo7z. (7.1 BHE]

ERsE MAEEHER

R E & OB RBIDERE 24402 R e Liz7a 7Y
J = U R L EHE R BGAR 2 T o7 T 2
TEXYV ALy MOmg/HXIE7 a7/ —)L100mg/
H#2EEERS L. 2 0%, €12 h40mg/H Y1z
200mg/HICHEE LUABHREBRE L. 2B, RHEERE
7 7FVRY Y NE3/1226. Ty ) —VEE
J2ABITH - 720 BEHIMBRSEOIMERREZELER
(FEFMEE) 1BV, 72 7F VRS v MOmg/
HEO7a 7)) J —)L200mg/ BB 2 IES MR
Sh7z (P<0.001: LMY —D 2 135%). oy #
5568 o B REEE6 . Omg/dLEL R (FIR
FHEEE) & 77 F Y XY v MOmg/HEE82.0%.
7 a7 J —L200mg/HEE70.0% T dH - 7zo K5
HECcoOREMBRORERESIITROLEBY TH-

7:26) .27) .

B 5 ESED MIERREZELE (%)

WEREIH] WAREE | Z(LE0
[ E) EEE 00 BEE o
() | (EeEs) | XM (%)
FTa7syJ)—
8.89 35.2
200me/H (1.24) (14.7)
(120f) 624 |50 0019
T TFIAY b 3.83 45 [-9.65,-2.84] ’
40me/ & (1.32) (12.1)
(122151)

a) MERBIME (BRSFMMFOMIERERE) 12N 28 5HH%RSE
DIMIFEIRERED 2 LR
#) FEHMMEICH T HPE



R B ET R OFRBE &

BER 0~2ELF | 2H@6HELT | 6GABSAL T
7‘%;1) o 1.7% 3.3% 0.8%

(u1%® (100mg/H) | (200mg/H) | (200mg/H)
717;‘(;//7\557" b 1.6% 6.6% 3.3%

(12§{§U) (10mg/H) (40mg/H) (40mg/H)

() RESERHoTO 7Y ) —LXE7 = 7FYRY v FOAE
ARBICBI ST 2 TFYRY v b OREEFHENR
2431, BIER (BRABREEORE &) OXKBUHE
Bld. 7z 7% VA5 v MEEB.2% (10/122f1). 71
7Y ) —IVEELL.6% (14/1216]) TH-7ze 72T F
VAY Y NEEICB 2 ELBIER . R 245
(3.3%) THoiz. [7.1 BH]
BRI SHER
% REEE9.Omg/dLLL_E ¥ . % & T 5 bR B INE 2
HITIH E R E L-RARERBEER Lz, 727
FVRL v MOmg/HA o5 2E L. BE5HIBRE
BEBICT 2T FYRY v b0mg/H. EE5KETE
Bic7z7F VR Y Mimg/HICHEE L, #5H
16108 B o B FREEE 7%6.0mg/dLE B 2 T\ iz
HIEBRERBRISEE XD 72 7%V 2% v M60mg/
HICHEE L. MIEREBEH6.0mg/dLLL FOHAEIL7 «
TEYRAY y MOmg/HEMRE LTz, kB, LEEH
372 7F VA5 Y bMOmg/HES/1316l. 7 7%
2% v b60mg/HEEL/A0BITd - 72 #H5FIEE18E.
2638, 523 T I % PR &l 5%6.0mg/dLLL R ICEE L 72
BEOEEG GERE) 3. 72 7F YV R¥ v Mimg/
HBEETlE. 2 Zh93.5, 91.5, 86.4%. 7z, 7=
TEYRAY v MeOmg/HEETIE, TnENT74.4, 71.4,
87.5%TH - 7z%,
RABICBI 27 2 T7FYRY v b OREEFMTR
171617, BIfEA (BBABREEORE2&T) OFRBHE
Blx. 7z 7%V A% v MOmg/HE37.4% (49/131
), 7= 7FY A5 v b60mg/H BE35.0% (14/40
Bl) ThHolze 72TFVARY Y NEEICBT 2 ERE
e (BBRBEEORE2EL) 3. 72 7F VR
% v M0mg/H# TR BT 7260 (19.8%). BAHiR
781 (5.3%). MUEEAGT (3.1%). 7T FV AT v
~60mg/ H B ¢ ¥ JE BE & 2901 (22.5%) . BE &34
(7.5%) MHBRm361 (7.5%). PORASREA (5.0%)
THolz. [7.1 ]
(WPAAEREEIC 1 S SFRELINEE)
17.1.4 ENSE MEEER
(LB E AT T E O B S EEHF 2 RiIcTo 7
U = W RFE R EE R L BB 21T -7z, 72
TFVAY Y he0mg/HXIE 7 a7 J —)Lix300mg/
HIBEHERSEODH 2 EH 30=eGFR<45mL/
min/1.73m?) Ti3200mg/H] % (LB 4T R1R24
R SOHMIR G L7, B E5HRoH % E TOMmFE
REEMEAUC (FEFHEEE) &, 70 — VB
We BT TFIRY y OIS ENREN: GE
HHEv—Y E150mg-h/dL)s £72.7 2 THF VAL v
F60mg/HOH 512 & 0 MIERIRE IR 5B % %
TREEFAICIEAD L7230,
RRBRICBITZT7 2 7FVAY v be0mg/H DR LM
ETAT T RABI LG (2.0%) ICRITERA AR D 65Nz
ZORWERIZ. ASTHM. ALTHEIMTH > 7,

B 5 RIRoH# £ TOMERBRHEAUC

17.1.3

- MiERBEAUC (mg - h/dL) Bz
BN RPE e | [95%EHXE]
7a7sy -
200~300mg/H 513.44+13.13
(50£31) -33.61
TzTFIAY Y b [-70.67,3.45]
60mg/H 479.82+£13.26
(49%1)

HEZ: 72 7FVYRYy M7 7Y ) —LEE

—o— Tz TFYARY v hEE (4961)
---e--7u7Y ) —LEE (504)
PofE + R
= LERERA H

0 T T T T T T T

Day-1 Dayl Day2 Day3 Day4 Day5 Day6
i EEoEN ]
ME PRERE DFERFHERS X

) RENOEBSN-AEROHRICBT 5HARERIE60mg/HTH 5,

18. EINEIR

18.1 {ERER

18.1.1 7z 7%V 2%y ME. REBERZES XYV F U0
F oy —YoREtE (Kifg : 0.6nmol/L). Emi (Ki
& :3.lnmol/L) ZWIFNBIEET A EICED, R
B Z T 5 (n vitroikBg) V.

18.1.2 7z 7FVRY vy NI, fthoFELZTSY > - Y I
VREBROEICHEEARITEST., FHUFULF
VE -V EBEIRNICEET 5 (n vitroREx) s

18.2 ZEIB{ER

18.2.1 MMPFREGE T1ER
Sv b (EH. BREIEETIL) T7zTFVAY Y
MIEOREGIC LD, MAPRBEZETSE727,

18.2.2 FROFRERIE TER
Sy RTT7zT7HFVYIAYy MEIROKSICLKD, Rp
REEZE RS2,

* %19, BN (CEY BEEFHAR

— R4 72 7%V A% v+ (Febuxostat)
{b2#:4 1 2-[3-Cyano-4-(2-methylpropoxy)phenyl]-4-
methyl-1,3-thiazole-5-carboxylic acid

73 1 CieHisN203S

oF& :316.37

R BeEoREXIEREEOMKRTH L. =¥ —L
(99.5) IZRRHEFICL L T M2 PYILICET
<KL KITIBEA BTV, BREENRD S
N5

{bmE=

CHj

N
| /\g\COZH

S

H;C
3%0

CH, CN

AR 1 K9200C (93, 7o72 LECIRER)

=E
(Tx7F+YRIY REIOME [=T7])
1008 [1088 (PTP) x10]
10088 [RUZFL V. NT]
5008 [108E (PTP) x50]
(TxTFYRIY bE2ME [=T7])
1005 [1082 (PTP) x10]
10088 [RYTFL U N T]
5008 [108E (PTP) x50]
(TxTFYRIY R RAOMg [=T7])
1008 [108 (PTP) x10]
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