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16.1.1 BEAERE
R A BH30EIC, 7 7FV Ry hELTIO,
20, 40K TU80mg™® ZH A F CHEROKRE LE & &,
Mg 7 = 7 28 v S OEYBEEIN S A — 13D
FToEBsnTHZY?,

IR ERE)N T A — 4
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10mg 1537.0
9+ + +
(N=8) 14309 496.2+166.0 | 6.2%£0.9 | 1.4+1.1
20mg 3296.2
3+ 5.9+ 3+
(N=8) 7519 1088.3+178.9 | 6.2+1.1 | 1.3+0.5
40mg 7085.2
+ + +
(N=8) 113419 2270.3+866.7 | 7.3+1.8 | 1.2£0.8
80mg 13300.5
+ + 9+1.
(N=6) 130393 3765.3+£1008.3 | 6.9+1.8 | 1.9£1.0
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(N=6) 1299.8 4442.1
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AUCy 4y | Cmax | Tmax i
(ng+hr/mL) | (ng/mL) (hr) (hr)

T T7FYXE v M| 1514.73 491.35 1.47 4.87
gElomg =) | £376.13 | £156.72 | +£1.28 | £3.00

1490.17 482.59 1.90 5.58

e
ZETUIGEI ] s oe | w6082 | +1.24 | £354
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F—NN—EIT & D EFER A B IR B AR O 5 U i
Y73V y MREEHIE LR, 155N zEyEhheN
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HIEINT A—F BENT A—F
AUCiynr | Cmax | Tmax tiys
(ng+hr/mL) | (ng/mL) (hr) (hr)

T TFYAY N 691049 | 2207.42 1.39 6.87
fgdomg =70 | +1371.49 | £765.98 | £1.10 | +2.04

£ 7 & gEAOng 7071.78 | 1993.71 1.84 6.69

+1742.09 | £607.26 | £0.93 | *£1.88

HENT A= BENTA—F

AUCi .y | Cmax | Tmax iy
(ng-hr/mL) | (ng/mL) (hr) (hr)

T TFYAE | 3186.05 | 1030.47 1.63 7.29
gE20mg (=70 | +£639.26 | £296.47 | +1.04 | £1.67

£ 7 & §E20ng 3291.24 | 1114.37 1.49 7.07

+823.80 | £375.94 | £1.09 | £2.22

(Mean=£S.D., n=37)
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Cne [ AUC; £y
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B%EE 1456.0 5321.6
+ +
(N=16) | +5148 | BELOL gy | 03ELD
CEE il + AR 2)
16.3 9

16.3.1 ZEAHEE
TJx7FIALZ v b (0.4~10pg/mLFINK) O b
HEAESRIZINE~9.0%TH D, EREESEAIX
TIVTITHo7= (invitroid) ",
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T TFVAY Y DIV O EERERD R
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16.5.2 fEEE AL N B H66IC"'C-7 = TF VY 2 v k&L T80
ng® 2 EH T DA E, BETHERORSG L& X,
P 124K R £ T O MR R EEICH T2 7 = T+
JZEw RROZEDO )70 BiEEROBEETEN
ZH83.8~95.8% % 1R2.3~6.8%TdH > /=, #%51%480%
METOT7 T TFVIZAY Y NORFHEIE (%581
T BHEE. LR 131.1~3.5%, 511208/
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Y% &0 AR e D 514216858 £ TOR K V3%
R RIZZNE N4 R O44.9% TH > 7= GHEA
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16.6.1 BiEEE T L
W GH) ROPERE (TF) OBHAEK FERECTY
T T7FVRY y F20ngZz 1 HIEESEICTH M KER
Q%5 LEEx, BERTHICBIT 2 BREBKERT
BHOT L TFIAY Y bDC,, ST EWAETEREE Of)
EED SN AN AUC yn l 2 EHERETE H BEIC L
B L TH3%IINL 7=, HEEBEAER FHOC, ST
AUC (T BHEREEE BB L T, TNETN26K%
TR68% L 727,
R (66, R (TH) KROEE (TH) OBEHAE
BFBEZICT 2 7FY 24w F8ong™ &1 B 1 E#H &#T
WIHRBREROBRE L= &, BERTHICBITS 7
TTFVRE Y FDCorp RTAUC o, 13, B HEAE
WEE () ITHR U TR, P, EEREARK
THTENFNA KR OI8%, 2)% 48%, 4K TN76% 1
Rl GHEADT—)", [9.2.1 BH]

16.6.2 FT1¥EEE T BE

BE GF) RUOHEE Gf]) OFHEEER RS
(Child-Pugh A, B) i7 7%V 2% v 80mg™®
ZIHIEGHERICTHRKERO®KR S L& BE
FHEEER T OZ ERTHICB IS T2 TFI Y Y
FOCLax X TNAUC o b, FFHEBREE R R (114 &
il L TENFNUR 0% ER U, T, R
TS BRI T RE D C L L TFAUC oy i3 T NTNH3 K T
5% LR LE GHEAOT—4)"7, [9.3 2]

16.6.3 Sk
R (65PA L, 246)) EFEEHE (18~405%. 2441)
272 7FVAEy F80mg™ & 1 H IEHAFHZTH R
KERORG LEEE, BERTHIZB T 2EEHED
Corax X FAUC g 3 HEFFITH L TENZTNINE T
FO1% LR LE GHEADT—5)'7,

16.6.4 &%
T 7F VAL y b80mg™ 2 1 H1EE AT H MK
BEROKGLEE, HERBRTHIZBIT Dk RE
Bt Q4B DC o X OAUC o (3 BB EREBE (24451)
Wl L CTENZENUR 2% Em > 7= AEANDT
b_y) 17)D

16.7 E¥HE1ER

16.7.1 HlEEHI
TR A 2461 BIEEF GmLy iz /KER (L~ 7 %> ™ A
200mg e C/KEEAL 7 )V I = 1 225mg 2 S § BEE
#) EHEROE5HICT T TFEY Y Y F0ng™ &
HMEROKELZEE, T TFVYRAY Y FOC, &
CAUC IR FNENRRUINET L= GFEAD
7—5%&) 18). 19)0

16.7.2 )L F>
R AN2261C 7 = 7% 2% v F0ngZ 1H 1ETH
MREEORE L, BIZA~TABICINEF > 212
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59 R DC e X AUC i i ZFNENI2 KR 7% L5
L7z GREADT—2)",
TR A2661IC 7 = T+ 2% v F120ng™ 21 H 1[H
ROV e F > &1.2mg/H TLH2EN4H BKER O
HLEEE, aNVeEF OHERFRGEHD LIS E
BE5%OC,ITTNTNR2UE T L O2% EH L /-,
F7m, AUCnl33%E T LY,

16731 Kx 43>
TEEERE 266117 = 7Y 24 v M80ng™ & 1 | 1[5 %
VA > B AK > 100mg/ H C1H2ME5 H R R 0%
BlLiEEE, 72 T7FVAY Y bDCJET%E TR L,
AUCyn 2% EF L7, E/2. A1 2 REAZI D
Coax HTRAUC o, D& FIE2% AN TH > 72 (SRE A
DF—2)",

16.74F770%&>
BB A261IC 7 = 7 24 F80mg™ 2 1 H 1[5 %
U 7ot > 1000meg/ H & 1 H 267 H B R E®R O35
Liz&&, F7o0FtoftHickd, 7z 7%V
% b DC o L AUC o, V2 Z N ZE 28 K TUR40% L 5
L7ze —hH. 72 7FV 5w hOfEHICEK S F 70O
Ft > DCLu®D LR TTAUC y4h, DK FIZ1%LAN T
Holz GREADT—2),

167557753
TR AISHNC 7 = 7F Y 24 v M 120mg™ %1 H 1[E]9
AMKEROZES L, BE5HEB®KAKCTS T3>
(ENAKR) 25mgzHEROKRGLEEE, T2 7
2> DC, . JLTAUC, 13 FNENI16K% 22% - 7
L= BAEADT—4)",

1676 JIVT7 7 U F RUIL
R AL 7 = 75V 28y b120mg® & T )L 7
7 F rULA (ERRER (IRIZINRZ HHE
IZF%E) ZIHIEI4HMRKEROEESLZEE, R-
BUS-T) 7 71 > DC o R TAUC o, D L F1E5%
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( INRmaxO)J:%‘ INRmcan.ﬂh@'f&‘F&U%VH?‘?ﬁ
HEEEO ER) 13T% AN TH -7 GHEADT—
y)‘lf{)o

BEERA2TEIC T = TFY X4 v F80meg™ & 7L 7 7
o rUoA (ERNEREAR (HEIZINRZHAEIZ
BE) ZIHIENAHMRKERORG L EE, R-T
W7 57U > DC o L TFAUC, g, DIE FIE2%EAN T &
S Fhe SSUINT 7 U SDCL DT KD
AUCyn® ERFNIBLANTH o7z, Fize TV T ¥
U2 DEAFEDEN (INR e EINR L eanan DI T &
EVIRFIEMESESEO ER7) 1 34A%LANTH > 7= (9F
EADT—4),

1677 kOyvOO0F 7oK
FEREREASSHIIC 7 = TF Y 2% » F80mg™ &b koY
OOF7 Y Ro0ngZHEROKESE L&, T T+
VAZy bDCL S TAUC, D EFIFA%LANTH >
= GREADF—2)",

1678 FF 71U
FEEERR A28 7 = T+ A4 v F80mg™® % 1 H1[ET
HREKEROZRG L, #E5RBHIBCTA 71D >
400mg ZBHER OB G LEEE, T T 11U > DChu
EUAUC D EFIIS%LANTH o7z FEAD T —
y)‘zﬁ)o

1679025 4aJy >
fERERE AS6H1IC 7 = 7 24w +120ng™ & 1 H 1[219
AR EROKRE L, &5MBHIAIcOL7y5y
> (EANAREAR) dmgZHERFEOREGLZEE, O
TUZT 2 DCLu PIET RORAUC,, D FIF6%LAN
ThH-orY,

) AR OEKRBINHE - HRICBUT 5mAHE 521360
ng/HTH %,

17. BRERR IR

171 RO RLM (CRBET 558k

(BE. SREEMIE)

17.1.1 BN HEASE T M58
WA E SO E R MEER&E2026 2R E LTIt
At B EEAE %0 —E B WA B KO6 L g 217 - 7z,
T TFVAYy Mong/AnSikG52MBL, &5
OEEHER AR (20, 40. 601280mg™/H) ETH
EEEREMICHEE L, HEDY A I VI35
%2, 60 EL, ZNLIBEI6GEE THEZMERL
77o T2B. MBEFEIT TSR3, 7 TFY
24w N20mg/ HEE2/436, 7 = TFV A H v MOng/
HEEO/MALF, 72T+ A% v ~60ng/H #E1/364,
T T7FVAYy R80ng/HEE/ANPITH o=, &5
BALAETZ 168K (B2 THEZ BRI
BLAZHBZED) 1T, MEREEEAD6.0mg/dLLL FiZ
FELZEBFEOES GERR) X, TEROEBVTH

S5,

¢ 5B A5 12 1638 OO I 15 FRIEE B 6.0mg /dLLA T 3R R

Y. Jﬁl?ﬁ%ﬁ%ﬁ 75 wiRE

6.0mg/dLEA T ERRH ED#E

TSR (386 2.6% -
20mg/H (43#i) 46.5% 43.9%
40mg/H (4141) 82.9% 80.3%
60mg/H (364i) 83.3% 80.7%
S0mg/H (4141) 87.8% 89.2%

FilBRICBIT BT 2 TFY XY v b OReM MR
19961, BIER (BBERMEBMHEOREZED) OB

B, o RE184% (1/38%)), 7= TFVI RS
w R 20mg/ H#E23.3% (10/43%]), 7 x THFVI A& v b
A0mg/ H #£29.3% (12/416)). 7 = 7T+ A ¥ v h60
mg/ HEE13.9% (5/366), 7= 7+ X% v +80mg/H
#29.3% (12/4141) ThHolze 7T TFVI XY v bEE
WBITBERBEMRZ. 72 7%V X% v h20ng/H
O MBI E A (9.3%) . BRG] 4.7%). 7T
TFYV AL NOng/ H #E T E B E 2361 (7.3%) .
TSHEEM2H] (4.9%)., 7= 7FV X% v ~60ng/H
THEBIEIRIE] 8.3%), 7 TFYVZXH v h80mg/
H T 7C o JELBE £ K801 (19.5%). BEEIm 261 (4.9%) .
DO R B R 2 (4.9%) . ALTEEM26 (4.9%). CK
HEnes (4.9%) Thotz. [1.1 BH]
17.1.2 ENEE I B BR

R E SO E R MERE UM 2 ELz7O S
U J =L IR ER b —EE RGBT, 7
T 7FVRYy MOng/BXZ7 07 J —)L100mg/
HzI12HM#%E5 L. 0%, T=h2n40mg/H 13200
mg/ HICHELMAMKS Lz, b, ZhEEHFEY
T TFV XYy NEE3/12265], 7Ty ) —)LEE3/121
BITH o7z, HE5MBESEDIMERBEELE (F
EAHIEE) TBWT, 7z 7FYV XY v MMOng/H
FEO7 O 7Y ) —)L200mg/ BB 2 LIRS
N7z (P<0.001 : JELHESY —2 035%) . £/-. &5
BE 5 54 83 OD I 5 PR S 8 6.0mg/dLLL FEEpL % (B REE
lER) 13, 77+ XY v MMong/ H#82.0%, 7
07y 7 —)L200mg/ H#70.0%Td o7z, &G HIM
TOHRBBEFROFEHEGFITROEBD TH o

71—:‘_78)\29)0
¥ 5-BRIARSE DM IEREE AR (%)
L3 R ) | i3 B P
Wi | e | EEED
\ ’ oy | RERDE | 4R
B ERE (mg/dL) %) -
[95%(E5%E| 70 #T
| o
, ‘. XM 6
(FEME(R 22) | (REVE(R %)
a7 )= ~
200mg/ 1 8.89 8.2
(1.24) 14.7) -6.24
(1204) »
R [-9.65, |P<0.001™
7110* //Xé’ Mosss 15 | -2.84]
e (132 | Az
(122451)
ED MEREBO)EME (R5FEERTOMIEREEE) 12T 2%
5. BHIA 8 O I i IR e il D &L R
1E2) IELEMREIC BT 5Pl
R BB R OFRBE S
e asRii 0~12HLLF [12HB6ELLT | 63@@ESEALL T
7 goz;i // " M 1w 3.3% 0.8%
(1211 (100mg/H) (200mg/ H) (200mg/ H)
7IZ;H‘;/X5 v b 1.6% 6.6% 3.3%
(19941) (10mg/H) (40mg/H) (40mg/H)

) NRSERfo7yo 7Y )=V XE7 2 TF I X5y

D&
ARHABICBIT DT 2 TFY XY v b ORISR
2436, BIFER (BRRMEMBOREZZL) OFB
MEER., 7z 7FY Yy MEES.2% (10/12261), 7
o7y, —)V#E116% (14/121]) TH-7. 77
FVURE w MEICBT S ERRIERZ, B 54
Bl (3.3%) Tholz, [1.1Z5H]

17.1.3 R RIHR 5 HER



I PR 169.0mg /AL B b O 6 L 2 & &0 & FR 1 I £R
1Tl E L RRERBEEB L, 727
FUZHy bomg/BAnS5&%EEMIAL. 5G4
BEHIZ7 = 75V 25w R20ng/H., HEHBRBTEE
27 2 7FVRYy Mong/ HIZHEEL 72, %55
#1038 H @ il REE i 736.0mg /L& B 2 TW 28 aid
BEREBBILERBXLD 7 7+ X4 v F60ng/HIZ
HEL, mFEREBME6.0ng/ AL FOBEE T = 7%
VAH vy MOng/H E=#EFF Lz, B, EBRFIETY
T 7FVRY  Mong/ BEES/1316], 7= TFVI A
v N60mg/ HEEL/4061 T o 7=, & 5-PAtAT2 181, 2638,
5238 T I % FR B 736.0mg/dLLA FICRE L 7= BE O E|
A GERRE) 13, 7 7%V A% v MOng/HETII.
FNENYIS, 915, 86.4%, Fim, JTxTFIAY v
M60mg/ HBETIE. F=NENT44, 714, 875%TH -

)

KHBICBIT DT = TFY XY v b DR 5
17140, BIER (BAREBOREZ2E5D) OB
BHEX, 72 7F Y A5y bOmg/HEE3T.4% (49/131
B, 7x7FV AL v b60mg/HEES.0% (14/4061)
THolze 7T TFVAY Yy MBS EREIEH
(FHERBREEOREZ2E5E) 13, 72 7FVZRY vk
40mg/ B B T B BH 8 452661 (19.8%) ., B & 9 741
(5.3%). PUEEEAB] (31%), 7= TFV ZAH v K60
mg/ H B T R ET 4911 (22.5%)  BERSR3E (7.5%) .
DU 3F (7.5%) . PUREAPUE2E] (5.0%) TdH o7z,
[7.1 ]

(B ALEEER IS S B REBRIE)

17.1.4 EINE M 5&
(LB BE NG T T OB B F I 2 gicy o 7
U J =V IRIEE R AL ibiGih 2 fio /. 7 x
THEY ALy Me0mg/H X7 a7 J —)Lid300mg/
H [BHEREDH >HBEHE B0=eGFR <45mL/
min/1.73m0) Ti3200mg/ H] % (b2 fiafT B i 2465
MR S6HM S Uz, %546 H% X TOMmER
BEAUC (FEFHEE) 1. 707U J—)V#IC
HMTBTTTFVREy MEHOESLEITRE N GE
HE<—2 2 13150mg-h/dl), £/, T TFEVRSY
w - 60mg/ H D51 & O ifn 7% R R B 13 % 5 B AE6 H 1%
ECRRIAICIA L7,
KHABRICBIT BT TFYRY v h60ng/H D& 4t
SEAR K 52496 15 (2.0%) 1 EIE R DD 5=,
ZORIEMIZ. ASTEN., ALTHEMTH 57z,

e 5.6 4R6 H % £ T MERIEMBAUC

30
fel

MiEREEAUC
" (mg-h/dL) BERZE
RGBT | [5%lEER ]
+

o7y =)
200~300mg/H 513.44+13.13

$50WID -33.61 [-70.67, 3.45]
T1THIAT b

60mg/ H 479.82+£13.26

(49{i)

B 7z IFVYRE Y ME-TO T -V

(mg/dL)
8 .
—o—TJ T TFVYRY v MEE (4961)
—e—7 07U =)L (50f)

S AR R 7
=L EFRILRLE H

R R E

0 T T T T T T
Day-1 Dayl Day?2 Day3 Day4 Day5

" BB SR
3 R R SR

T
Day6

) AFOEFEE Nk - ARIZBIT 5 HEKKEG 60
ng/HTH%,

18. ExhEIg

18.1 fEAERF

1811 7 7FV A% v M. REERZEZELSFY O FF
F A —-FORER (Kifd : 0.6nmol/L), EEH (Ki
fili @ 3.Inmol/L) ZWTNBHETZZEITLD, REg
R EIIRIT D (in viroikBR) ™,

1812 7z 7FVRH v MME, OFEERTY > - EYIY
REEBEROEICEEE LIFST, FHFoAF
P -V ERIRICHET S (in viroi )™,

18.2 EIB{EH

18.2.1 M RERET{EA
Zv b (E¥. BREMEETETI) TIZZTFYRY
v MEROBEICE D, WA REEEE T8,

18.2.2 R REETIEA
Ty NTT7 2 7FVRYy MIROKGITED, RF
REEE 2 KT 87",

* %19, HRM S ICET 2 E{EFHME

— i -
{2t

Jx7FVYRAY v~ (Febuxostat)
2-[3-Cyano-4- (2-methylpropoxy) phenyl] -
4-methyl-1,3-thiazole-5-carboxylic acid
CisHeN, O3S

316.37

DT
TR
it

CH3s

S

HsC
ﬁﬁ o

CHs CN

- HEORRE IS EOMKETH 5,

LY =)V DITRRREITITKL, Tk b
ZRUINZERTFIZL L, KITIFELERIT
W,

Rl T H9209°C (R, T2 7E LWEIRER).

EREENED LN D,

R

22 ‘@
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1004 [1082 (PTP) X10]

5008¢ [1082 (PTP) X50]

50088 DR, /NF]

(Z7zx7%VRA&y gEeomg [=7°O])
100z [1082 (PTP) X10]

5008 (1052 (PTP) X50]

5008 DR, NZ)
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