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MBS T X —FIZDTFDEB Y TH B4,

—e— 10mg
(N=8)
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16.2 DRI

16.2.1 BEOXE
BERAL6FIIC. 72 7F VA Yy MOmg%: &
BICHEREO®REG Lz & &, ZERRGICHRT,
Cmax& Z}\AUCmei% *L%“ﬂZSE‘(U‘l 8%'{&? L7 3) o

58 | Cna(ng/mL) | tmax (hr) |AUCi(ng « hr/mL) | t1,2(hr)
%ﬁfﬁ%ff 2049.1+782.3|1.2£0.8 | 6538.3£1263.0 |6.8+1.7
BRis
(N=16) 1456.0£514.8| 1.8+1.0| 5321.6%£9104 |6.3£1.5

(CPHEfE + FERE)
16.3 71
16.3.1 ZEHBEE

0 12 24 36 48
¢ (hr)
e EMHRLIST A -

AUCi(ng * hr/mL) | Cmax (ng/mL) | t1/2(hr) | tmax (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+3032.33765.3+£1008.3| 6.9+1.8 | 1.9£1.0

(CPHfE + 1R (RZ)
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TEFREBIGEL, REKRSICLH2EBREIRD S
Nnizhr -7,

g |BZH| Crax(ng/mL) | tmax(hr) |AUCooa(ng * hr/mL) | t12(hr)

40mg/H|1HH|1019.1£343.2|/1.8+0.8
(N=6) |7HH|1299.8£312.6|1.5+0.3

3658.5+625.6 |6.3+1.6
4442.1£729.5 18.8+2.2
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(N=10) | 541.8£227.8 | 2.2+1.6 | 2092.3+463.2 |82+24
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~3.9%TH o7z, Tz HEHK24K V6K E T
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15.8%TH o7z Tz R 2 ED - RIETEED
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HEFBEEE RO Cra FAUCo 2anlE Z N ZF 153
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27 2 7%V A%y h80mgt 1 H 1 [EEHARTIC7H
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O)Cmax&(}‘AUCO,%hrli%ﬂE%z:ﬂ b—(%ﬂ?ﬂl%
BETRERCI2% LR L7-(BEADT—5)19,
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ICHE L TENZEN24K V1 2%E 2 - 7z (SAE A D
7:_&)13)0
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80mg® = HEFO#E Liz& &, 72 T7FYRAY v b
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RERRA2261Ic7 = 7%V A% v F40mg# L H1[H
7THEREZOH®RS L, BEilt4~7THHICaL F»
#1.2mg/HTIH2BIREZOAKREG L&, 7
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BEERRA266Ic7 = 7F VY A%y F120mg® %1 H
IR IV F > %2]1.2mg/HTIH2E14HERE
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Y BRBEEGBRDCrald T NZFN12%E TR V2%
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1673 AV RXIIY
EERRA2661IC7 = 7%V 2% v F80mg® % 1 H 1[H
K”UA > RXA%& 2 >100mg/HTLH2[E5H B RE
ﬁ[‘&g bf: C‘.: %\ 7Tz 7\\;\: VA 9 b ]\ @Cmaxti7%
ETRLU. AUCouanld2% EF U7zs F/20 £ KX
9 “/ y@CmaX&@AUCO,MhI@'f&Fli 2%172'*]?% D f:
(HNEADT—%)10),
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BERERRA256IC7 = 7%V A% v h80mgH % 1H
1EZ O 7 a++>1000mg/H%1H2E7HEK
EROBESLzEE, FFux ofHICKD.
T2 TFVIAY Y FDCrax X TAUCo2ancl ZF N EF 1
28RVA0% LR LIce — 5 72 TFVAY Y bD
{#ﬁﬁ L: cl: %) ﬂ- 70U ‘:‘:’t) ?/@Cmax@tﬁ‘&()‘\AUCO,Zéthr
DETIZIBLINTH > 7z GHEADTF—% )10,

16.75 7Yz
BEERRALSHIC 7 = 7THF VA% v F120mg® %1 H
IEOHMREROKRS L. #E5MnmK%oHICTY 7
7 3V (BENRAR) 25mgE BEFOKR G Lz & &,
7“\7‘/ 705 i y@Cmax&@AUC1nfli%h%\\hl6&U
2% EFL7z-(MEANDT—4)17,

16.7.6 JD)ILT77UVF R NUD L
RBERALBICT 2 7TF VA% v F120mg &)L
77U rF b L(ENKRER) (FARIZINRZ ZLE
WCEE) # IHIEINN4HBERERORE Lz L &, R-
7)-2(}‘5-'7}]/7 7Y y@Cmax&(ﬁAUCO,Mhr@tﬁtiS%
DANTH o7 E72 TLT 79 Y OESIZEOE(L
(INRmax@J:%\ INRmean,Zélh@'fR—F&Z)rﬁgvﬂ%?ﬁlﬁ
SEEED EF)IXTRUANTH - - (AEADT—4)19,
BFRERA27HIC7 = TF YV A% v b80mg™ &7 )L
77U rF M)A (ENKRER) (FHRIZINREZ £
B|ICHE)ZIHIBI4HEREZORES Lz L &,
R-7W7 7Y > ®Crax AU Co240: D& 1 2% LL
WTHolzo /2y S-TLT 7Y 2 DCrax DR I
U AUCo2aneD EFRIITB LA TH o720 £y T

7 7 U ‘/@%ﬁ?@g'ﬂ:(INRmax(tINRmean,24h0)'fg—F
K OEVIRFIEEEHEEO ER) 1IZ4% LN TH - 72
HEANDT—4)18),

16.7.7 e ROZOOF 7 IR
BEEERRA33BICT7 = 7TF YV 2% v F80mgH & kb K
uruusFy7Y R50mga BENEO#E Liz& &,
7Jzx 73—\' VAY b @Cmax&lﬁAUCmf@t%Li“%
DARTH->7z(HEANDT—45)19,

16.7.8 74714 UY
R 23617 = 7%V 2% v h80mg® %2 1 H 1[5
7THEIRERO®RS L. #E5MBEZESHICT A 7 4
Y 2 400mgx BEREOK G L&, T4 71V >
@Cmdx&Z}\AUCmf@LﬁLiS%LXW‘(\\%0f:(ﬂj\
DT —4)2),

16790y 7U9VY
RERRA36HIICT7 2 TF VA5 v F120mg® % 1H
1EOHMRERZORS L. #EMm%SHICcTT 7
V&Y Y (EAREAR)dmgz BEEORS Lz &
&, BTV YDChaxDE TR AUCIHD L7
1X6%LLINTH - 722V,

FE)ARBORRENT-FHERVOCHBICB T 2mAKREE1Z
60mg/HTH %,

17. BRIRRLEE
17.1 BIMERUZEEICET SR
(R, ShREZMEE)

17.1.1 EREHEE 04855
WAz ECBRBIIERE 20202 0RE LTS
AN BEEA L _EE R E RO % T -
7zo ARANOmMg/ B 6#% 525G L. SEEOEEHM
BAE (20, 40. 60XIx80mg®/H) L CHEZ &
MERICHEE LTz, B0y A I v 73R ERAE2.
6K VI0AE L. ThLIEI6EE THEZHMEE L2,
BB, LHBREET T v ARBEL/3806]. AFI20mg/H
BE2/4361. A#I40mg/HE0/414]. AHI60mg/H
BE1/366. AFISOmg/HEEL/41HITH -7z, 5
Flats 1 6 (B RO E £ THE % BRI
LB ZED) IS, MEREE6.0mg/dLULT
ICEBE L 7- BE OEIS GERE) ROSREHETO
FRBHROFEBRE G, TROEBY TH- 7222,

B GBI 1638 O MiEFRERMEC.Omg/dLLLU N AR

I PRERME s -
| 7T R EE| 95%(E HEX [
75+ R (3841) 2.6% — —
20mg/H (434%1) 46.5% 43.9% 28.1~59.6
40mg/H (4141) 82.9% 80.3% 67.7~92.9
60mg/H (3641) 83.3% 80.7% 67.5~93.9
80mg/H (4141) 87.8% 85.2% 73.9~96.4
TR R DFHIRE] &
SR 0~2:8 23E# 63HEE 10;8#8
IR 6ELIR | 10BN | 16EDL R
75t AR (384) 0.0% 5.3% 2.6% 2.7%
4.9% 2.4%
20mg/H (4341) (20mg/H) | (20mg/H)
7.5%
A0mg/HALBD | 6 g0 | 2.5% (40mg/H)
(10mg/H)|(20mg/H)| 3.4% 8.8%
60mg/H (364) (40mg/H) | (60mg/H)
17.9%

( )NITHEHEHOARR O FHE



AREERIC BT B AF OREMEFTHERNR1996IH ., &l
R (BRBEEOREZ2ET) ORBEHE L., 7
T REEL8.4%(7/38%1) . AH20mg/HEE23.3%
(10/43%1) . ARFI40mg/H#EE29.3% (12/4141) . A&
Al60mg/HEE13.9% (5/36f1) . ARAI8Omg/ HEE
29.3%(12/4161) TH o7z AEIFEICH T B FELH]
e ARAI20mg/ H B ¢ B B8 26441 (9.3%) «
BRER2H1(4.7%) . AHFIA0mg/ H B T B BE i 43451
(7.3%). TSHEM2M41(4.9%). KRFI60mg/HET
Y B AR 2¢ 3451 (8.3%) « AAI80mg/ H B ¢ Ja\ B &
7:81(19.5%) . BAHIFE201(4.9%) . MU AHE2H5]
(4.9%). ALT#EH2M1(4.9%). CKIEM241(4.9%)
Tholz. [7.1 BH]
17.1.2 BN M1EHE

JEEx &G RRBIMERE 2440 2 R E LT 0
7)) — U R A L EE L EGRER 21T o 72,
AFIOmg/HX 7w 7Y ) —)L100mg/H#%=12H
M5 L. £0%. £h2h40mg/HXi3200mg/H
ICHE LA4BBERE Uiz, 8. LlBE TARHIE
3712261, va ) ) —)VE3/12161TH > 7z, #
Shtnt 8 O MIE R EA LR (FEFHMEEE) (23
W, AAI40mg/HEEO 71 7)) ) —)1200mg/H
Bloxt g 2IEEEMSRENL(P<0.001: FEHHE
Y=V IE5%). iz, BEHBESEO MIEIRE
E6.0mg/dLEL R R (BIRFHEIEE ) 1. AH|
40mg/H#82.0%. 71 7Y ) —)L200mg/HEt
70.0%TdH - 7z, FHGHH T OREEBHKDOFHBR
HERTEROEBY TH 122,

K5 BRI O MIE PRI EZ (LR (%)

MYEREEAE | MERIEME | ZLROBHE
5 | Hng/dL) | B(EE (%) | [95%ERRE] | F 3Bt
T (BEREE) | (BERES) (%)
yas) ) -l
200mg/ 8.89 -35.2
(1.24) (14.7)
(12041) -6.24 |5 _0001#
ARH 3.83 415 [-9.65,-2.84] ’
4omg/B oy | (0]
(12241) ) )

a ) IME FRERADHAE (5 PG RT O MIE FRERE) IS 9 55
PR8I O MIE IRIRE DAL
#)IEHMMREICHB T HPE

REBE R OFIRE &
BEE | 0~ 1280 F |12 @6EL T 6A@sEL T
;Sgr'r)lg /’E)IL 1.7% 3.3% 0.9%
(1217) (100mg/H) | (200mg/H) | (200mg/H)
40?3 H (101rf %El) (405'7%5) (403'30/;5)
(122/1) & me me

( YRREFZEHO 7O ) ) — LI ARORE

AR BT B ARF ORI R 2436+, &
e (BABEEORE2E&T) ORHFAHEE R, K
AIBE8.2% (10/122f1) . 7a 7)) —)LE11.6%
(14/12161) Td > 7o KAHBICB T 2 ELEIEM
& REBEET A6 (3.3%) TH o7z [7.1 BHE]
17.1.3 BRI 5HER

M REEE9.0mg/dLEL kIR % & o i R S A
BELITIH 205 E L BRERS B2 EHE L7z,
AH10mg/H 5% 5= L. HE5FMIA%3IEE
ICARAI20mg/H. #555G%7:EEB ICARAI40mg/ H
IR L7z, B#E5RB%10EE O IIEREE»
6.0mg/dLZHBA T\ Ha 3R 5Mn%k15EE £
D AFI60mg/HICHEE L, MIERIEEA6.0mg/dL
DR OBFE I AR 40me/ H 2R Liz. &b, kit
B I AAA0mg/ HEES/ 13141, AHI60mg/ HEf
1/4061Cd - 7. 5MmME18HE,. 2658, 52:ET
M7EREBEA6.0mg/dLLL FICEBE L 72 BE D&
GERREFE) 13, AF40mg/ HEETIX. 212 h93.5,
91.5. 86.4%. 7. AAH60mg/HETIE., ThE

MiEFRERE (mg/dL)

Nn74.4, 71.4. 87.5%TH>7z%Y,
KRB BT B ARFOREMEFERRL71LHH. &l
R (BREEEOREE2ET) ORBEHEE T, &
Al40mg/ H#E37.4%(49/13141) . ARHI60mg/HE#
35.0% (14/4061) TdH - 7z. RHIBEICB T 2 FE%E
e (BEARREHEORE &) 3. AAl40mg/HEE
TRE BT 752601 (19.8%) . BIEHRE7H(5.3%). 1
R4l (3.1%) . AFNI60mg/ H B 8 B8 i 4 Ol
(22.5%) . BAERE3MBI(7.5%) PURERE3H1(7.5%)
VU AR 21 (5.0%) TH - 7z. [7.1 BHE]
(WMAALREEEIC S SFREZIMAE)

17.1.4 EASE MAEGEER
(LB NEAT T OB S BEIMf 2R ICT
07— I E R R BB 1T -
7zo AHFI60mg/HXIE7 a7 ) —)Lix300mg/H
[(BREREDOH 2 EH (30=eGFR<45mL/
min/1.73m?) Ti3200mg/ H ] % (b 255 17 b ik
24B5MRT D S 6 HRE G L7z, G HoHKE T
MERBEAUC (FZFHMEEE) &, 7Y ) —)L
BT 2ARFBOIEAEPIRE N (B~ —
Y 1&150mg - h/dL). F7z. AHFI60mg/HDOFS
& V))Eﬂiﬁﬁmﬁtﬁﬁ%ﬁﬁﬁ% H#& & TRIFIIZED L
7z,
ARERERIC B BARA60mg/ H O %R 2GR 5 494
H161(2.0%) ICRITEH 238 5 iz 2 ORIER IR,
ASTHEM. ALTHEMMTH > 7z,

B 5RO H#% % T O MIERBIEAUC

M REBEAUC
5 (mg - h/dL) Bz
BN FFIE | [95%EHEXE]
RS
Tary =)
200~300mg/H | 513.44+13.13
(504) -33.61
A [-70.67,3.45]
60mg/H 479.82+13.26
(49%)
BRI AHIBE-7 0 ) ) — LB
8 -
—o— KFAIRE (49f)
-—e—-7u7/—LE (5061)
6 P EHRE R
=bEERG H
4 -
2 -
0 T T T T T T T
Day-1 Dayl Day2 Day3 Day4 Day5 Day6é
o TR E R
M3 R B2 B D AR R HERS X
E)ARFNOAKRSNT-HERVHEBICB Y 2 ABRE5E13
60mg/HTH %,
18. IR

18.1 {ERER

1811 72 T7F VA% Y MiE, REBEREZES T F
FF ¥ —¥ors{t® (KifE: 0.6nmol/L). &EH
(Kif#i: 3.1nmol/L) ZWINbHET B EITXD,
PREEA: R 2 I3 5 (in vitroaREg) 2,



1812 7xT7FVA¥ Y M, thOFEHEZTY > - ¥ 3
VIURBBEROBERICHEERITST. FH T
F ¥ —ERBIRNICIHET 5 (in vitroiiir) 20,
18.2 EIB{EMA
18.2.1 MOAFREE T1ER
v MNIEH. BREBIIEETFIV)TTIzTFIAT Y b
FREOBEICKD., MPRBEEETS 87227,
18.2.2 FRYFRERIE ™EF
S RNTTzTFVARY Y MIROKEICED, R
FRIRERME 2 KR S 17227,

19. BT (CRAT 2IE(LZNHR

—ARBBIR
7 7%V A% v b (Febuxostat)

£%2
2-[3-cyano-4-(2-methylpropoxy) phenyl] -4-
methylthiazole-5-carboxylic acid

2FR
Ci16H16N203S

DFE
316.37

IRV
HEBOHEK. NNN-VAXAFILARILLT I RIZBTRT
<V IRAFLANEFY FIZRRBEFLIL, ¥
J = (99.5)IZRRBITIC K AF ) =L RUTE
P P UINZIEFIC L KITIRIZEA BT 20,

{fEZEER

CHs

N
| \ CO2H
S

HsC
WA 0
CHs3

A o=
#9209°C (531#%)

CN

s 22, A%k

(ZTTUT8E10mg)

PTP: 100%%(108Ex 10). 500%% (10%E %X 50)
;50088 (S5 AF v ZHEIEEAD)
(ZxTUT820mg)

PTP: 100%E(10$E % 10). 500%%(10%E % 50)
B 50088 (75 AF v ZHELEAD)
(ZTTUT840mE)

PTP: 10082 (10%E X% 10)
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