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DT TFIRAY Y FRETED 572 OV — FH [95%EHEXE] :
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16.1 MHRE

16.1.1 BOEigS
R ABHEIFIC, 72 T7F VA5 v bELTIO 200 40%U80mg™
EAEAE T CHRERORS L&, MERT 2 T7FVRY v hOEDHRE
NIRX=FIILUTDOEBY TH B,

AUCin(ng-hr/mL) | Cmax(ng/mL) | tis2(hr) |tmax(hr)

10mg(N=8) | 1537.0+430.9 496.2+166.0 | 6.2+09 | 1.4£1.1

20mg(N=8)| 3296.2%751.9 | 1088.3+1789 | 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
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A& | #%H |Cmax(ng/mL) | tmax(hr) (ngg}?r“jgu tiz2 (hr)

40mg/H | IHE | 101913432 | 1.8208 | 36585%625.6 | 63% 1.6

(N=6) | 7HH | 1299.84312.6 | 1.5£0.3 | 4442.1£729.5 | 8.8+2.2
(P il + fEHE(R2E)

BREBIMERFIOFICT = 7F Y A% v bOmg/H TLEM. 20mg/H%4
ERIHIEHERICES Uiz & &, B5HR%R6EICE T 5 E)FHE T
A=FZFLUTDEBYTH 727,

e AUConr
HwER Cmax(ng/mL) | tmax (hr) (ng - hr/mL) tuz(hr)
20mg(N=10) | 541.8+227.8 2.2+1.6 2092.3+463.2 | 8.2+2.4
(P1gfE + R RE)
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N=FIZEDZNZNIE (72 T7FVRE v bELTI0mg) BEKRASR
FICHEARBEERORS L CmERRZUEBREZEE L. BoNn-EY
/S5 X —% (AUC. Cmax) IZDW\TINEHEXEEIC THEHET 2
1o 7248, log (0.80) ~log (1.25) OEEHNTH V. WMBMAH OEMS
WESES R S N,

HENT A =4 BEINT A —H
AUCo-4 Cmax Tmax T
(ng - hr/mL) (ng/mL) (hr) (hr)
TITFIATY b
+ + + +
$¢10mg [E%) 1602.8+436.5 | 616.4+276.6 | 1.5£2.0 | 6.7£2.7
727V 7§E10mg | 1534.0£409.1 | 550.7£172.8 | 1.6+1.0 | 6.2£34

(Mean=*S.D.,n=35)
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/ST A —% (AUC, Cmax) 122\ CI0%IEEXEEIC CTHEHRITZ
1o 7z#5R, log (0.80) ~log (1.25) O#EMNTH D, WEA DL F
RS HER S N,

HENT A= BENT A4
AUCo-4 Cmax Tmax Tie
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T TFIAT Yk
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§240mg [E#7) 6584.4+1911.5 | 2460.2+1063.8 | 1.2+1.1 | 8.6+2.9

7 7Y 7§E40mg | 6695.5+2218.8 | 2302.4+807.8 | 1.3+1.0 | 8.4+3.7
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%58 | Cmax(ng/mL) | tmax(hr) | AUCi(ng - hr/mL) | ti2(hr)
%ﬁkﬁ‘ji? 2049.1+782.3 1.2+0.8 6538.3+£1263.0 6.8+1.7
(ﬁl\ﬁ%f:)} 145605148 | 1810 | 5321.6%9104 | 63=15
(FHfE + 1R RE)
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16.7.1 HlIEEE
fRER AR A 246 HI B A (SmLA I /KER (b~ 7 % > 7 2200mg f U 7K B L
T =7 L225mgx &R T HEEH) ZBEREORSGHRICT T TF YR
&y Fe0mg® A BEREOREG L&, 72 T7F Y AY v bOCmaxKk
AUCHlE ZNENRKEVISRE R L7z (HEADT—5)D19,

16.7.2 JbeFV

BERA2GIC7 = 7%V A% v M0mg# 1 H1E7HMRERZO#HS L.
HIA~THEICI Ve F > 21.2mg/H CIH2EIRERO# S Lz & &,
T 7HFVAY v s DCmaxh FAUCounld Z NZEN12R V7% ER L 72
(HNEADT—45)1,
REERA2661IC7 = 7F VA% v F20mg®P #IHIBIR I L F %
1.2mg/HTIH2EI4HEREROBES Lz L&, T F Y OHMAERIKRS
#%H LI EBREEZOCMaxIZZNETNR2BE R EUO2% LR Lz, &
72+ AUCo2nrldZ3%E T L7219,

16.7.3 AV RXIYY
R A26B1IC7 = 7%V A% » b80mg® Z1HIE R A > RX & v
100mg/H CIH2ESHMRERAKRE L& J2T7FIAY Y bD
Cmaxid7%E R Uy AUCoundd2% EF Lize £720 1V RXZ VO
Cmax % UAUCouDE R IZ2%UNTH 72 (HEADT—4#)0,

16.7.4 F7O+Ft>
REBASHIC7 2 7FY A%y F8Omg® #1HIE RO F o Ft
1000mg/ H 21 H2E7HERERAZRS L& &, 7 adt > oA
£D. 7x2T7FV Yy FOCmaxMk CAUCounld Z N2 28T 40% L
ALl —H. 7z 7F VA5 Y bOHRHICE S F T aFt > DCmaxd
LR ECAUCLmDERIZI%LUNTH > 72 FHEADT—4)%,
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ERRALBIIC 7 = 7+ Y X% v M 20mg® # 1 H1EIH MK EZROHS
L. B5R%oEICTY 7T 3y (ENRER) 25mgk BEROZS L
&, FY75 3 0Cmaxk TAUCKHIZFNZENI6RU2% ER LTz
(HNEADT—4)2,

16.7.6 DILT7UYFRUDL
REMALFNICT7 2 7F Y25y F20mgP &I LT 7 ) v F b T A
(EIAARARR) (FHEIZINRZ BEH#ICFE) Z1HIE4HBREZO®RS L
Jz& & R-KRUS-7IL 7 71 »OCmaxfk SAUCoun® EFIZ5% LA T
Holeo Elzw TNT 7)Y DOEHNZEDE (INRnax® EF . INRmeanan
DA R ROEVIEFEEFSED L) 137%ATH-7: GHEADT—5)2,
BERA2THICT 27+ y F80mgE & T LT 7YY F MU L (H
WARARD) (FRIZINRZZEEICERE) #1HIEI4HBRERORS L&
ZR-7)L7 7Y »OCmax X FAUCwLunDIE NIZ2% LN TH > 720 Tz
S=-7)V7 7 1) OCmaxDIE N K AUCoun®D EFIZIBLINTH 720 &
Tow TV T7 7y OESFZDOZEAL (INRmax & INRmean2an DK R 2 OVEE VLK
FIEETFEED L) 134% N TH -7z DHEADOT—4)?,



16.7.7 e ROZOO0F 7 IR
fERRAZZGIC7 = 75V A%y F80mgH & e FuzuaF7 Y KR
S0mgx BEZEOHKE LzEE, 72 T7FYRAY vy b OCmaxKk
AUCn® EFIZA%LINTH -7z (INEADT—4)5,

16.7.8 #T7140UY
R A23MIC7 = 7%V A% v b80mg® 1 H1E7HEKERO®RS
U BERIBHBSEICT A7 4 Y »4A00mgx BEROREG Lz & &, 7
F7 14U > OCmaxBK FAUCKD _EFIZS%LINTH -7z SHEAD T —
9)24)0

16.7.9 OV U9V
EERA36GIIC 7 = 7%V A% v M20mg® % 1 H1[E9H R ER O
5L, #ERB%SHEICO Y 7Y 4V Y (EINRER) 4mg# BERED
BELIEE, v 7))y Ty OCmax®E KR TAUCKHD EF136%
BRTH -7,

16.8 Z it

(T T+YRIv MME20mg (B
7x 7%V A%y ME0mg [BH] B [EEBVEL2ROBEHAIO
EYENRISEWRBET A NI 4 > (FH2FE3A19H  FAEFEEF03195
15)] ICE D&, 72 T7F VRS v MEdmg [HH] 2EEHHE L
oL & BHEFICE S SEYENICRFE L LB S NP,

F) KAIOER SN AERCHRICB T 2REARE5EIZ600mg/HTH %,

17. ERPRRHE

17.1 BAERUREMEICEIT B55R

*17.1.1 ENHEHASE T1855R
FEE & O & R MAE B E 2026 %2 R & L7z 7T b A iR
EERABRNICHEBRABRZTo. 72 7FY 2%y M0mg/HA 5%
S5xBGL. SBOEEHEZFAR (200 40, 603380mg®/H) % TH
EBREEBNICHERB L. HEOY A IV 3R ESHBHR2. 6 UI0E
LU, InDEIGEE TREZMZE Lz, 28, REBFEI 7R
BEL/38B. 72 7F VA% v F0mg/HE2/436]. 7= TFI R v b
40mg/EIEFO/41B1. 7 = 7V A% v M6e0mg/HEEL/36H. 7 xTF Y
2% v +80mg/EHBEL/ABITH > 70 H5HIIAK 16 (BREOMERH
B CTHELZEBNICEE L&) 10, IEREE6.0mg/
ALEIRICERZE L. BEHOEIE GERER) . FTROEBY ThH 77,

HE B 1638 O IME FRER(E6.0mg/dLLL T AR

IMiE REEME
Eass i 6.0mg/dLLL T T RBEEDE
7IEAR (3861) 2.6% -
20mg/H (43f1) 46.5% 43.9%
40mg/H (41%1) 82.9% 80.3%
60mg/H (36/i) 83.3% 80.7%
80mg/H (414i) 87.8% 85.2%

KRBICBI A7 7Y 25y hOREEFMR1996H, ElfEH
(BERBEEORE L&) ORBEEIL. 77t AREE184% (7/3861).
7z 7FV A5y b20mg/HEE23.3% (10/4361), 7= 7FVAF v b
40mg/ HEE29.3% (12/4161). 7 = 7%V 2% v ~60mg/ HEE13.9% (5/
366) .7 = 7%V 2% v +80mg/HEF29.3% (12/41]) T -7z 7 x
TERYRE Y FEICBITAELBIERIE. 72 7F VA8 v +20mg/H
BECmmMBAET RG] (9.3%). BREH (47%). 72 TF VAT v b
40mg/ H B CRERBIEI 436 (7.3%). TSHIEM26G] (4.9%). 7 = 7%
VA% v he0mg/ HEE TR %36 (8.3%). 7z T7FYRY v b
80mg/ H B TR EEAT 2861 (19.5%). FAERE2B1 (4.9%). PUR AR
201 (4.9%)  ALTHEHN2B (4.9%) . CKEEHN2M (4.9%) TdH - 7. [7.5E]
*17.1.2 ENEE MEHER

FEZ &CERBIEREGZTIRE L7 7Y ) — U5t iR
Bl —EERLERBEZIT->72 72 7F V2% v MOmg/HXZ 70
7Y 7 —V100mg/HE12HE#HS L. Z0%. £hZ2n40mg/H X
200mg/HICHE LMHBRSEG Lz, 28 WEBEHEE T2 7+ VAT Y
NEE3/1226. 7 a ) ) — VEE3/ 12161 Td - 7z. S FIARBSED I
ERBEZ(CR (EFEMMEE) 2BVWT. 727+ Y A% v FM0mg/H
BoraY ) —NL200mg/BEHCHT AP RS Nz (P<0.001 :
LMY —T I35%) . F7o. BERIIAESE MFREEE.Omg/dLEL
TR (BIREMIER) &, 72 7%V 2% v M0mg/HE£82.0%.
7Tu7) ) —NL200mg/HEE70.0% T - 720 A% 5HI T 06 R %
DHEBFEEIITEDEBY TH o722,

HEFBESEDMIERREZELR (%)

MIEREEHIEH MIERERME | B LROBERZE
Erdenic 8 (mg/dL) | (b3 (%) |[95%E X ] |35 #rtT
S (BERE) |1 (BERE) (%)
Tar) )=
o | |
(120f1) : : 624 |5 000
TETEIAT SN o s | 965284 :
40me/ & (132) (12.1)
(12261) ) )

a) MIERERIEIE (5HGHTO MIEREE) 1009 2% SHRERSED
MIERIREDZ LR
#) IEHMREICH T HPE

TR OFRE &
BE5H 0~12HLIT | 12H#E6ELT | 6EBSHELT
e | LT e me
e (100mg/H) | (200mg/H) | (200mg/H)
713‘0:\;//}(59 v b 1.6% 6.6% 3.3%
a 22gwm (10mg/H) (40mg/H) (40mg/H)

() WIESEKHEo7a Y ) — L E 7273V Ry Yy hORR

KRBICBI A7 2 7Y 2% v b OREEFMix 524361+, EIfEH
(BFRBEEORE &) ORBHEE L. 727 F VA5 v ME2% (10/
12260) . 7 a7 ) —LEELL6% (14/121B) ThH o7z T2 TFV Y Y
RSB 2 ELBIERIE. SRR (3.3%) TH -7z [7.5H]
*17.1.3 BNREBRSHER

MiEREEE.Omg/dLLL LR % & T m R IMERE 712 R E L
REPRESRBEER L. 72 7FVY ¥y Mmg/HA 535 %2H
L. BERBKIERICT 2 7F VA% v N0mg/H. BERBE%TE
BIC7 7% Y 2% v MOmg/HICHEE Uiz, BE5HIA%10EE O Mm%
REEMEN6.0mg/dLE B A TV - HE 3B EHMRERISEE LD 72 7%
Y AY v Me0mg/HICHE L, MiEREBEH6.0mg/dLLL R DBF AL 7 =
TFVIRAY v MOmg/HEMFE Uiz, B KEBEE T2 T F VAT Y
~40mg/HEES/13161. 7 = 7%V 2% v b60mg/HEEL/4061TH - 7=,
5B %18E, 26i8, 5238 T MiERERE»6.0mg/dLEU R ICHE L 7
BEOHEG GERR) 3. 72 T7FVYRY v Momg/HETIE, The
935, 91.5. 86.4%. F7zv 7T 7FVRY v he0mg/HEETIX. 1
ZN744. 1.4, 875%TH > 129,

KRBRICBI 57 2 7%V 25 v OREEFMRNRI7IHIF. BIfEA
(EFRBRAEEORE2E) OFRFHEEIX. 72 7FY 2% v bMOmg/
HR#37.4% (49/13161). 7 = 7%V A% v ~60mg/HEE35.0% (14/40f1)
THolco 72 TFVARY Y "VRICBTAEREER (BHRBREEOR
HERED)II. T 2 TFY RS v MOmg/ B EETREBE 72601 (19.8%)
REEIRE7H (5.3%). PUBOREAHI (3.1%). 7= 7%V 2% v h60mg/H
B Com B ET 229B (22.5%) . BEHIE3M] (7.5%). PURLRE3G] (7.5%).
PUREABRE2G] (5.0%) TH -7z, [7.208]

) AEROERRSNIZAERUCARICBE T 2RAKRSRIZ60mg/ HTH 5,

18. EREE

18.1 {EFItER

18.1.1 7z 7F VAT v ME, REEBRZELFY VF o 4F 5 —F
OFBEE (KifE : 0.6nmol/L). B (Kiff : 3.lnmol/L) Z\inbd
BHET 22 LIk D REBERZINHIT S (in vitroikBi)>,

18.1.2 7= 7F VA% v M, thoEEL ) > - ) I VU REEER
DIEEICHEL2RITST, I FUAF 05— 2RIRMICEET
(in vitroZE& )3V o

18.2 EIE{EFA

18.2.1 MPFREEIE TER
v b (E%. BREIEETIV) T7z7F YAy y MIEOKSIC
L0, MHRBEEZENS S,

18.2.2 FROFRESE TER
Ty PTCT7TFYRAY Y MEIROBEICED, RPRBEZETS &

723,

19. BIESICET ZIEBLFMAR
—ME%FR: 72 7%V A& v b (Febuxostat)
{b#4% 1 2-[3-cyano-4-(2-methylpropoxy)phenyl]-4-
methylthiazole-5-carboxylic acid
5373 - CisHisN20sS
oFE 31637
S
CHs

N
N\ CO:H

HBC
Y o

CHs CN

B R HBEBOBRTH S, VAFILALKFY RIZRPRBETRTL,
I =) (99.5) IZRRBETIZL L, KIZIFEAEBIT 20,

22. G

(FxTF+YRI v MEIOMg [BF])
10082 [10%% (PTP) x10]. 500%& [10% (PTP) x50]
5008 [NF]

(T TF+VRI v hE20mMg [BF])
1008 [10%E (PTP) x10]. 500%E [10%E (PTP) x50]
5008 [/3VF]

(FxTFYRI v MMEomg [B5])
100%E [108€ (PTP) x10]
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