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*x%5.4 AALEEER ICHE L BRBIIEICH T 2 RKF0F
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3.1 #8m EE. BRAICE 7z 7%V X%y bELTIHIOMgX D
TrTFVAI Y| T2 THFIRT Y| T2 TFIRY Y B, IHIERO®RE S %, Z0%ITMAPFREEEZ R L
Bi7E% | # 1 0mglh 8 20mg/h 8 40mg BRSRBIIECTHRAICHEET %, HERIGEFE1HLME
YD) [YDJ YD] 40mgT. BEORBICE U CHEHERT 575, RARSE
L At LN A LN X1H1E60mgET %,
VA& 10mg |V AF v +20mg |V AF v b40mg (D" AAEREEIC S S RESIAE)
D-—<>= k=, BAFLT7—{tF> 7>, £ Fo BE. RAICIEZ 7z 7F YRy &L T60mgZE1HLE
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Wh | L0 m o 20 m e a0 FIC & DFEMES GRS P HREENDC RS
[YDJ [YD] [YD] 50T, KEOHEGIZ1I0mglHIEA» 5BE L. #55H
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14. BRA_LDER

14.1 FRIZMFHOER
PTPREOEAIZPTPY — 2 5B H L TRAT %
EOEYT LI L, PTPY — bOBMKICLD . BELH
A REREARIA L, EICIZZILE B L CHERTE
REDEBELAMEZHREITLIEND S,

15. ZDMDFE

15.1 BRRERICE D 15
WA TERS N ONEREE2ET 2RAEE LR E
Liz—EERdEsRBIcB LT, TEMEEE (O
BIE. JEBBEEOMIFE. FEBFEEMAE S, REERD
FEICNTY 5 BAMTHEEROEATZ Y RRASL U F) 122
WTR7Ta Y ) LB LT 2 TRV AT Y T
EEHEIRENL B OO, BIREHEEE O 5 50108
OFRENEI T TFI ATy VREEROTR T ) —)L
BTEFNZFNn4.3% (134/3,098%1). 3.2% (100/
3,0026) THO T TFVRY Y FETELSTZ (N
P— RE [95%EHEXRA] : 1.34 [1.03, 1.73]). DM
BIEOHF TIIMEE L BISDERES RO S/ (T
TEVALZy NEE2.7% (83/3,098%1). a1 ) —
VEEL.8% (56/3,0026)). F/z. 2T OFHBEIAIC
DNTH, 7z T7FVRY Y vEEEROCTTTY ) — LB
TENENT.8% (243/3,098%1). 6.4% (199/3,092
Bl) THO T TFIAY Y NETEN STz NF—F
H [95%EMXA] : 1.22 [1.01, 1.471). [8.3%M]

15.2 FEERFREERICE D < 1BHR
o %AW 104EBBRSIC K 2P AREREICH
WT. BEAEH (5 v h24mg/kg/H [60mg/HT
Or roMmFHBEEDMN25 () KU26 (M) 5],
<7 A18.75mg/kg/H [60mg/HTODE b o MiEHig
BZEON4 () ROU12 (M) %)) oBERICEFS>F
VEWMESINSGHERILE - HAVREOLLN, YT RD
18.75mg/kg/H (Mf) ®%UV'F v hD24mg/kg/H
(1) \CERthES (BT LR fLsEE R OB1T LRE) o
FAFEEDOBINPRD SNz, v ATIRBEMICFY >
F UGG - RADPER LG WEET T BEWSIT RO
BERIIBOSNEP >, THoEETIE. @R - &0
28I K ABMARE S RIFERET 52 &Ic kD, BE
PERTE D B EELPFERINZ EOMENFH . &
2. BERRBRICBVWT, ¥V UFURBE - Ba2iEbe
BRIGEFR RIS % 2723,

16. E4FRE

16.1 MOGEE

16.1.1 BEIRS
BERABEI0MIC, 7z 7FV A%y ELTILO,
20, 40K U80mgED % s & F CHERORSE L7z &
&, MPFF 72 TFV 25y NOEYEHEISNST A —%
BUTDOEBY TH B,

BYBREIST A -5
ﬁﬁ% AUCinf Cmax ti2 tmax
(ng - hr/mL) (ng/mL) (hr) (hr)
10mg 1537.0 496.2
+ +
(N=8) | +430.9 +1660 | &-2F09 | La=Ll
20mg 3296.2 1088.3
+ +
(N=8) | £751.9 +1789 | &2FL1 | 1.3£05
40mg 7085.2 22703
+ +
(N=8) | +13412 | 8667 | (°F18 | 1.2%08
8omg | 133005 | 37653 . .
(N=6) | *30323 | xloog3 | ©9F!® | 1910
(EE - 1Z )

16.1.2 RiEHRS
(GhRELLiE)
BERABEFIC. 72 T7FVAF Y &L T40mg
ZHREZICIAIE7HERERORS Lz & &, MifEd
T T7FIRY v NRERRSHE%IE TERREIC

EL. RERSICE2EBEIRRD 5 hikd - 725

Cmax tmax AUCo24hr ti2
R mH (ng/mL) (hr) | (ng-hr/mL) | (hr)
1019.1 3658.5
+ +
40mg/H 1HH +£3432 1.8+0.8 £625.6 6.3+1.6
(N=6) 1299.8 4442.1
7HH 3126 1.5+0.3 +7295 8.8+£2.2
(CFHfE + R R )

GEREl. SFRELIMEE)
BRBIIVERZELIOMIC7 = 7FYVA¥ Y FO0mg/HT
28, 20mg/H%=4EM1IHIBEHERICHES L&
E. BREFBROEICE T HEMEEL/CT A —FIZLT

DEBYTHH-TT,
ﬁﬁ% Cmax tmax AUCO,24hr t12
(ng/mL) (hr) (ng - hr/mL) (hr)
20mg | 541 810278 | 22416 | 2092.3£463.2 | 8.2%2.4
(N=10)
(CESE - Z R RZ)

16.1.3 EMFHEIS R

(FTTFYRI v MMEIOME [YDD)

77 FIRAY v MEIOmMg [YD] &7 =7V 78§
10mg#%, Z7uxA—N—{FEIcLDENEFNIEE (T
TEVAY Y FELTIOMG) BERAET35%4 4

ARHEEREO#RE L S RELARE 2 RE L.

Bon/-EYBRE)SS X —% (AUC. Cmax) 2\
TI0%ME R BEIC CTHEHRIT 21T - - HE R, log
(0.80) ~log (1.25) D#HENTH V. HWHEADOEY

ZRRSE SRS NS,

HENT A= BENTA—¥

AUCo-48 Cmax Tmax ti/2

(ng-hr/mL) | (ng/mL) (hr) (hr)

Z 177 :\1/; 1602.8 616.4 1.5 6.7

’ + + + +

10mg YD) +436.5 +276.6 +2.0 +2.7

77Tk 1534.0 550.7 1.6 6.2
10mg +409.1 +172.8 +1.0 +3.4

(FHfE ¥ FZE. n=35)
(ng/mL)
900

800+
I 600} o727 7§E10mg

#5001 (P49fE + IR, n=35)
i 400+
E 300t
2007
100,

0

0123 > 8 TR
BE5% KR (hr)

MEEFREL FICAUC, CmaxFD/87 X — ¥ 13, #ERE ORIR, FR0
RN - RS ORI IC K > TR 2 RN 5 5o

(FTTHYZI v hE40mg [YD])
TxT7FIAY Y MEAOME [YD] &7 =27 78k
40mg#x. JOuRAA—N—FEICLDENENIE (T =
THFYAZ Y FELTA0mg) BERAETISHICH
BREEREOKRS U TR REABEZRE L7z,
Bon-EYERE/CS5 X —% (AUC. Cmax) 220
TI0REHEXBIEIC THETMIT 2T - 2R, log

(0.80) ~log (1.25) O#FEANTH . HWEFIDEY
ZHRSESHER SN,
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HEINT XA —H BEINTA—F
AUCo.48 Cmax Tmax t1/2
(ng-hr/mL) | (ng/mL) (hr) (hr)
Z Ijiy ;ﬁ 6584.4 2460.2 1.2 8.6
40mg YD) +1911.5 +1063.8 +1.1 +2.9
77978 66955 2302.4 1.3 8.4
40mg +2218.8 +807.8 +1.0 +3.7
(P9l =15 R 2, n=35)
(ng/mL)
35007
3000+ —— 72 T7FVAY v MEAOmg[YD]
I 2500+ a7 7 7%40mg
4% (CEHE = EEERZE, n=35)
2000+
i
#1500t
I
1000+
500
A
W12 s 8 12’%2'51”4'87

# 5K (hr)

M ICAUC, Cmax®ED/87 X — 1, #EH OBIR, FRo
FREXEIE - RRISFE O MBS IC L > TRR DRSS D 5.

16.2 RN

16.2.1 REDHE
BERAL6BIC, 72 T7FYR¥ v F40mg#x &ZIC
BORO%E L& &, ZERSICHNT, Cnak
CAUCinild ZNZN28 K T 18% K R L 79,

Cmax tmax AUCinf ti2
R (ng/mL) (hr) (ng - hr/mL) (hr)
%ﬁjﬁi? 2049.1£782.3| 1.2+£0.8 |6538.3£1263.0| 6.8+1.7
BRES 1456.0+514.8| 1.8+1.0 | 5321.6%+910.4 | 6.3%+1.5
(N=16)
(P9l AR =)
16.3 Hfn

16.3.1 EORESE
TxT7FVAY Y+ (0.4~10ug/mLEMNE) Ok
M AEEARBERIZ7.8~99.0%TH V. ELHEE
HIZ7 VT I TH-7- (in vitroREg) 10,
16.4 {5t
T THRIAY Y FOELREREEIE VT a v Bias
RIS TH-oTz. Tl ZOMICEROBRILREM. Zh
5DWMBEARRT V7o vyBAGEKICRE S
7210, 7x 7%V 2%y bODCYP1A2. CYP2B6.
CYP2C9. CYP2C19. KU'CYP3A4/5IZHhd 5 [HE
v ehhhoize —H. 72 7FVARAYY MO
CYP2C8KU'CYP2D6IZxt 5 Kiffid # 220K T
40pumol/LTH -7 (e bFIZ7uy—L%ZHWizin
vitro k%) 10.12),
Jx7%FYVA%vy MICYP1IAL1/2. CYP2B6,
CYP2C9. CYP2C19. CYP2D6. CYP2EL R U
CYP3A4/5%%8 L ah» -7 (b MIRF#MEZFV
7=in vitro &E) 12,
16.5 HEtt
16.5.1 EERABE24F5Ic7 =z T7FV A¥ v &L TL0,
20, 40mgZE A THERRORS L &, #51%24
FRUOCHEE TORESRICNT AT TF VAT Y b
DORPHERIZZNZEFN2.1~3.8%KV2.2~3.9%T
Holze Tl HBER24TK V6K E TORERIC
WNITBTTHFIRY Y b V7O BIEEEDR
PRt RITZNFN46.7~49.7% K 1V49.0~51.6% T
Ho729,

16.5.2 BERABHEOHICIAC-T 2 THFV AT Y FELT
80mgEN 2 &EF T HHA %, MATNHEROKS L/
L&, BERABEE O MBRBRETEEICNT S
Tz THFIYRY Y NRTZFDO TV T a v BEREEOE
BlEFNZFN83.8~95.8% K% V2.3~6.8%TdH -7,
BERASHRIETOT 2 7V A% v b ORABPEER
(BERICHT 2EA. DUFERK) 131.1~3.5%. #%
5% 12008 & TOEPFEMRIZ7.8~15.8%TH -
Too Tl REMMZEDHRBETREDO R 51421 6/
F TORKROEFHFRIZZNZ149.1 % T44.9% T
Hotle BHEADT—%) 11,
16.6 HEDNHRZHITHESE
16.6.1 BEEREE TEE
B®E (56]) RUOHEE (74]) OBHKERTERIC
Tz T7FIAY Y b20mgE 1 HIEFHERICTHREKX
EROKEG L&, BERTHIIB T 2 BEEHKEE
BETRHEOT7 2 TFYAY Y bOCraxld BHEREIEH B
Of) EZDbEED-572h AUC) 2403 BHEREIEH
BEICLE® L T53% ML 7. HEESKEKTHD
Crmax&X UAUCo,24nr 3 BHEBEIEEBICHBI LT, £
FN26XV68%EM L 7213,
BE (6f6l). REE (76) RUEE (76) OBH
BETEFICZ7T7FYAY Y F80mgED %1 H1[H
HARMC7THRREROKRS L L&, BERTHICB
F572TFVIAY Y FDOChaxkFAUC) 240rlE B
PEREIEERE (1161) IcHE L CRE, F%E, 5ET
BB TR TZENETNAIRT48%. 2R 1V'48%. 4%
V76% LR LI (MEADOT—%) 14, [9.2.1 &
]
16.6.2 FHHEEEIR T EE
BE (84l) RUHEE (8#1) O EEETES
(Child-Pugh A. B) K7z 7F VA% v b
80mgED % 1 H 1 B ARIC7 HERERORS Lz &
&, BEFBEETHORSHTHICBIS27 7%
VAZ Y b DCmaxKFAUCO,24nrld FFHERELE 7 B
(1141) EHEBELTENFN24KV30% LR L7,
Fio. PEEFBEETEHOCrax AUC) 2400t Z
NFNE3RVO55% LR L (BHEADT—%) 15,
[9.3 ]
16.6.3 Sitn&
g (655%LL . 2401) &EBEFEE (18~40m%k. 24
Bl) 172 TFYVAY Y b80mgHED % 1 H 1 [EIEA A Hi
IC7HRBRERORE L&, BRESRTHICBYAE
W E D CmaxX FAUCo 24nrlFEFEHF IR LTEN TN
1%ETRO12% EF L BEADTF—%) 16,
16.6.4 T
T 7FYRE v +80mgED % 1 HI1EHARIC7HHE
MERO®RS Uiz &, HE5%7THICB T 35
EHEE (2461) D Cmax XU AUCo,24nr 1& 5B 147 57 BE
(2401) ICTHBLTENFTN24KR 1 2% =D - 72
(HEADTFT—%) 106,
16.7 EHEBEER
16.7.1 HEEH|
AR A 2401 HIEEH] (SmLH /Kb~ 7>
L200mgRUKEET L I =% L225mg R &HT 5
BEAF) #HEROKZRSHBICTZTFIYAY Y b
80mgHED A BEEOK G LizL &, 72 THFYRY Y
;D Crax X PAUCnfld ZNZEN32KR O I5%E T L7z
(HEADTF—%) 17.18),
16.7.2 JlLeF>
BRERA2261IC7 = 7%V X% v +40mg# 1 H1[E7
HEREZO®RS L, HIZ4~7THHICILEF V%
1.2mg/HTIH2EREZ OB S L&, 727 F
VAY Y ]‘@Cmax&UrAUCO,Zﬂlrli%h?ﬂlz&—d\
7% LR L GtEADT—%) 19,
EERA2661IC7 = 7%V A% v F120mgEDZ1H1
EETINLeF > %]1.2mg/HTlH2ME14HERER

[485Al005



AE L& &, JLeF Y O#HBRIKE#RD LI
B EBBELEBDCrnaxldZFNZNI2%BE N R U2% LR
Lizo E7zv AUCo24nrlE3% KR L7219,
167342V RXIYY
EFERA2661IC7 2 7%V A5 v b80mgELZ1H1
BIROA > RA%>100mg/HT1H2ESHEKE
BOKELZEE, 72 TF VAT Y bDCmaxld7%
ERL. AUCo24ntld2% LR U720 F720 A1V KX %
¥ Y DCmaxKTAUC) 240 DX TIZ2% AN TDH - 72
HNEADT—%) 20,
16.7.4 F2O%tY
BERASBIIC7 = 7%V A% v +80mgEDZ1H1
E% 0 710 %+ > 1000mg/ H % 1 2007 0 B R E#%
Af%S L&, Faxterofffickd, 727
FYZAF Y b DCrax X FAUCo 24nrld ZNEFN28 KT
A% EFRLzZe —H. 7xT7FV ATy bOBRHICK
A5F7uFt V@Cmax@iﬁ&(ﬁAUCO,ﬂlhr@{&FLi
1% ATH -7z HEADT—%) 20,
16.7.5 7Y 75z
BFEBRALSHIC7 = 7+ VA& v F120mgED %1 HI
BOHMRERORS L. BEMB‘BoHITY TS 3
v (ENARARR) 25mgz BEROKEG L&, 7
V75 3V DChax X FAUCinfld ZNZFN16 % TV22%
ERL HEADT—%) 2D,
16.7.6 DILT77UVFNUDL
BERAL3FIC7 = 7F VA v F120mgED &7 )L
TZr7UrFrUTL (BRERER) (ARIZINREZE
HICEHRE) ZIHIMI4HBREROKE L L&,
R-ZUS-TIVT 7 U ¥ DChmax&kOFAUCo, 240D _EF-1
S5%LNTH 5720 Flew TLT 7 Y OENZOE
'ﬂ: (INRmaxo)J:fEf\ INRmean,24h®ﬁ—F&U%VH?
EHEHEEO L) X7%ATH-> 72 (HREAD
T—4) 22,
ERERA27HIC7 = 7%V A% v b80mgEL & 7 )L
TZr7UrFrUvL (BRERERER) (ARIZINREZE
HICEHRE) ZIHIBI4HBREROKREG L L &,
R-TIV7 7Y Y DCmaxXTAUCo 240 D& T 1E2% 2L
HNTHo70 /2y S-TILT 7YV DCraxDETF R
AUCo2a0e D ERIE1%LINTH 5720 Elzo TLT 7
Y \/U)ﬁﬁ?@gﬂﬁ (INRmax&INRmean,24h®{&T&
OEVIRFEEFEEEO LR) 34%BUNTH - 72
MNEADT—%) 22,
16.7.7 e ROZO00F 7 IR
B A33FICT = 7TF Y A% v b80mgEL Lk R
orZund 7Y R50mgr BEREOKRS LE &,
Tz 7\\:\: A ]‘ @Cmax&(fAUCinf@J:ﬁli‘l%l;{
WThH-7z HEADT—%) 23,
16.7.8 77471 UY
BEBRA23BIC7 = 7%V A% v +80mgEDZE1H1
|7 HEREZORS U, HEHBBSHICTA 7 1Y
Y400mgE BEREOREG LI L&, T T 14U YD
Cmax&(ﬁAUCinf@iﬁtiS%LXP‘]f“ﬁOfC ('ﬂ‘)\@
T—%) 2,
16.7.90Y2V9YY
BRERA36HIC7 = 7+ VA& v F120mgED %1 HI
EIOHMRERO®RS L. BE5MEB®%SHICOY 7Y%
VY (BNRAR) dmgzBEREOKS L& &, 0
275 Y DChnaxDE R R AU Cint® L7 1Z6% DL
HNTH - 7225,
16.8 ZDith
(FTTF+YRY v MME20mg [YDD
T T7FVAYw ME20mg [YD] 3. [HENRES
BOBEHR OEMZNRISERER T 514> (FH
20E3H19H HAEERKO3I9ELS)] IEIE, TV
TEYAY v MEAOmg [YD] ZiZHBIHIE Lz & &,
BHEEICE D SEMENICES & Al S hiz20,
#1) RBFOARRSN-HERVCHRICB T 2 RAKE5&1Z60mg/H

TH5,

17. ERPRREHE

17.1 BERUREMICEY 2HER

(R, SPRELIMIE)

17.1.1 BN HASE T AEEKER
AZECERBMERE 202012 R L LTS I®
A REER L EERARRCBRBE 21T > 7.
Tz TFYAY Y M Omg/Br 685 2L, &5
DEFEMERAR (20, 40, 60380mgH)/H) T
HE*BREOICER L., HEOY 1 IV 3R EH
H%2. 6K UV10EE L. ZhLEI6EE CHEZM
Bliz. 2B, WHEBRZHITILRBEL/38%. 7=
TEYV A% v }20mg/HBE2/430], 7 =T FV A
% +40mg/HBEO/ALH, 7 = 7%V 2% v +60mg
/HBEL/36f]. 72 T7F VR v b80mg/HEEL/41
Blch -7z, BE5HHERI6EAR (SHOMRHEZ T
FHEzBRENICEE LBz &) I, MEREE
76.0mg/dLU RICEE L - BEOEIE GERR) 13,
TROLBYTH 7227,

#5 B 1668 O MiERERMEO.Omg/dLLLU R

1 R
R 6.0mg/dLLL T T RBEDE
R
75K (384l) 2.6% —

20mg/H (43f1) 46.5% 43.9%

40mg/H (4141) 82.9% 80.3%

60mg/H (36f) 83.3% 80.7%

80mg/H (41f) 87.8% 85.2%

RRBICBIT BT 273V RS v ORISR
199%1%, BIfEM (BAMEEOREZ2&T) OFRR
HEE. I REEL8.4% (7/38fl). 7z T7FV R
4w h20mg/HEE23.3% (10/4361). 7z 7F VA
% v b0mg/HEE29.3% (12/4161). 7z T7F YV A
v +60mg/HE13.9% (5/3661). 7=z 7FV R
% v h80mg/HEE29.3% (12/4161) TH-7ze 7=
TEYARY Yy NBICBY2EREIERE. 72 7%V
A%y +20mg/HETREME R4 (9.3%). BR
B2 (4.7%). 7= 7F VA% v N40mg/HETHE
BRI 2301 (7.3%) . TSHEEM2H (4.9%). 77
FVRF v b60mg/HEETRABMI 236 (8.3%).
T T ¥V RAY v b80mg/ H B TR Ei &840
(19.5%) BAEIR261 (4.9%). PUEARE2H4
(4.9%). ALT#Em2%1 (4.9%). CKIEm24l
(4.9%) TH-ot. [7.12H]
17.1.2 EISE MR
BEESCERBIERE 2440 2 g e Liz7a S

TJzT7FIVAYy MOmg/HXWE7a7) ) —)
100mg/H %= 12HE#H S L. £0%. ZhZh40mg/
H1$200mg/H I # i LA4H RS Uiz, &5, &
HEEI T TFV RSy ME3/1226], 7a
J —VEE3/12161TH - /2. H5RHEHIED MIER
BREZLR (EEFM@ER) ICBWT, 72 7F VR
v M 0mg/BEO 7T 7Y ) —)L200mg/ BB
T HIELEN RSN (P<0.001: FELHE~Y—I Vi
5%). 7z HESHBBIEOMIEREE6.0mg/dL
DIFERE (BRKEMEIEER) & 72 7FVAS v b
40mg/H#&82.0%. 7urY ) —)L200mg/HE
70.0%Td - 7zo HHS WM T O E B K O FHE
BETFROEBY TH 722829,

[485Al005



B 5 Fn%SE O MIERIREZELE (%)

MFERBOME | MEREEE
(mg/dl) | i) () | EILFORME
58 (95%ERRME] | HorEstr
7 74 i
(FERE) | (BEFER)
7RIV g e 352
200mg/H
(1.24) (14.7)
(120%1) 6,24
- P<0.001%
VEAVEDVE DN [-9.65,-2.84]
tomg/ 8.83 415
(12280 (1.32) (12.1)

a) MIEREMIE (BEFRBAOMERRE) 120N 2R5FMA%S
HOMEREEDZELR
#) FEHEBEICB T HPE

RS ROREBRE G
) o 12H# 6
ome ! (100mg/H) | (200mg/H) | (200mg/H)
7174;(;;/ j\; v b 1.6% 6.6% 3.3%
(122gfﬁﬂ) (10mg/H) (40mg/H) (40mg/H)

() FIRNSEEHO7E ) ) —LUE7 2 7FV Ry Yy hOHER

ARERICBIZ 72 TF VR Y b OREHFENR
243f1%, BifEH (BABREEORE 2&T) ORFHA
BEIX, 72 7F VAT Y FEE8.2% (10/12241).
7a Yy ) —LELL.6% (14/12141) TH-7z,
T T7FVARY Y FRICBIT A EREWER L. HEE
R4 (3.3%) THo7z. [7.130]

17.1.3 BRI SR
3% FREEMES.0mg/dLLL L o> fa 8l % & o w8 PR e 2
H171HERRE LI RIRERBEERK Lz, 7=
TEYAY vy b 0mg/HA 55 %2 L. B5H%A
%IBEICT = TFYRAY v b20mg/H. H5HKER
TEEIWICT7 2 7F VAT v bOmg/HICHEE L7, #
ERtat 1038 H O IfE FREEEA6.0mg/dLE B 2 TV
B EEREHBRISERE LD 7 T7F YV AF v b
60mg/HICHEE L. MERBEA6.0mg/dLULTDE
BE 7T FVAY Y bOmg/Hz2HMER Lz, 8.
LZHBEEIT = TFY R v +40mg/BEES/13141.
Tz T7FVAY Y F60mg/HEEL/406ITH 57z #
5Rts% 188, 2638, 528 TliEREIEA6.0mg/
AL FICERZE L BE0EE (GBREK) 3, 727+
V2% v b40mg/ABETIX. #hZFh93.5, 91.5.
86.4%. £/:v 7xT7F VAL v b60mg/HEETIE.
FhENT4.4, 71.4, 87.5%TH - 7230,
ARERICBI B 72 TF VAR Y b OREHFENR
171605, BER (BRBREEORE2E&T) OHIHA
HEIR, 7 7% Y%y F0mg/H#E37.4% (49/
13161). 7= 7%V 2% v +60mg/H#E35.0% (14/
4061) THo7zo 72 TFVRY Y FEIZBITHER
BifEH (BBRREEOBRE2E&D) X, 72 7F VR
% v MA0mg/HE TRABEES 22661 (19.8%). B
JE7Hl (5.3%). MWEREAB (3.1%). 7z 7FYV A
% v +60mg/H#F CIEEBAEI A Of (22.5%). BAHiR
361 (7.5%) MHBERE3H (7.5%) EEAHRE2H
(5.0%) TH-7. [7.15H]

(D" AAEREEEICHE S S RESIAE)

**17.1.4 EINSE MAEGER

{L2EBENEAT TR O BHIEE R 2 RIcTa S
V) = U BEIFE R E R LB EBE R T o7, T2
THFYZRYw b60mg/AXIE7ETY ) —Lid
300mg/H [BHEREEODH H5EE (30=eGFR
<45mL/min/1.73m2) Ti3200mg/H] %L E
MEATBR240E BRI 2> S 6 AR G L7z, #5516 H

(6)

BETOMBERBEAUC (FEFHMEERE) &, 70
TV —VBIINT A7 TF VRS FEEOIFES M
PRENT: FEHME~Y—Y 2 13150mg - hr/dL). %
Jos 727 FYRAY Y b60mg/HOFEIT & D IMER
B E X% 5 BMh6 B4 % TREFNICED L 723032,
RSB T 27 27FY ¥ v b60mg/HOREM
it R 4B 1H] (2.0%) ICEIfERD RS 5 iz,
ZOFEIERIZ. ASTHEM. ALTHEMTH -7

#5hIR6 Hi: % TOIMEREBEAUC

IIEREEAUC
(mg - hr/dL) BRI
i T [959% I 1]
+IEHERRE
FaFY -
200~300mg/H 513.44%13.13
(5041) -33.61
YEVENF TR [-70.67,3.45]
60mg/H 479.82+13.26
(4941)

Bz 72 7%V RSy NEE-TO Y ) —)UEE

(mg/dL) T TEV Y EEAM)
8 & TRV ) — LEE(S0H)
(CFIfE £ RE)
ol = ARG H
itk
H
R 4
%
&
2 L
Day-1 Dayl Day2 Day3 Day4 Day5 Day6
i R S e s
Y& REEE D FERHER X
*1) RAlOERBSN-HAEROCARICE T 2RAKE581360mg/H
THb.
18. ZEHEIE
18.1 {EREERE

1811 7z 7FVAY Y bd. REBERZESFYVF U F
¥ —-¥oRtE (Kiffi: 0.6nmol/L). ETH
(Kiffi: 3.1nmol/L) ZWFhbHET S &ITEX
0. REEERZINEIT 2 (in vitro #REk) 39,

181.2 7z 7FVAY Y MM, OFELSY Y - Y I
CREBROERICHEEZRITEST., FHUFULF
V=Y EBIRNICHET % (in vitro &) 33,

18.2 EIE{ER

18.2.1 MPpREEIK TER
Sy bk (E¥E. BRBIMEETIV) T7zTFIR
v MIROBESICEY, MPRBEZETS &
7234,

18.2.2 FRIPFREEIE TER
Ty MNTT7zT7THFVRAY Y MIROKSICED. RE
FREGE Z BN S 87239,

19. BRI CRAT HIB(LENHR
—fBM: 72 7F VA& v b (Febuxostat)
b % 4 : 2-[3-cyano-4-(2-methylpropoxy)
phenyl]-4-methylthiazole-5-carboxylic

acid
7 F 3 CieHisN203S
4 T &#:316.37

[485Al005



T R BHBEOHERTH S,
FRAFIVANEF Y RIZRRBETPT L.
I% =)L (99.5) IZRRBEIFIc< L., K
ICIFEAEB TRV,
{LEmEER
CHj;

38
CO,H
S

H,C
Y\O

CH; CN

22, G
(Fx7+YRI v kgE10mg [YD])
1008 [108% (PTP) x10]
5008 [108E (PTP) Xx50]
5008 (7L 34%)
(Fx7+YRI v hE20mg [YD])
1008E [108E (PTP) Xx10]
500%¢ [108E (PTP) Xx50]
5008 (7L 3I£R)
(FxT+YRI v kgE40mg [YD])
1008 [108% (PTP) Xx10]

*¥23. EEIR

1) AEmEFEEEE (v b)) (727U 78 2011F1H21
H&R. HFEERME 2.6.6.6)

2) Lehtisalo M, et al.: Clin Transl Sci. 2020; 13
(6) : 1236-1243.

3) BWAEM (7R, v b)) (727978 : 201141
A21HAGR. HEEFHIE 2.6.6.5)

4) MmEEFEEROHE (BREEA. BE) (727 J§E:
20114E1 H21 HAR. HEERHE 2.7.6.1)

5) miEhEE (BERA. BE) (727 78 20114
1A21HA&GR. HFEERMIE 2.7.6.5)

6) MAEFERE (BERA. KE) (77 78 : 20114
1A21HA&GR. HFEERHEE 2.7.6.8)

7) MEEHEE (BREOESSE. KE) (727978 :
20114E1 H21 HAGR. HEEERMIE 2.7.6.31)

8) (KR BEEEHNER : AMFHIESFMEHE (§810mg)

9) (KRB EEHNER : AMFHFESFEHE (5840mg)

10) Mukoyoshi M, et al.: Xenobiotica. 2008; 38 (5) :
496-510.
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17) Khosravan R, et al.: Br J Clin Pharmacol. 2008;

65 (3) : 355-363.
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BUMHEER (aveFy) (7279 78 201141

H21H&R., HFEERME 2.7.6.18, 2.7.6.19)

20) Khosravan R, et al.: J Clin Pharmacol. 2006; 46
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BYMHEER (F>7F532) (7279 788 20114

1H21 B4R, HEEREE 2.7.6.16)

H
)

H
*

H
L

[}
—

22) EYHEER (JV779Y) (727978 : 20114
LA21 HAGR., HFEERE 2.7.6.23, 2.7.6.24)

23) Grabowski BA, et al.: Br J Clin Pharmacol. 2010;
70 (1) : 57-64.

24) EMIMEEER (FA74UY) (72792788 20114
1A21H&GR. HFERHIE 2.7.6.25)

25) BYHEER (@70 % VYY) (727978 : 2011
FIA21HARR., HEERME 2.7.6.26)

26) (BF)BHEELNER : P2 0E SR (5820mg)

27) 7o RMBEEA L _EERARRICHERR (BR
PEUCERBIMERE) (7279 78 2011F1H21
HA&E. HEEERE 2.7.6.33)

28) 7ur ) =B EEAC_EEMEERE (BR%
SUBRBMERE) (727U 78 2011F1H21H
AR, HFEERMIE 2.7.6.35a)

29) 7urV ) — LB EEMREERER (727 J8E:
20111 H21 HARR, BERES)

30) EHi%S5EE (BRz2E0CERBIIERE) (727U
$E - 20111 H21 HA&ARR., HFEERME 2.7.6.40)

31) Tamura K, et al.: Int J Clin Oncol. 2016; 21

(5) : 996-1003.

32) 7ury ) —LxtBIEEREEALHERE (727 Y
U8 20165 H23HA&RR. HEERME 2.7.6.2)

33) Takano Y, et al.: Life Sci. 2005; 76 (16) :1835-
1847.

34) MR CRARBETER (v ) (727 78 :
201 15E1 H21 HARR, HEEERIE 2.6.2.2.2)

24, XEREERERTEVWEHEE
HREHIBEE  BERFERE
EILRE TR E3697FMS S

X8, 0120-647-734

26. BISAGERES
26.1 BUSHRFETT
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ERELMEPIIMEI6978E1m8 S
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