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3.1 #8r%
. BRI ;
IR7E4 (1 g2eh) il
T2 TFVRARY | T TFRIRAY Y AN, KBREC Fuof
F§E 10mg [JG] | b 10.00mg Fa¥iltru—A, ZazAhiL
TITHEVRY | T2 TEIRS Y ;S;i;i;*i‘ ;'j;f/
— AN T b
FﬁﬁZ?mg 1G] k 20.90mg Bow TR . b AT
T2TFIAI V| T2THFIRY Y |wraT—) 6000, ¥)L7. HL
N8 40mg ]Gl I 40.00mg FrNmry
3.2 HEIDMHIK
WRFE 4 & - Al N - KES -EHE AIAEFR
Bt~ FE EH AT
HHEOD s
TrTEVRY v AR T @ 7?;/7:?1/0
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’ 6.lmm 2.3mm 66mg
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BEF Ex g ]G
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5. MEENIFHRICEHET BER

(. SRRERINAE)

51 RAIOHERICH 7z > T BHOWBEIEHEZSEIC. 3
BEPRELSNIEBEEZNRET S &,

(B A AEEEEEIC i S R ARERINSE)

5.2 FEIOERICH 7z > Tk EBHRBIERBORE) A7 2F
L CHEICEE BRI 5 &,

5.3 RANIBLICAER SN REEZ RS 2EH IR Z Wz, IH
FREAEZ S ITE T S E SRS/ TE 20,

5.4 DAALEERIERICHE Lz @R IE 209 2 RE OB/
RO REMIIHETL L TV,

6. RiENURE

(R, SFRESIMEE)
BE. BRAICIE 7z 7F YAy bELT ] H 10mg £ 0 FtA
L. 1 H1ERO®RET 5. £O®BIEMHIREEEZ R L0
SAEIIG UTHRAICHEET 5, M#iEEIER 1 B 1 [ 40mg
T, BEORBIECCHEERT 2, RAREREIE1H 1
| 60mg &9 %,

(WNAAEREEEIC S SRESINEE)
WE. RACIE 7o 7R YRSy bELT60mg = 1 H 1 [EHE
O%59 %,

7. BENUHEICEET 3ER

(BE. SRERIE)

7.1 REEFETEIC X 2RBOHICIE. MPREBEO2EZETI
L VBB R (REAFIE) PHERESNLENHEDT, K
Alof51E 10mgl H 1 B2 5BE L. 5B 5 2 BN
F&12 20mgl H 1 [H, #55m» 5 6 BB LIEIC 40mgl H 1
EREGETH0E, HRAICHEET S L, nb. BERIIKE
ETICBET S L, [8.4. 17.1.1-17.1.3 ]
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7.3 BAREREOMBREBEZ T4 7 Lad 6., {L¥EE
it S HEHETHRET AL, B, BEORBICSLT. &
SHMABEERET 5 L.

8. EERBEANIR

(GhRELLE)

8.1 HERREFHS5DLNBIENHZDT, RAHBREHIZEH
WICHmEZITORE, BEORBZTDICBET LI &,
[11.1.1 =H]
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SNIHEARIIIF R EEREEORE 2 EfE T 5 Lo
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8.4 KANIRMIETHETH D . BEMER OBEFE) BB
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Z&
o, AARESHICRERBE R BEFREE) PHRRLIBEIC
. RAIOHAEZEET 2 Ll a#lE L. ERICED
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9.2 BiEREEERE

9.2.1 EEDBHEEEERE
HEOEHREREDOH 2 BHEEZWRE LI-ERHABITER L T
Wiz, [16.6.1 SHE]

9.3 FHiREREEEE
HHEREOH 2BELNRE LZBERRABRIIERL Tk
WV, [16.6.2 2]
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9.6 1=Am
BE EOBREROBIARBEORREZZR L. RAOMTEX
IR AT 2 & BIMER (T v ) TRAPHITHIC
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B HAERTR O AR OFREL T ICREOKEEIC BT 5 )
® 12mg/kg/A (60mg/BATHE rOMmIEFIRERD 11.1 %)
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1.1 EXBEIER

11.1.1 FFHRERRE (SEERH)
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11.1.2 BRYE (HEZAH)
eHWRZ. RELEOBBIEFH DN ENH B,
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14. BRALOZEE

14.1 EHIZMEOES
PTP B DEANI PTP > — 2 6WMOH LTIRAT 5 & 5%
B9HI &L, PTP U — hORBREIT KD\ BRI BB R
AFIA U BITIEERFLZ B U CHERRIR RS O EE 2 A 0HE =
HREITLIEDPDH D,

15. ZOfthDER

15.1 ERFRERICE D < 1&5R
BN CERE N DNERBREZA I 2RAREZNRE LD
HEMIESUHBRICBL T, ZEFHMEEE (DMEZ. I



HOAEE. EBFEEMAEP . REERDEICH T 2 RaMT
HEMOEALY FEAAL VR IKo0nWTiE7u ) ) —LEEC
HLT72THFIAY Y NETIHEEHEPIREINZB OO, BIKGE
EE D> 5 LMEFRORKBRENE LT 2 TFIAY v NERD
Tasly ) = )VETENLEN 4.3% (134/3,098 #l) .
3.2% (100/3,0902 f5l) THO 7=z TFIAYw "NETED ST
(N — RH [95%(E#EX ] : 1.34 [1.03, 1.73]). DIMEST
OFRTIEHEE D ICDEREIRLEZ D> (72 TFVRY
v hBE2.7% (83/3,098 fil ). 7 u SV J — )
1.8% (56/3,092 %)) F/z. RFETOFRBKEGIZONTD,
TxT7FVRY Yy FEEROTO S ) —LBETENRZEN
7.8% (243/3,098 fil). 6.4% (199/3,092 %) THO 77
FURY Y NEETEP o7z (N — FH [95%EHEXM] - 1.22
[1.01, 1.47]). [8.3 8]

15.2 FEBRAREHERICE D < fEHR

ot AWz 104 ARSI L2 ARERBICB VLT,
BEEAER (5 v b 24mg/kg/H [60mg/HTOE bl
BEEOKN 25 () XU 26 (M) %], v 2 18.75mg/kg/
H [60mg/HTOt MOIFEFBZEEOKN 4 () KO 12 ()
Z]) OBEREICFY > F 2 EHESNSERILE - aPRD 5
. v 2D 18.75mg/kg/H (M) HU'F v b 24mg/kg/H
(1) \CREREEES (F54T LR LURME M OFAT LR E) OR4EHE
DEMPRD SNz T T ATRBEMRICTFY >V F VR - B0
PERR LR WESE TR T BT LR OBERIZRS 5 s
Slce WoBHETIX. R - A% I &k 2NN R
MR T A2 EICk D, BWEEOEBEE(LFERSNS L
DMEN DB, 2. BREBEICBOWT, ¥V FUEHE - &
FHEEEDE B RILEFTRIZ D> 729,

16. EHEIRE

16.1 MRE

16.1.1 BEIRS
BB B 1% 30 flic.
80mg® ZiEE R CHEROZE L&, MR 7 2 7+ RAY v D
EHFIE ST A —F I TDOEB D TH B,

JxT7FYRAY v hELTI0, 20, 40 RO

BRI ST A —F
B AU}iv/n;n(Lf;g " |Cmax (ng/mL)| Ti2 (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+3032.3|3765.3+1008.3 6.9+1.8 1.9+1.0
(P fE + EHER2E)

16.1.2 RiERS

(GhaEE)
BFERABHE 6 I, 72 7F VA5 v b&ELT40mg #8HAERKICT H
1|7 HERERO®RS L L& MEF 7 2 73V 25 v MEEIXRS
BAtE: 3 HCTEHKEBIGEL . REKRSICLK2ER/REIRO N Eh >
729,

& BEH (ncgr?:l)]i) Tmax (hr) (%UE:/Z;:;L) Tiz2 (hr)
40mg/H 1HE  [1019.1£343.2 3658.5+625.6| 6.3%1.6
(N=6) 7HE  |1299.84312.6] 1.5+0.3 [4442.1£729.5| 8.8%2.2
(EH{E +ZHERZE)

(. =ARERIMIE)
BREBIMESRE 10flic7 7%V 24 v b 10mg/H T 2 R, 20mg/
B 4381 B | BH#HERICHRS Lz, B5HEER 6 BICBI 2%
MERE/ ST A —F IZTOEBY TH o727,

AUCo,24nr (ng+

&3 Cmax (ng/mL)| Tmax (hr) hr/mL) T2 (hr)
20mg (N=10) | 541.8+227.8 2.2x1.6 2092.3+463.2 8.2+2.4
(Pl + fZHE (R )

16.1.3 EFHWEF 4R
T2 T7F VALY MEAOmg [JG] &7 =27 7§ 40mg %, VU AF
—N—HFEILEDENZEN 18 (727 FY A%y & LT 40mg) BFEH
ABEICHERRBRORS U TmEPRE(LAREZRE L. Fon /-3
MERE/ S X —% (AUC, Cmax) 122\ T Q0% X MEIC THEHR
M2{T-o 7242, log (0.80) ~log (1.25) O&HEANTH . MWAIDA
MEN RS TR S N9,

(ng/mL)

3000
2500 ¢ —o— 7z 7FV A% v ME4Omg [JG)
% —e— 7 =7 »4#40mg
+ =
i: 2000 | Mean=S.D., n=39
I
7
¥ 1500
2
%
V4 L
| 1000
b
=3
500 H
q . :
2 = 8 12 24
BE5%ORER (hr)
BRSNS T X — %
HEINT X =% BENRTA—H
AUCo-24 Cmax Tmax T2
(ng - hr/mL) (ng/mL) (hr) (hr)
TITFYRY
v 1 40mg |6601.7+2115.4(2577.4+879.1|  1.0+0.6 6.7+1.7
[1GlJ
7=7V I8 | 419.9+1612.1|2317.04648.7]  1.6+1.0 6.742.1
40mg

(Mean+S.D., n=39)

MEEFEEYN N AUC, Cmax H0/855 X — 413, #EaE OEIR, K
OIFEVEY - BRSORBEMICE > CRADTRENED D 5o

16.2 ORI

16.2.1 BEDHE
BB 16 Blic, 72 7F VA% v b+ 40mg % B&HICHERORS L7
& x| EEBHESICHAT, Cmax RO AUCKH 13 #h2h 28 KU 18%
ERLEY,

AUCins (ng -
faca:s Cmax (ng/mL) | Tmax (hr) he/mL) Tz (hr)
ﬁ;ﬁfﬂg? 2049.1+£782.3 1.2+0.8 6538.3+£1263.0 6.8+1.7
(ﬁl\?ﬁ:?g 1456.0+514.8 1.8£1.0 5321.6%+910.4 6.3=1.5
(P L FERE)
16.3 370

16.3.1 ZEEREEER
TxT7FVRAE Y b (0.4~10ug/mLAINEE) Ot b IEEEEERIT
97.8~99.0%TH V. ELHEEERIT VT IV TH-7 (in vitro R
B) 9

16.4 {28
TrTFVRAYy bOFELRBEBITI TN 70 VBIEARIETH 57,
F7o. ZOMICEBOBILREY. 2o OREas AR IV 0 EE
faakIcRE s N0, 72 7F VR Y D CYPIA2, CYP2B6.
CYP2C9. CYP2CI19. KU CYP3A4/5 %9 BIHEIZRD 5Nzh -
J2o —H 727 FV ALy D CYP2C8 KU CYP2D6 I2xtd 5 Ki fE
ZZFNZEN 20 R 40 umol/L TH-7- (e MNFIZav—LzBHW-
in vitro 3 Ex) 910,

7 7%V A% v M CYPIAL/2. CYP2B6. CYP2C9. CYP2C19.
CYP2D6. CYP2El U CYP3A4/5 #3H# Lah -7z (kb M HIRHFAE
R F\ 7z in vitro 3 Eg) 1V,

16.5 HEitt

16.5.1 BEMABE 24 fllc7 = 7F YV 2% » h& LT 10, 20, 40mg %
METHRORORSEG L & &, 854 24 KU 96 B E CoBE RN
T5727FVARYy FORPHRERIZENZN 2.1 ~3.8% K1V 2.2~
3.9%TH o7z F7o H5H 24 KU 96 BEE TCORLGEBICHNT ST =
TEIRAZy hOT VI urBlaskoRPERtRIIZA TN 46.7 ~
49.7%8% 0 49.0~51.6%TH - 729,

16.5.2 BERAEME 6 flIcC-7 2 7F Y RAF v b & LT 80mg® &
BT 57H %, R THRERO®RS Lz & &, &5% 4 BN E comigEh
BREEEICNT 72 TF YRSy NRUZO 7L 7 0 v BIaEEOE
BIIEFNFN 83.8~95.8% K1V 2.3~6.8%TH >/, 5% 48 K
FTO7 2 T7FYAY Y bORBPEHE (FE5RICHT 2EE. DTH
) 1 1.1~3.5%. 5% 120 Bl TOEPPMERIZ 7.8~15.8% T
bhotze Fiz. REMEEDIBHEREDRS% 216 B TORKV
#hERRIIZNZEN 49.1 RV 44.9% TH - 72 GHEADTF—%) 10,

16.6 HEDERZEHIDEE

16.6.1 BIEEEETESE
BE (56) ROHEE (76) OBHERTEFIC7cT7F IR Y b
20mg % 1 H 1 BgA&#%IC 7 HRERERO®RSG L& &, #5% 7 HIC
BIHEEGRAERTREO Y7 2 7%V 2% v b Cmax I$BHEEELEF R
(O f) &Zb SR, >72H. AUCo24nr (X BEHEREIE T BEIC B L T 53%
BN L7z hEEEREEETEO Cmax KU AUCo 240 13 BEHEREIE ¥ BE



ICHEIL T, #h2h 26 KU 68%tEM L7212,
®E (6 ). HEE (76) RUEE (76 OBHKERTER 72T
FVA& vk 8mg® % 1 H 1 EARNIC7 HERKEROZSG L
S BRERTHIZBIYS727F VA% Y bd Cmax KU AUCo240r 134
BREEEREEE (11 6) B L CBRE, hEE, EEERERTHTE
nZN 41 KU 48%. 2 1 48%. 4 KU 76% LH L1 (MEADT—
%) B, [9.2.1 28]

16.6.2 FTHEEEIRTEE
®E (8l RUFEE (84l OFFEAEMETEE (Child-Pugh A, B)
1727 FVAY b+ 80mgH & 1 H 1 mEARFIIC 7 HREKERO®RS
L7 & & BEMBERTHORSR7THICBIS27 27X IR Y O
Cmax &0 AUCo24nr (. FFFSEEIEREE (11 61) LHELTZNnZh 24
KU 30% LR Uz £z, REEFBEEETEO Cmax U AUCo240r
FXFENZN 53 RV E5%EF L7 HEADT—%) 19, [9.3 2]

16.6.3 SiHE
mlE (65 L L. 24 6l) LHFEE (18~407. 2461 o7 =7%Y
2%y bk 80mg® % 1 H 1 EEAERNIC 7 HERKERORG L& &, &
5% 7 HIZBF 2E#EE O Cmax KU AUCo24n [ EEFEF I LTEN
PN 1BETRS 12% LR L7z GHEADT—%) 19,

16.6.4 Tk
Tz 7FYAZ v b 80mg® % 1 H 1 EEHARNIC 7 HEMKERORS L
Jel&E, BEBRTHICBY S EWEER (24 6l) © Cmax KU
AUCo24nr (B HEHERERE 24061 IcHBLTZENZTN 24 R 12%5
otz BHEADTF—%) 19,

16.7 EYMEEER

16.7.1 HIELH
fREERLA 24 FlICHIEEA] (SmL HIZKERL~ 7% > 7 4 200mg K O7KER
b7V 3= 4 225mg 2 &ET HEEH) 2 HEROREHRICT 2 TF
VAFw b 80mgH ZHEZEOAHGLLE, T2 TFYAY Y LD
Cmax & O AUCk 32 N 2h 32 RU IS%ETF L7 (SLEAD T —
y) 16)'17)0

16.7.2 JlbeF>
R 22 fllIc7 = 7%V A% v b 40mg % 1 A 1 [\ 7 BRERERD
BE5 L EIC4~7HRIKILVEF > % 1.2mg/HT | H 2 BIRERO#Z
SL/bEE, 72 7FVAY Y h® Cmax KO AUCoz4n IZZ 21 12
BUO7%ER L BHEADT—%) 18,
fEEERIA 26 flic7 = 7F VA& w + 120mg® % 1 H 1 BRI LEF
% 1.2mg/HT1 H2ME 14 HEREROKS L&, aLkeF o0
HARAESHD LRI BBRESHO Cmax EF 2N 12%BE T ED
2% EF U7zo E72. AUCo240r 13 3%ET L7219,

16.7.3 AVRXIIY
fERERRA 26 fllIc7 = 7%V 2% » b 80mgH # 1 H 1 @KL > KX
%> 100mg/HT 1 H2MES5 HERERO®RS L&, 72 7%y
A4 @ Cmax \& 7%E R Uy AUCo2anr (& 2% R UL7ze E720 A~
KX %> ® Cmax KU AUCo240r DIERIE 2% LN TH - 7= SLEAD
F—%) 19,

16.7.4 >0+t
TR 25 flic7 = 7%V 2% v b 80mg®) % 1 H 1 KO F 70 F
> 1000mg/H#% 1 H2E7 HEREZO®RS L& 7 aFt
OBAICED, 72 T7F VA% v bD Cmax KU AUCo4n lEZNZN
28 RO A0% LR Lize =05 727 ¥ VAT Y FOMHICE R FTaF
t > @ Cmax ®_EF KUV AUCo.24nr DIETE 1%LIATH - 72 (HFEIAD
F=%) 19,

16.7.5 FYIFS=
R 18 Blic7 = 7%V 2% v h 120mg® % 1 A 1 @9 HREIRER
%5 L, #5B% 6 HICT Y 7T 2 > (EINRER) 25mg % BiEHE
05L&, 775300 Cmax KO AUCK 3ZFhZh 16 KO
2% EFR L GHEADT—%) 0,

16.7.6 JILT77UVFNUD L
fERERIA 13 BlIc7 = 7%V A5k 120mg) &TLT 7YY F R
2 (BEINA%RR) (AE3 INR 2 E¥ICEE) %2 1 B 1 [ 14 HREIRER
A5 L7- e & R-KUS-7L7 7Y >® Cmax KU AUCo.24n O _EF
5% LN TH -7z Fizw TLT 7)) v OFEHZOE(L (INRmax Ok
3%-\ INRmean,24h @{&‘F&U%W%(ﬁ‘ﬁyfﬂﬂﬁ@iﬁ) =8 7%L}V‘T(@O
= MEADT—%) 2D,
fERRA 27 PlIC7 = 75V A%y bk 80mg) &TLT 7 rF U
L (EINE%RR) (AEI3 INR 2 E¥ICEE) % 1 B 1 [ 14 HRERER
05 L7z&&, R-7)L7 7Y >® Cmax %O AUCo24n DIETIE 2%
DNTH o720 £72v ST 7 71 > ® Cmax DIER KLU AUCo 240 D
FRIZ 1B TH o720 Ty TLT7 7 OESEOZE(L (INRmax
& INRmean,2an D& N K OEVIRFIEEFHED EF) 1 4%LATH -
7o (AEADF—%) 2D,

16.7.7 e ROZOOF7IR
fERRA 33 PIC7 = 7FV A%y b 80mghH Lk FurauF7 YR
50mg # HEKZEOHRG Lz&&, 72 7FVRAY Y hO Cmax KT
AUCint D EFIZ 4%LINTH 72 JtEADT—%) 2,

16.7.8 A T4V
fEREREA 23 flic7 = 7%V 2% v + 80mg® % 1 H 1 [0 7 HERER
05 U, #5FG% 5 HiIcT 47 4 U > 400mg % BEREOFRS L&
&, 74714 »® Cmax KU AUCinr D EFIE S%ENTH -7 (FHE
ADF—%) ),

16.7.9 OV VIV
A 36 lic7 2 7%V 2% v h 120mg® % 1 A 1 [ 9 HRERER
05 L, #5RG% S Hicay 7)) ¥y (BNRER) 4mg % HE

EO/E L&, a7y Y O Cmax DE TRV AUCH O _EF
1 6%LINTH 57229,

16.8 Z At

(FxT+FYRIw hE 10mg [JG)
7= 7%V A%y ME1O0mg [JG] 1. [EEPRZ SEOEFEMAOE
WIS T A N T4 > (P 24 4 2 A 29 HEREEF 0229
EI0FRMK 2)] IcED&, 727 ¥V AY v MiE40mg [JG] % 1EH
BRI E U7oEHE B ORER . EHEER SRS L HE SN, EYEHICFEE
LHENTD),

(FTTFYRIw hE 20mg [JG))
7 x7FY ALy ME20mg [JG] & [GEPRZ 2ROBERMAIOLE
W SEERER T N T A > (PR 24 4 2 A 29 HEREEF 0229
B 105K 2)] IcED&, 727 ¥V AY v MiE40mg [JG] % 1EH
AN E U7oEHEBROMR, WHER RS CHES N EYENICREE
LHENT0),
F) RAIOARSN-FAEROHARICE T 2mAR5E13 60mg/HTH
%o

17. BRERRGHE

17.1 BZERUREMICET B HER

(. SFRERIE)

17.1.1 EP#&HASE T 48508
REEECERBIERE 202 fl2 MR E L 77 R REERLE

ENAERISHERBEZ{To72. 72 7F VA% Y b 10mg/HP» 5%

5% L. SROBEEMESHE (20, 40, 60 i 80mg® /H) £T
IR % BB IR L7z, MBS A 32 I3 REHB% 2. 6 KU 10
B U, Ihbik L6 EE CREARMER L, ab, XEBEETIHR
BEL1/3801. 7xT7FVAY w b 20mg/HEE 2/43 6. 72 TFVRY
v b 40mg/HEE 0/41 fil. 7= 7%V A% v b 60mg/HEE 1/36 . 7
T 7F VAL v b 80mg/HEE 1/41 Bl THh -7z, %5HIaHk 16 HEF (&
BOMBERES CHE 2 BENICEE L2 &) 1<, MEREE
75 6.0mg/dL UFICHZE L7z BEF0ElE (ZREK) &, TROEBOT
Ho 72,

# 5% 16 HO MEREEE 6.0mg/dL DUTERR

s .
P IR E Eé £§g/dL VSN S5 REE D
7SR (38 4i) 2.6% —
20mg/H (43 fl) 46.5% 43.9%
40mg/H (41 B1) 82.9% 80.3%
60mg/H (36 ) 83.3% 80.7%
80mg/H (41 fl) 87.8% 85.2%

KRBICBIT A7 2 7F YAy NORLEFELR 199 FiF, BWEM
(BEFRBEEORE 2 &) OFBUEEIL. 7 RE 18.4% (7/38 f).
T T7FYAY v b 20mg/HEE 23.3% (10/43 ). 7= TFVRY v
b 40mg/HEE 29.3% (12/41 ). 7 = 7F YV A% v b 60mg/HEE
13.9% (5/36 ff). 7= 7%V A% v + 80mg/HEE 29.3% (12/41 fi)
ThHolze 727FVAY Y VRICBIAELEWERIZ. 72 7F VY
v b 20mg/HEECREBAE % 4 6] (9.3%). B2 4] (4.7%). 7 =
TEVRAL v 40mg/BEECERBEEI% 361 (7.3%). TSH #Em 2 4l
(4.9%). 7= 7FY AR5 v b 60mg/HECRERAZ 361 (8.3%).
7= T7FVIAY vk 80mg/HEE RSN 8 il (19.5%). FAHNNE 2
Bl (4.9%). VURAHRE 2 61 (4.9%). ALT #8402 i (4.9%). CK
26 (4.9%) ThH-iz. [7.1 ZH]
17.1.2 ERSE MABHER

B ZEERHEHBR 2T/ 72 7%V A% v b 10mg/HXE7 0
7Y =) 100mg/H% 12 HEEE L. 20, ZhZ2h 40mg/HX
13 200mg/HICHEE L 44 HEERS Lz, B, REREIE 727+ VR
&y NEE3/12260. 7a Ty ) —)LEE3/121 BlTH o 1. HERIIAE 8
EOMBRBEZCE (FEHMEEE) CBVWT, 72 T7F VRS b
40mg/HEO 7 07V ) —)L 200mg/HE ICHT 2SI RSN (P
<0.001 : JEBHEC—D U1 5%) . £7o. BSHEIAR 8 B O IMIEREEE
6.0mg/dL BURERR (BIXEHEEE) &, 7 7F V25 v b 40mg/
HEE82.0%. 70 7Y J —)L 200mg/HEE 70.0%Td > 7z, FH5HAM
TOREBEROREREEGIITROEBY Th 722,

HERR% 8 HOIMIERMRMELLR (%)

i PREEHIHEA MIERRE | 25(bRoBEEE
BB 18 (mg/dL) | ZALRD (%) | [95%(EMERM] | 8T
Ty (R | T (EEEE) (%)
a7z )= 5.89 _359
200mg/H (1.24) (14.7)
(120 1) : : —6.24
S TxoRy [—9.65,— P < 0.001%
T E _ 2.84]
vhdomg/B | (D) Qb
(122 1) : i

a) MIEREEAIEME (BSHMATOMERRE) (SN % 50Hm%k 8 o Mk REE
DEALR
#) IEHBMEICB TS P E



TR EBAET R DOFERE &

58 0~12HLT | 12HEB6HELNT | 6@#B8EUT
TSOZ;//ET}L 1.7% 3.3% 0.8%
(121%“) (100mg/H) (200mg/H) (200mg/H)
7174;:/7\;" b 1.6% 6.6% 3.3%
(122gf§u) (10mg/H) (40mg/H) (40mg/H)

() RiEYEgEHo7a 7)) — L3 7 7%V Ry vy FOHR

RSB BT 2 TF VRS v s ORI R 243 Fif. BIfEA
(RRBEEOREZET) ORBHEEIL, 72 T7FV RSy M
8.2% (10/12241), 7u7VJ ) —LEE11.6% (14/121 1) TH->7=.
T7xT7FYRY Y MEICB A ELEIER . RRBE%R 460 (3.3%)
Thotz. [7.1 BH]

17.1.3 BNREIRSHER
MEREEME 9.0mg/dL ML EOMEEA % & T ERE MERE 171 Fl 2R
LIRS RB2EmL7-. 72 7FY A% v b 10mg/HP 55
ZRMA L. BE5RB% 3BEICT 2 TF YRS v s 20mg/H. B5RA
BT7THEBICT 2 TFYAY Y b 40mg/BICHEE Lz, %5HHk% 108
HoMEREES 6.0mg/dL 22 TV 5& I3 E5MA%E 15 8E X
D7 x27FVAY Y b 60mg/HICHEE L, MEREED 6.0mg/dL LT
DEBEET 2T FYAY v b 40mg/HE2MERE Lz, b, ZEBHEIEY
T 7FVRAY Y b 40mg/HEES/131 6. 72 T7F VA% vk 60mg/H
BE1/40 Bl TH - 120 HERMKE 188, 26 . 52 @ TMEREBEED
6.0mg/dL UM ICELE L BEOEE (FREK) 3, 72 7FV RSy
b 40mg/HEETIZ, 240 93.5, 91.5. 86.4%. F/z. 7= 7%V
2% v b 60mg/HEETIE, TNENT74.4, 71.4, 87.5%TH~>72¥,
RHERICBIT BT 2 TF VRS v b ORISR 171 Fif. BIfEH
(FAMEEORELET) ORFHEIRX, 72 7F V25 v b 40mg/H
B 37.4% (49/131 ). 7 = 7%V A% v b 60mg/HEE 35.0% (14/40
Bl) THotze 72 TFVRY y MEHICBI A ELENER (BREEED
BEEEZED) &, 7x7FY A% v b 40mg/ HEECRABE% 26 fi
(19.8%). BagifE 7 61 (5.3%). MiE 461 (3.1%). 7= 7FI A%
v b 60mg/HEF CRMBAEIZ O fl (22.5%). BAHE 361 (7.5%). W
Jise 301 (7.5%) PUBATRIE 2§ (5.0%) TH-7z. [7.1 BH]

(D AL IC 1 S SFREAIE)

17.1.4 ERE MR
(LB EEIT T E O BERIEEEE 99 flztRicTya 7Y ) — LxtiEdE
EREEALHERBR 2T /2. 727V 2% v 60mg/HXIET 0
7 —)bix 300mg/H [BHEREDH 2 E#F (30=<eGFR <
45mL/min/1.73m?) i3 200mg/H] ZALEBERT RS 24 R R
5 6 ARG L7z, #5566 B COMBRBEE AUC (EZEFHEE
B) & 707 ) = VBT 27 2 TF VRS v MEOIELEPSRE
nie (St~ —2Y 213 150mg - h/dL)e &7 72 7F Y% v b
60mg/ H D51 & 0 MiEREMEIZS5HA 6 B % TREFNICHED
L 723032
KHERICB I A7 2 7F YV AY v b 60mg/ HOR MR 49 i
16l (2.0%) ICEWERDR® 5Niz. ZOEIERIZ. AST 80, ALT
BEhincd -7z,

BE5Bm 6 Hik % TOIMERERE AUC

%

MiEREE AUC
(mg - h/dL) B
i BN RTE [95%fEHEIX ]
TR
Fa7sy )=
200~300mg/H 513.44%+13.13
(50 1) —33.61
T T7HFVAY Y b 60mg/ [-70.67.3.45]
H 479.82+13.26
(49 )
BEZ . 72 7F¥VRYy V-7 ) ) —VEE
8 -
—o— 7z TFYRY Y N (4901)
—e—-7usY ) —)LE (506)
6 SPHfE + RERE
= = LEERERR E
°
o0
Kl
& 4 A
&
i
i
=
2 -
0 T T T T T T T
Day-1 Dayl Day?2 Day3 Day4 Day5 Day6
n TR E R
MEFRERE DFERFHERS X

F) REIOERSN-FEROCHARICB T 2mAIR5&1E 60mg/HTH
%o

18. ERHEIE

18.1 {ERKEF

18.1.1 72 T7F VAT v ME. RBEBAESFV U F oA XI5 —FD
ER(LE! (Kif# : 0.6nmol/L), &8 (Kif# : 3.1nmol/L) 2\ hnd
FHET S &Ick D REBERZINFIT 5 (in vitroiREk) ¥,

18.1.2 7=z 7FVAY v ME, OEELZTY > - U IV UREBERD
EHICHERZRITEST, FHUFoAFI 5 —YEBIRMICEET S (In
vitro i B%) 3,

18.2 EIB(ER

18.2.1 MMPFREZK TEMA
v b (E#. BRBIFEETIV) T727FYRYy MIBOFREICEK
D, MFRBEZEFS S,

18.2.2 FRIPFRESIE TER
Ty RTT7xTHFVRY Y MIROKEGICED, RPRBEZETSE

723,

19. BXARSICET 2ERERNHR

—fg% : 7z 7F VA% v b+ (Febuxostat)

{b#4 1 2-[3-cyano-4-(2-methylpropoxy)phenyl]-4-
methylthiazole-5-carboxylic acid
Ci6H16N203S
316.37
HEDOEREEOMERTH 5.
NN-IAFIARILALT I FIBFPT L IAF VA KF Y
FIZRRBEFRT <. T4/ =)L (99.5) IR REITIT< L,
AE ) —=VXE7 X b= P U ISEFIC K KITIFE A BB
AQR

FFR
TR
oK

CN

22. @R

(FxTHFYRI v hE 10mg [JG])
100 & [108E (PTP) x10]
20088 [FTAF v UBE, NT]

(FTTHFYRYw ME 20mg [JGD
100 #& [108E (PTP) x10]
2008E [T AF v IR NT]

(FxT+YRI v bE40mg [JGD)
100 & [108E (PTP) x10]

23. FEX#k

1) EHEFEFEE (S ) (727U 782011 £ 1 A 21 HER.
HEREE 2.6.6.6)

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

3) MAEM (v A, Iy b)) (727 278E:2011 % 1 A 21 H&AZR.
HEERHIE 2.6.6.5)

4) MmEEFEEROHRM (BERA. BE) (72 7Y V82011 FE1A
21 HAR., HFEEREE 2.7.6.1)

5) MEEFEE (BERMRA. BE) (727 782011 1 B 21 H&
. HEBERTE 2.7.6.5)

6) MEEFEE (BERA. RE) (727U 7820111 B 21 H&
. HEERITE 2.7.6.8)

7) MmEEFEE (BRBOESRE,. KE) (77782011 F 1A
21 HAGR. HHEERIE 2.7.6.31)

8) HNER} : MRS HHE (§E 40mg)

9) Mukoyoshi, M. et al. : Xenobiotica. 2008 ; 38 (5) : 496-510

10) Grabowski, B.A. et al. : J. Clin. Pharmacol. 2011 ; 51 (2) :

189-201

11) @ (e ) (727U 782201141 A 21 HER., HHEERHTE

2.7.2.2.1)

12) MfErRiERE (BHEEETERE. KE) (7x7Y 782011 F 1 H

21 HA&GE, HFEERMIE 2.7.2.3, 2.7.6.13)

13) Mayer, M.D. et al. : Am. J. Ther. 2005 ; 12 (1) : 22-34
Khosravan, R. et al. :J. Clin. Pharmacol. 2006;46 (1) : 88-102
15) Khosravan, R. et al. : J. Clin. Pharmacol. 2008 ; 48 (9) :

1014-1024
16) Khosravan, R. et al. : Br. J. Clin. Pharmacol. 2008 ; 65 (3) :
355-363
EYIHEER (FIBF) (7=7V 78201141 A 21 HER, #H
FHERMEE 2.7.6.20)
18) M ENER (ZLeF>) (727U 782011 £ 1 A 21 H&R.
HEEERMEE 2.7.6.18, 2.7.6.19)
19) Khosravan, R. et al.:J. Clin. Pharmacol. 2006;46 (8) : 855-866

E

17)



20) EYMEEMER (F>753Y) (7x7Y 782011 %1 A 21 BH%

. HEERMTE 2.7.6.16)

BYRHELER (TL770>) (727027882011 %1 A 21 H&

. HBERMIE 2.7.6.23, 2.7.6.24)

22) Grabowski, B.A. et al. :Br. J. Clin. Pharmacol. 2010;70 (1) :

57-64

BYHELER (FA749>) (7270278820111 A 21 H&

0. HEERMIE 2.7.6.25)

24) FYMEEER (my 7))y y) (72707820111 H21H
AR, HEEERME 2.7.6.26)

25) HANER  EMFENRESERE (5 10mg)

26) HAER  EMFERSERE (58 20mg)

27) 7o ANBEEAC_EERABRICHERE (BELSTERE
MAERF) (77782011 F1 A 21 HEAR, HEEMIE
2.7.6.33)

28) 7u 7y ) = )URIREEAC - EEREERER (BRZ &t EREEM
FERE) (77 782011 £ 1 A 21 HAR. HERMEE
2.7.6.35a)

29) 7ury ) — LB EEREERE (727 782011 FE 1A

21 HAR., BERESE)

El#SHE (BE2E&CBREBMERE) (727 7§ 2011 £

1 A 21 HAGR, HFEERMIE 2.7.6.40)

31) Tamura, K. et al. :Int. J. Clin. Oncol. 201621 (5) : 996-1003

32) 7urv o —UEIREREEALERE (727 78 2016
5 A 23 HER. HFEEMTE 2.7.6.2)

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

34) MARORFRBETER (5 ) (7279278201141 H
21 HA&GR, HHEERIE 2.6.2.2.2)

24, WEREEREMRUEVEDESE

HARY 1) v 7St BESTHEHRE
T 100-6739 HEHTFREXAION—THIE1F
TEL 0120-893-170 FAX 0120-893-172

26. BUEARGTRES
26.1 BLERRSETT

@ BAYIRUvOKA S

RRFLFALBRIAOA—TBEIE1S

21

—

23

=

30

=

001309000005



