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2.2
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3. HERE - MK
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
ME 10mg [JG] |« L4z 1G
;ﬁg* 7 oEr B ER
’ 6.lmm 2.3mm 66mg
e EH ME | 7x7FV
JG 20
TETE AT 7, @ T TEY
N§E 20 G =7
€20mg [JG] o e gy 25 b 20
#EEO) BE s 68 1G
MEDA| 7.lmm 3.lmm 129mg
HHBRA 2w  m@ W@ | 7T FY
D74 JG 40
LA—T TP
TxTFVRY v |1V T [y Fa0 @ o
k5% 40mg ]G] e/ e 7TV
24w k40
BEF Ex g ]G
8.6mm 4.3mm 258mg

4. FREX ISR
O, EFRERMEE
OB LR EBEIC S BFRESIMEE

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. FBERUREICEET 28

(R, SFRELIMEE)

7.1 REEFETEIC X 2RBOHICIE. MPREBEO2EZETI
L OEEMEI R (BERREE) PERINLZIENHLOT, K
Ao#51E 10mgl H 1 B2 5BE L. 5GBS 2 EE
&2 20mgl H 1 [H, #55m» 5 6 BB LIFEIC 40mgl H 1
ERE5ETH2E. KA BRI S &, AB. HERIIEE
EEICBET S L. [8.4. 17.1.1-17.1.3 ]

(B AAEZEEEICHE S SFREZINGE)

7.2 RENZ. PACEEERG 1 ~2 HAi» o5 26T 5 2
Eo

7.3 BAREREOMBPREBEZE=5 ) 7 Lad 6. {L¥EE
BB S HEZETHRET AL, 5B, BEOREBIISUT. &
S EEERT 52 &

8. EELBEANIR

(GhRELLE)

8.1 HEREREFHS5HONB I ENH LD T, KAREHIZEH
WICHEZITORE, BEORBEZTDICBE TSI &,
[11.1.1 =H]

8.2 FRAZEG TIIFRIEBEEDOFT ROFEZHE L. BEFRD
SNIHAIIIF R EREEORE 2 EfE T 5 &

8.3 DIIERBZH I 2MALE 2 NRE LIBIMNRRRARICS
WC, 7R ) —VBICHE LT 27X YRSy MEETID
MEEOFKBREGHEDP > 1 EOMENHH. KAIZRE5T 2
BE IR DNEREOEESLH - 2RRICERT S & [15.1
Z ]



(. SRRERIAE)

8.4 KANIRBIETHETH D . BEBER OBEIE) RERIC
MARIREZET S 2 LREAMER (REFEE) 28BS
2BENND B FAKRSINEEBMER OBEFEE) HPiEo
SNHEIR. ERPBSE2E T FAlOBRE 2B LEL
Z&
iz, ARRESHICREBE R REFREE) PRELBEIC
. AAIOHAEZEET 2 EnlgEa#li L. ERICED
ajkF . FEXATOA MERKEA BIBREATOA NE
EZHATAZ L. [7.1 B3]

. FEDERZEIZEEICHTZER
.2 BikaeEEEE
2.1 EEOBREREEE
EEOBREREOH 2 BE L MR E L BERABIIERL T
Wiz, [16.6.1 8]
3 FrkaesEEE
HHEREOH 2BELNRE LZBERRABRIIERL Tk
W, [16.6.2 2]
.5 11m
TR AR L C W A RTREME O d 2 Rk ICIE. e LoBF
PfabEtE % LE S U S NBHEICOAEET ST L,
.6 1EELIE
BEEOBREROBIARBEOGREZZR L., RO
IR E AT 2 & BMER (T ) TRADPHITHIC
BITTAZEMMESNTVS, T2, BER (v bicB
\J B HAERTR OCHAEBORENL CITREORKEEICE T 2 3 Ek)
@ 12mg/kg/H (60mg/HTO L FOMFEFBERD 11.1 1)
DIECTHEROBRICT T > F v LHESNIERILED DV
EfEA. 48mg/kg/H (60mg/HTO & FoIMEFBESD
39.31%) CTHEAEROMET., FHEEMEL EOFRENH. FRED
REULK O HRRFEEHEINOERNI RO 5N T2,
9.7 INR

NRE R E U7BRRAEBRIIZER L T,
9.8 SinE
BEOREBLZBEEL., THCERLEF SRR ERET DI L,
—MRICAEFEREPE R L TV B T &N B,

10. HBE{EA
10.1 HEAFER HALBWLI L)

o

HH2% BERRAEIR - 5B A W - AT
ANVA T NT) VIKIBENHEOREREZ | 7HFA Y oRE
k7] W BATEEE S H B AL TN T ) oD
(afsrvy) R#BEETHHFT
FTYFET) v FUAFVE YD
(A5, 7H=Y) EIZED AVHT NS
[2.2 ] VY oFEEs LR

THrZEHNTOTY )
— () THIsNT
W3, KEGFH T
VEF U —-YHENRE
BELOZENS. AR
OR[N D 5.

10.2 HAES (HRAISEETBIL)

A7 % BRRER - HEBTE P - falERE T
vyIey AR RE. MERES EY I oREER

DYy rORIER
IS AR B
B

ThHFHF o4+
T —EOHEICED,
EysEryoREET
HIL, ERzERSE 5
ZEnFTurSy ) =)
(=) THISNT W5,
KENS X F 4 F
VE-YHEEREZD
DT ENS, RIEEDOTAHE
HDH 5.

AL E BRRAEIR - 1EE A W - fabRE T
DY) VEI)VVOMBBE| VY ) Y OREESR
BERTHAEEPH|THEIFTF 4 F
%o VY —YOREICLD.
KA &P 25 [BERAR O HIV &%
CE )V OBRERBICICBVWTYY )LD
FEITAHE, Cmax XU AUC ¥ E5F
THrZENTOASY )
= () cHsenT
Wb, AFlLFH T
VA F VY —VIHERE
HAzboOZens, Rk
DOREEEL D %o
O ANRAY F v O ANRY F 2 oM | AH 2 BCRP z[HE
BENS EAT AR SZEICED gRNR
Wb, 7 F > ® AUC 7K
1.9 %, Cmax »%9 2.1
ELERLLEEDRED
52,
1. BIfERA

ROBWERPHHbNBIENHBHDT, BEEZ 7T,
RENPROONIZBEICIRE 2T 274 EEY) 2 NE 21T
ST &,

1.1 EXBEIER

11.1.1 FFHRERRE (SEERH)
AST. ALT H0 LR Z S FREREFH5ONL I LN D
%, [8.1 ]

11.1.2 BRYE (HEZAH)
eHWRZ. RELEOBBIEFH DN ENH B,

11.2 Z0tthDEIER

1~ 5%K i
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FREOLUNE
FEHHEDF V.
TR
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TR BEEA R
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JiF 4 BE 1 2 1E 2
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ALT #m. »-
GTP #n%)

BB T OFEEIE.
ALHE

=

e
Wt
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. CK . #

AR

B-N7+EFILD
JhNay =y
—EHEm. R
B23Iruzu”’
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L7 I = .
In 9 PR 18N,
BEPR

PRERED

BN ORRE

BEZ 8. IM|F
FRrRYUZYUERY
RN, CRP #§
/1N VRPN
HEn

Z DAt

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 =
HRETLIEPDH D,

15. ZOfth0ER

15.1 ERFRERICE D 1&5R
I CERE N DMERBREZAE T ARARE 2 NRE LD
HEMIESUHHBRICBL T, EEFHMEEE (DMEZE. B



MOFIEE. JEBEEEMEE T AREHRDEIIN 9 2 REMT

(ng/mL)

BHEMOBEAZY RRA VM) 20w TiEra Yy ) — LB 3000
L7 2 TFRYRYy NETIELSEI RSN OO, BIKGE
HIEE D> 5 DMEFRORREI AR T = 7F YR v PEERY P o= 7xT7FVAY > Mi4mg (]G
< N 9 0 # —o— 77 J§E40mg
a7 )~ VBECENZN 4.3% (134/3,098 F). 3.2% % T
(100/3,092 1) THO 7z TFI ATy "EECTEDP T2 (NT 7 2000 ¢
— FH [95%E#@XA] : 1.34 [1.03,1.73]). DIEFEDH 7
TREBEEDICDERESRLEP o7 (T TFYRT Y b 3 1500t
BE2.7% (83/3,098 ). 7arV) ) —)LE1.8% (56/3,092 ;
Bl))o £y BRTCOFRBEEHEGIIOVWTH, 7Tz TFIRAY Y 7 1000 f
MR OTTO ) ) —VEETENEN 7.8% (243/3,098 fl) . %
6.4% (199/3,002 f5l) THO 7z TFIAY Yy "NETED ST 500 |
(N — FH [95%EREX ] : 1.22[1.01, 1.47]). [8.3 &H&]
15.2 FEBRPREHERICE D < BHR 0g—=—= A 5
Fo iAW 104 BRI SIC XA PARERBRICBWLT, HEBORE ()
REAER (5 v b 24mg/kg/H [60mg/HTOE b0 Mg SEE S5 A — 4
BEROM 25 (M) KU 26 (#f) %], <72 18.75mg/kg/ e per——
H [60mg/E|T®t PO MRG0 4 () KO 12 () AUCo-24 Cmax Tmax T2
£2]) OBEBICFY > F U EHESNAERILE - BAPROH (ng - hr/mL) (ng/mL) (hr) (hr)
. ¥7 2D 18.75mg/kg/H (M) %RV'T v b 24mg/kg/H T TR
() 1CBEREEE (BT LR ALEE R OFAT L ERE) OSSR v N8 40mg |6601.742115.4/2577.44879.1| 1.0+0.6 6.7£1.7
DEMARD 510 v ATRERICF 5> F VR - &6 el
PR L7 WEET T BIBT LR OBERIZERD 5 hkh 7:43}3;@% 6419.941612.1|2317.04648.7| 1.6£1.0 6.742.1

ol o BB TR, & - A% S0 K 2BHHHD Rk
MRS 2 2 &ICk D BIEROESERLrFRSNL &
DH|EDPH B, oy BRRBRICBVWT, YU F U8R - &
FEEDE B RINEF RIZ 22 5729,

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

MEEFEEY N AUC, Cmax H0/855 X — 413, #EE OEIR, (K
DOIFEVEY - BRSORBEMIC K > CTRADTREED D 5o
16.2 ORI

p——— 16.2.1 SBOBE
16.1 MoEERE fREERIA 16 Blic, 7 = 7%V A% v b 40mg % BZICHEIRROHS L7z
16.1.1 BEIES L& ZREIHEEIC AT, Cmax %O AUCK B2 M2 h 28 U 18%
BEERAZM 0 Hllc, 72 7% V25 FELT 10, 20, 40 KO ERLY,
80mg® % R CREREITRE Lk &, MHT = 75 VA5 v ko AUCar (ng -
B ST A — FIZL RO EB Y TH 2D, 5 Cmax (ng/mL)| Tmax (hr) he/mL) Ti2 (hr)
HNBE T A5 *%ﬁff%f 2049.1+782.3| 1.2+0.8 |6538.3£1263.0| 6.8+1.7
s AUCr (ng - Cmax (ng/mL)| Tz (hr) Tmax (hr) /j
hr/mL) & (ﬁﬁ?g 1456.0+514.8| 1.8+1.0 |5321.6+910.4| 6.31.5
10mg (N=8) [1537.0+430.9|496.2+166.0| 6.2+0.9 1.4%1.1 - YT
20mg (N=8) |3296.2+751.9/1088.3+178.9| 6.2+1.1 1.340.5 (PR
40mg (N=8) |7085.2+1341.2|2270.3+866.7| 7.3+1.8 1.240.8 16.3 310
80mg (N=6) |13300.5+3032.3/3765.3+1008.3| 6.9+1.8 1.9+1.0 16.3.1 ZE#HEEE
Tz TFVAY Y (0.4~10ug/mL FIMEE) Ok b MEEEEARE
CRafE+ ) 97.8~99.0%TH V. ELEAEAIRTIVT IV ThH -7 (in vitro R
16.1.2 R{E% ) 9.
(gjﬁg;{;;ﬁ;gh% 16.4 {5
BEMABE6flIc, 727+ VRS Yy bELTA0mg 2RERZIC 1 H TLT7FVAY Y FOEGRBREBI V0 BIAEGRIETH > 7.
1@ 7 BREIRERORE L& % MIEh T £ 75V 2% v FBETES Fiz. TOMICEROBILRBY. ThoomBRaaERe T Ly 0 B
BIAt 3 HCREERBICE L., RERSICL2ERERIRD ALY - AEEICREINLY, 72 7%V 25y b0 CYPIA2, CYP2B6.
6. CYP2C9, CYP2C19. R0 CYP3A4/5 IoHd B EIZ5D 5Nz -
Joo —H 7T THFVAYw b®D CYP2C8 KU CYP2D6 IZx9 % Ki fE
. I Cmax |y | AUCo2a | ZZNZH 20 RO 40 umol/L TH-7= (& MFIZay—Lxfur:
(ng/mL) (ng - hr/mL) in vitro &) 91,
40mg/ A LHE  [1019.14343.2] 1.8+0.8 |3658.54625.6] 6.3+1.6 71 7%V A% v MECYPIAL/2. CYP2B6. CYP2C9, CYP2C19.
(N=6) 7HE  [1299.8+312.6| 1.5+0.3 |4442.1£729.5| 8.8+2.2 CYP2D6. CYP2EL K U* C)YP3A4/5 EFBE LA, (b MR
EpTap— R 7z in vitro 5Eg) 1V,
(CFfE + MR ) 16.5 PEtt
(@R, SFRESMIE) 16.5.1 EEMAEE 24 Hllc7 =7+ 2% v h& LT 10s 20, 40mg %
BRBIIERE 106Ic7 7%V A% v b 10mg/H T 2 :8H. 20mg/ METNHROZEORS Lz &, 5% 24 KU 96 K TCOREE I
H% 4B 1 H 1 E#EERICES L&, BEMKE 6EICBIT 2% TEHT7zTFVAY Y FORPHRERIZZNZN 2.1 ~3.8% %1 2.2~
MERE/ ST A= H IR EBY TH 727, 3.9% ThHo7z. F72.8%51% 24 KU 96 Kl E TCOREEICNT 27 =
TEIRAZy QTN urBlaskoRPIRtRIIZA TN 46.7 ~
%58  |Cmax (ng/ml)| Tmax (hp) AU?fqvg Tis (hn) 49 7% % 49.0~51.6%Td - 129,
vm 16.5.2 fEHABEE 6 flIC4C-7 £ 7F VA% v b & LT 80mg® &
20mg (N=10) | 541.8+227.8 2.2+1.6 2092.3+463.2 8.2+2.4 BT ATH %, R THEROEE L & &, £5% 4 BEE comigh
(A1 + 1EHE (R ) BREREICRT 27 2 7F VYR v PROZO 7L 7 0 Etas ko]

BIEZENEN 83.8~95.8% KUV 2.3~6.8%TdH >/, 5% 48 Il

16.1.3 £ 2RSS MELER ETOT7xT7FYRY Y FORBHRER (B5RICHT 2EE. DTH

TxTEVAY v MEAOMg [JG] &7 =7 74 40mg &, Y ORA
AL EDENPN LG (T2 TF VRS v hE LT 40mg) BER
ASHICHEAERERECORS U CMEFRE(LFREZRE L. G5
MERESS X —% (AUC. Cmax) 122\ T Q0% MK IC THiati
M- 72452, log (0.80) ~log (1.25) O&EHEATH . MWAIDA
MRS RS MY,

) 13 1.1~3.5%. 5% 120 B £ ToOEFPRHERIL 7.8~15.8%T
bhotze 7. REWM A EDIBREREDRS% 216 BEE TORKV
#hERRIIZNEN 49.1 RV 44.9% TH - 72 GHEADTF—%) 10,
16.6 HEDERZEHIBEE
16.6.1 BiEEEETES
BE (56) ROHEE (76) OBHEERTEFIC7cT7FIRY Y b
20mg % 1 B 1 BEA&%IC7 HRRERO®RSG L& &, #5% 7 HIC
BUIIBEEHERTRO 72 7F Y A% Y bO Cmax |3 BHEAEE B
O Fl) EEDS%r o7z, AUCo24nr (& EFEREEH BEIC HBE LT 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 L (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
VAF vy b 80mgH ZHEZEOAHGLLE, T2 TFVYAY Y LD
Cmax KU AUCs & Z N 21 32 RO 15%E R L7z (AEAD T —
y) 16)'17)0

16.7.2 JlveF>
A 22 fllIc7 =2 7%V A% v b 40mg % 1 A 1 [\ 7 BRERERD
BE5 L EIC4~7 HRIKCILVEF % 1.2mg/HT | H 2 BIRERO#
S5L/bEE, 72 7FVRAY Y h® Cmax KO AUCozan 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 2 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 HFOEEMAOE
WA SEERER T A N T A > (PR 24 4F 2 A 29 HEREEF 0229
EI05RMK 2)] IcED&, 727 ¥V AY v MiE40mg [JG] % 1EHE
BAIE U7EHEBROMR, WHER RS CHES N EYENICRSE
LHiENTD),

(FTTHFYRIw hE 20mg [JG))
7 x7FY ALy ME20mg [JG] & [GEFSRZ 2FOBERMAOLE
WIS T A N T A > (Pl 24 4F 2 A 29 HEREFEEF 0229
EI05HMK 2)] IcED&, 72 7F YV AY v MiE40mg [JG] % 1EH
Al E U7EHEBROMR, WHER RS CHES N EYENICREE
LHENT0),
F) RAIOARSN-FAEROHARICE T 2mARE5E1T 60mg/HTH
%o

17. BRERRGHE

17.1 BFERUREMICET B HER

(. SFRERIE)

17.1.1 EFR#%HEASE T 48508
FREE&CERBIERE 202 fl2 MR E L 77 R REERLE T

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

5% L. SROBEEMESHE (20, 40, 60 ik 80mg® /H) £T
R % BB IR Lz, HBROY 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 BF0EE (ZRE) &, TROEBOT
Ho 72,

# 5% 16 HO MEREEE 6.0mg/dL DUTERR

e ﬂﬂi%%@ﬁi;;gg/ﬁ DR S RBE D%
77t R (38 4) 2.6% —
20mg/H (43 fil) 46.5% 43.9%
40mg/H (41 f1) 82.9% 80.3%
60mg/H (36 fil) 83.3% 80.7%
80mg/H (41 fil) 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
EOMERBEZR (FEFMER) KBVWT, 72 T7FVRY v b
40mg/HEEO 7 17V ) —)L 200mg/HE IR T 2SI RSN (P
<0.001 : JEBHEC—D V1L 5%). £72. BSHEIAR 8 B O IMIEREE
6.0mg/dL BURERR (BIXEHETEE) &, 7 7F V25 v b 40mg/
HEE82.0%. 70 7Y J —)L 200mg/HEE 70.0%Td > 7z, FH5HAM
TOREBEROREREGIITROEBY Th 722,

HERH% 8 HOIMIERMRELLR (%)

1% PRERFIHEA MIERRE | (e pimss
e fE (mg/dL) | ZLHE (%) | [95%(EMERMI | HAMT
Ty () | T (R (%)
Far) )= 8.89 359
200me/ & (1.24) (14.7)
(120 1) : : —6.24
. [-9.65,— P <0.001%
T > _ 2.84]
vhaomgm | 5O
(122 f) ’ )

a) MIAREEAIAIE (5 BRARIO MIARERIE) |1<HS 5 RS At 8 Ao MF R
DEILE
#) FHEREITBD 5 P il



TR EBAET R DOFERE &

P 0~12AMT | 12A@6ELT | 6:E@8mUT
7;70?):;}]//;” 1.7% 3.3% 0.8%
(121%“) (100mg/H) (200mg/H) (200mg/H)
7174;;1//1;'”" 1.6% 6.6% 3.3%
i 22ng> (10mg/H) (40mg/H) (40mg/H)

() RENEEHo7a 7)) — L3 7 7%V Ry v FOFE

RAERICBIT BT 2 TF VRS v F ORI R 243 Fif. BIfEA
(BERMEEORE 2 &) ORIUAEIR, 72 T7FVRY v MF8.2%
(107122 81). 77V ) —L#E11.6% (14/121 ) TH o720 77
FYRY Y MBI A2 ELEIERIZ. FBEBEK 446 (3.3%) Tho
72 [7.1 ZHE]

17.1.3 BNREIRSHER
MEREEME 9.0mg/dL ML EOMEEA % & T ERE MERE 171 Fl 2R
L REHRERBE2ER L2, 72 7FYAY Y b 10mg/HA 5HEE
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 ICEE L= BEOEIE (EREK) X, 72 7FV RSy
b 40mg/HEETIX, 21 93.5, 91.5. 86.4%. F£/z. 7= 7%V
2%k 60mg/HEETIX. ZNENT74.4, 71.4, 87.5%ThH -7,
RAERICBIT BT 2 TF VRS v F ORISR 171 Fif. BIER
(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 7 TFVIARY Y MEICBITZELEIER (BEREED
BErE) &, 7x7F Y% v b 40mg/H B TR % 26 Fi
(19.8%). BagifE 7 61 (5.3%). MUiE 461 (3.1%). 7= TFI A%
v b 60mg/HEF CRMBAEIZ O fl (22.5%). BA#E 3 61 (7.5%). W
BegE 3 B (7.5%) . PUBEANEUER 2 ] (5.0%) TH -7z, [7.1 BHE]

(D AAESREEEIC 1 S SFREAIE)

17.1.4 ERE MR
(LB T T EOBERIEEEE 99 flzxtRicTa Y ) — LxtiEdE
EREEALHERBRZIT>72. 72 7FY 2% v 60mg/HXIE7 0
7 —)bix 300mg/H [BHEREDH 2 E#H (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
nrz (EHE~—Y 213 150mg - h/dL). &7z, 7z 7FVAY v b
60mg/H D51 & 0 MiEREMEIZS5HE 6 B % TREFNICED
L 723032
KRBT A7 2 7FVAY v b 60mg/ HOR MR 49 i
16l (2.0%) ICEWERDR® 5Nl ZOEIERIZ. AST 80, ALT
Ehincd -7z,

B 55 6 HE2 ¥ COIMIEREE AUC

MiEREE AUC
(mg - h/dL) e
R BN R E [95%fEHEX ]
A
Tary )=
200~300mg/H 513.44+13.13
(50 1) —33.61
T2 TEFVRY Y b 60mg/ [=70.67,3.45]
H 479.82+13.26
(49 )
BE: 7 TE VRS Y MNE-T O ) — VB
8 -
—o— 7z TFYRY Y M (4901)
-—e—-7ury ) —)LE (50fl)
6 - SPHfE + RERE
= = LEERERR E
°
o0
£
& 4 A
&
i
i
=
2 -
0 T T T T T T T
Day-1 Dayl Day?2 Day3 Day4 Day5 Day6
n TR FE R
MEPRERE DAZRFHERS ]

F) RAIOERSN-FEROHARICB T 2HAR5E1E 60mg/HTH
%o

18. EZHEEIE

18.1 {EREERT

18.1.1 72 T7FVAY v Md. RBEBAESFV O F U A XI5 —ED
ER(LE! (Kif# : 0.6nmol/L), &8 (Kif# : 3.1lnmol/L) Z\Ihd
HET 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

7234,

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. EZENHK
1) EEFEFEE (S ) (727U 27882011 £ 1 A 21 HER.

EERME 2.6.6.6)

Lehtisalo, M. et al. :Clin. Transl. Sci. 2020513 (6) : 1236-1243

BAFEME (72 Iy M) (727782011 F 1 A 21 HER.

HEEERMEEE 2.6.6.5)

4) MmEEPFEEROHRM (BERA. BE) (7 7Y 782011 E 1A
21 HA&GR., HFEERMIZ 2.7.6.1)

5) MEEFHEE (BEERA. BE) (727 782011 F 1 B 21 H&
. HEBERITE 2.7.6.5)

6) MEEFHEE (BEMRA. RE) (727U 7820111 H 21 H&
. HEERTE 2.7.6.8)

7) MmEEFRE (BRBIOERE. KE) (77782011 F 1A
21 HAGR. HHEREE 2.7.6.31)

8) HNER} : AMFNREHHEE (5E 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) R (e b)) (727U 2788: 2011 F 1 A 21 H&R, HEERME
2.7.2.2.1)

12) MsErRiERE (BHAERTERE. KE) (7x27VY 782011 %F 1A
21 HAGR. HEERMIIE 2.7.2.3, 2.7.6.13)

13) Mayer, M.D. et al. : Am. J. Ther. 2005 ; 12 (1) : 22-34

14) 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

EUMREER (FIEH) (7=7Y 2882011 E£ 1 A 21 H&R. #H

FEERMIE 2.7.6.20)

HEYMEEER (aveF>y) (7279 7882011 F 1 A 21 HAGE.

HEEERMIEE 2.7.6.18, 2.7.6.19)

19) Khosravan, R. et al.:J. Clin. Pharmacol. 2006;46 (8) : 855-866

H

2)
3)

17)

18)



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. XEREERARUEVEDEE
HARY 210 v 7St BES FHEHRE
T 108-0014 HEHEXZATHI3I3ZH 11 =
TEL 0120-893-170 FAX 0120-893-172

26. BHEIRFTRES
% 26.1 BLERRSETT

@ BAYIRUvOKA S

RRPEXZATBEI3IHE11S

21

—

23

=

30

=

001309000-006



