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AV Xt

(FFXFK)
URECE' Tablets 0.5mg-1mg-2mg
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9:00~17:30 (-8, fiB. KB ZKR<)
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2MAH 0B H KX S| NAEEER CGEE—EMEOLARLIZLYFERT S L)
) REE0.5mg : 1 ggf RF XS K 0. bmg

B % & 2 |3AYRfEImg 1&Eh FFXS K Img
AYREE2mg 18P FFXS K 2mg

3 " g |08 FFXSE UMW)

> 74 : Dotinurad (JAN). dotinurad (INN)

BERFTEAREERB | BHERTAEFEAH 202051 H23H

Ol OE % U & - | EEEENESEFERE 2020548228

BR 3¢ B 8 & A B HREHABEHB: 202065828

#WERT (8@ A) - | HERTR : KXHELER
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EEFRIELEFDOERL
MBRASHETELR HREAT—H—ERXt5—

A TF 132020 4F 5 A YR T O CE DRI D S ERL L 7Z.
B OTEBIL, MSATEIEN RIS PR SR SRS O A MR R N — U TR L T E &0,



https://www.fujiyakuhin.co.jp/medicine/

3.

EERAVFEL—Tr—LFAOFSIEDOHE — ARRREFIEIS —

. BERA VI EI—TA—LIERORE

ERAERROERANLGENFERE LT, ERAERSAMINE (LT, RAXELEBT)
NHhd, ERFIGTEN - RRMEOERKEENAEER ICLELCEEROBEEFEARERE
ERTARICIE. RMAXEBICRBEESN-BEREZM T AREICEHEMRGTBERILELGRIGENH Y.
HREPEOERFBMIELE (LT, MREKT) FICTHEHROEMBEROERZ L THERZHT
LTHRLTETL D, CORICRHELGFERZRBMICAFTL-ODER) A MELTESR
AU Ea—TJ4+—L (LT, 1 FERT) MNEELT,

1988 FICAARREFIEIS (LT, ARELRT) ZME2/NFERN ] FOMLERIF. 1TF
SEHER. | FREEEEZREL. T0®% 1998 FICHREZME 3/IMFEESH. 2008 £, 2013
FIZCAREEEFERZESN | FRBEEEORITZIToTET-,

I FECERESE 2008 LIF%E. I FIEHMEAOMFLELTCORBAXNSPDFEDEFHT—
AELTREETDHZENRERAEL Tz, ThIZKY ., FRAXEOEFELBEIAH -=HEIC.
BETDRAT—2ZEBMLTZ 1 FRARONRBINDIZE LG oz, RIFRD I FlF. EE
mMEEKGBRERKE (LT, PMDALtKYT) DEERAEESRBEHRBEROR—D
(http://www. pmda. go. jp/PmdaSearch/iyakuSearch/) IZ TSN TAFRARELE L - TLVS,
BARETIH. 2008 FLYHEERD I FOBERERFTHIMEBELTCIA V2 Ea—T+—L
Bl ZREL. BELAD I FARGXEZMTT 2BEEFABERE L GEUMNEE - RETL
TWa%,

COE. 2019 FORMIXELHERDERIZEDLE. H-ICAREERFRZESNLHE
EEWSH. 1 FEEEERE2018) &L LTRSS,

I F&lX

I FIT TAIXEZFOFEREZHTL. XFMMEOERRKEZEICLE >~ THEERICLEL, E
ELOLBEEBEDOL-ODER. NWARIGTO-ODER. AFRDO-ODER. EFELDBEIEMEA
DF-HDIER. BENGEEBT7 7 D-ODERENEHNESN-HRENLENOERRMFHREL
LT. BRENCEHEBRZREL. RFMFDO-OICHZEEROBEELRICTERRVIRHEE
KBELTLAEMER) LHMEMTONG,

I FICREE T AEBERVESIEIARENKE L] FREBEBICENT L, =L, EER.
EEMFZEOLE. AUNRUREMOBREZICET HEFE (UT. EELRKT) ITEDLC
ARRFELZEFTH2ED., BELCEOHZHICEADL I L ORVEFIENE S AEE - Hik - 124
YTREZEZFL ] FORKBIHELEFLGOHAV, EIMAEZ & REGENSIRB ST FIE,
ZEHKIEH B o AETE - FIBT - ERRBER T & EHIC. BEBELGHTZTHIEDEVSRBHZEHEDOC
LFERIRE LTV,

I FOREIE, EFEAEAZEKRE L, BEICIE CTERENENR L CTHERAT 5, BERET
DEKIFHBETIEELY,

I FORAIZH=-T
BFEADI FIE. PMDANERAERSBBRERRDOR—JICHBENRES LTINS,
BEMEXFITEERAVIEL—T+—LEBDOFEIEIH-T I FEER-IRET S
I FORRZHFZ. ERRGICAR LTV AIERS 1 FIERKFFICERE L#OVMERZFICDONT




FHEFRDOMREADA VA E2—ICLYRFHEALHNARERESE. | FOFAKZE
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FEOEEMFRE®Y —EXFICIYERMEB N BRI HELLIZ. | FORAIZHT-
2T, RFDRAXEZPMD ADERREREBFERRFEDR—CTHRET ILENDH D,
BE. BEEACPZEMHOERDRMLEHEIN TS MBREMRE] © TIEGHETORT
KRR BT HERFEFRIBFEICEDLSIZEAHY . TOMYBZWICEF+IBEITANETH
Do

. FACEBLTOBES
| FEEFMEOREERICEVTRNT ENTELAVERERBERFEEL LTERALTL
&0 LA L, EREOLERFICEREAEERIOE—ava—FEFICKY, ®E
TENMRETELBROGHEICIIETLERALHD. | FITAFREDORHEEEZITT, B
EEGOUEPENER - BRI H2EDOTHIZ MG, BEH - RBICIKFNEZITIE%5
WS EERHELTEMTNIEAE S,
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W& 55 MEFENE

ABCG2 ATP-binding cassette subfamily G member 2

ALT (GPT) Alanine aminotransferase (Glutamic pyruvate transaminase) : 77 =273/ hT7 L A
JxxT7—F

AST (GOT) Aspartate aminotransferase (Glutamic oxaloacetate transaminase) : 7 A/XT X BT
TR T=T—F

AUC Area under the plasma concentration-time curve : FRBERELG-HFH 5 O ML IR E — B
fid b T

AUC,_54 Area under the plasma concentration—time curve from time zero to 24 hour after
dosing : AR 5K 5 24 Bef & Coo MR FE — FRERT R T i fE

AUC ;¢ Area under the plasma concentration—time curve from time zero to infinity after
dosing : FRBRIES G- O MEFR QIR & -C oo i B v e B — B B T i i

AUC,, Area under the plasma concentration—time curve from time zero to t hour (or the
last measurable sample point) after dosing : BRI HHF G t FFE F CToOMGEHE
JEE — R gl AR T A

B6C3F1 C57BL/6NCr1 ft X C3H/HeNCrl HEDAZHMEF1 (= &)

BrdU 5-bromo—2’ -deoxy-uridine : 5-7 0 -2 -FT A Xy Y T

CHL/TU #Hfa T A =— AN LA K —Jifi S

Coas Maximum plasma concentration : i ML4E H R FE

CYP Cytochrome P450 : 3 k7 ©— L P450

eGFR Estimated glomerular filtration rate : SRER{R A8 & OHEE

F344 Fischer344 (7 v 1)

FAS Full analysis set : fix K OFFENT kTS AEH]

v —GTP Gamma—glutamyl transpeptidase : H o~V Z IV 8TV ARTF X —F

HEK293 Human embryonic kidney cells 293

hERG Human ether—a—-go—go related gene

ICs Half maximal (50%) inhibitory concentration : 50% [HEEE &

1L Interleukin : f & —wu A ¥

K, Inhibition constant : [HEE$K

LOCF Last observation carried forward

MATE Multidrug and toxin extrusion

MDCK IT Madin—Darby canine kidney strainll

MDR1 Multidrug resistance 1

mRNA messenger RNA : A vt % —RNA

NZW New Zealand White (74 )

0AT1 Organic anion transporter 1

OAT3 Organic anion transporter 3

OATP Organic anion transporting polypeptide

PD Pharmacodynamics : 3K Jj5%

PK Pharmacokinetics : S¥@hfg2

PPAR Peroxisome proliferator—activated receptor

QOL Quality of life : AJFDE

QT DEOHEBRM Q) Mok T (TH) F TOBEKIINHERRH

QTc QT interval corrected : ffilE QT [IlA

QTcF QT interval corrected by Fridericia’ s formula : Fredericia J£IZ X 5 QTc

AQTcF Delta QT interval corrected by Fridericia’s formula : QTcF O EHIfE & D7

A AQTcF Delta delta QT interval corrected by Fridericia’s formula : AQTcF \ZBIT AT TR E D

SD Sprague-Dawley (7 > )

SpP Safety population : ZeEMEMRAT R

SULT Sulfotransferase : FiFRIAFEEESR

Ty Elimination half-1life : {42 }-Jkif

THP-1 #fi iz b~ a BERNE i gE SRR Ak

Toax Time to reach the peak plasma concentration : & IMMLUFE TP I B AF ]

UGT Uridine diphosphate glucuronosyltransferase : UDP—2 /L7 1 L BElinfE ISR

URAT1 Urate transporter 1

UVA Ultraviolet A : RN/




BMEICHI SRE

. BAROZE

FREEIE I XERGE 92 S mEBEE R OFE) 257256 1L T Q0L DR T2 <, FlomRBEim
JEIX, RS TR B REESCLME A X NORIE & BET b RIS >oH 57
O, IR, EIRBRIIERE ICE T 5 MIERBECK TIZTEE CTH 5, WE., mIREEIIIEDIGE
IZBWTIEL, AEEEOZELFANS, EYFRED $EEREL SO TS

i, ITEITIREE OHEMRERE . FFIC )T'Kﬁ& N7 UAR—H— @ﬁq:%ﬁ) G mﬂ!@ﬁ@ﬂﬂ AlE
ICBWTREBEOBFERINICIEL URATL (Urate transporter 1) 23, 43iAIZIE ABCG2 (ATP-binding
cassette sub—family G member 2) <° 0AT1 (Organic anion transporter 1) . OAT3 (Organic
anion transporter 3) ZENXNEWVTWA Z ERBHALNE STz, T2, IRBIIEIEZ T TG
BENOHABCG2EZT L THMIND Z L bRSNTWD, L7znd> T, URATL PHE/EA AR |
72> ABCG2, OAT1 J TR OAT3 (253 2 BHEMEH & D TEMED K & vy URATL BRERAY 70 R 8 P U P
AT HZ LT, EMITIRBOYE 22 L, P IRBREZIEK TS5 Z EnHfFTE
5

2 U AGE (4 0 RTFX T R) (33RO URATL EEAZA L. S HICHEEDRKN &
BEZ2bN5H I har R 7S CYP2C9 BREIC L 2 3KWAH EAER O 7 K% B 15 L TR
AR LERIC TR S T2, B ORI RS R N PR 3K (Selective Urate Reabsorption
Inhibitor : SURI) T %,

RF X7 ROENICEHIT 287132009 F L0 ED S 7, R, @SREBIEEE 2R3 E L
7o ERPRRAER X, PR 5E MARRER & ClIdkAartE L33 380E L. 5B HIAERRER > & 13 US4t
B LR & R RERR A S A LR CEME L, EORER, %%x7b®ﬁw$&0£ PEA
EEE SNz, UEE, @REBIAE] % 2h6e - 2h8 & U CRLERFEAREE 21TV, 2020 4

AT BOEIRTEARE 2 B L7z,



2. HEROBERFHEYE

(1) BIEOTARME AFET DIRIE T o AR—%—1 (URATL) Z3BIRIICIHET S (in
vitro), BRMREEFHFWRINLESK (SIRD) TH 2D ([VL 2. () EHERAL - VERMEF) OHES
H).,

(2) HHIEFEIARBRIZIBNT, FFXT 0. 5mg B, Img #E. 2mg #F. 4mg BEIL 7 T B ARBET KT
L T RIEAE 2 A B IAK T &8 (p<0.001, Tukey-Kramer #7E) . F 7= HESGHEAS R FE
7= (p<0.001, Jonckheere-Terpstra Hi7iE),

I35 RERAE 6. Omg/dL LA F ORI 7 7 AR 0.0% (0/39 #1). 0.5mg #F 23. 1% (9/39
1), 1mg B 65.9% (27/41 f51) . 2mg Ff 74. 4% (29/39 Bi) J& OF 4mg B 100. 0% (40/40 $1])
T. FFXT7 FORERISERZRD L7z (p<0.001, Cochran-Armitage #7E) (T'V.5. (4)
PREERIRRER ) OEZMR),

) B AR, ARHARELY BIEARCTER GBS TWET,

(3) EMiEHRBRICHWT, 5 10 B%»6H&G 58 Bk E ©. MiEREBIEK T EOEEEIX
44.99%~49. T1% O THR L= (TV. 5. (4) BEEIRER] OHESMH),

(4) 727XV ARZ Y FHANIRU AT a~vnr s OBEMHEELERBRICBNT, BT
RED IMIHIREAIEAR T (EEFHEEE) IS THZEE OIELHERMGES N7z (TV. 5. (4) FREE
HIRER | OHZBMR),

(5) 1R 1BERMT2EAITHS (V.3 HELXOHE] OHESHR),

(6) FEMEME LT, JmEBE%K, BRI, MR, 8, v -GTP #4in, Bafim. s
. BAKILEE, Rb B2 7urza7 U 8N, fhr7 L7 F=4800, Rf7 L7 2
/T VT F= U HEEIN RGBT VT I USRS ST D (VL 8. BIWER | 0B HR)

) AFIOAR SN TWDLAHEROHEIE, EaE, RAIIEFFXZ FELTIL HO0.5mg K9
BlIfAL. 1 B 1 BfROEET 5, ZOBITMFRBRIEZHER LARN HLEIZG L THRaIZ
WET 5, MEFFRIZEE 1 B 1A 2mg T, BEOREICS CCEEEMT 22, k&S
BIZ1H1E4mg & 35%.) Thd,

3. WEOBHIFHR
BB L

4. FEEFERICEALTAMTI NS4
W EAE B4 2 &,

S AR A R 5o ki 74 v, BRE

EHEAL U X 7 E PR (RMP)

SEMOD U A 2 B/ MEEB) & LC

VERLENTWBHEM

I HHEE T A KT A v
P850 FH | o> B8 1 S IEw A

(I'T.6.RMP OREZE] DIESMR)

BIE E |2




5. RBEHERUNE - FHLOHIREIE
(1) &BEH
RIS A7 EHGHWEEZRED B, MUNCHEBETHZ L ((T1.6.RMP OE ] OIEEMR) |

(2) @& - EALOFIREE
Y LA

6. RMPDE

VR F A
[EEfrESnY 7] [FEEBER Y 27 ] [N RE#]
Jr BRI 28 O IRFE 1) TR e R ML
PR A

APEIC BT S Bt gr

A"

| EREICE S K L aMER O T 0 DOfEH) | FRRICES <Y R 7 FuIMED 728 DIES)

[ Vs e L] U A 7 s/ IMEE ]
W O 22 VAR TEE) W DY R 7 /s

CEIVERL SCHR - PRI &R O ERE C I SCEIT & D 1 AR i e DN ke
WSOV - B - PTICE S L
EXPROBR, (R OFEIT)

BN oD [ iy 22 VR AR T ) BIMD Y A7 e/ METESE)

- TR B A A - TR EAR AT K 2 1 et
- REIRGER 7 — 2 N — AFA (A

)

HMEIZE S B4 - 3B F il
A"

BT OEHIT, BATEBOEN EIMEREG R SN ORI M FRRR - THR L T2
Sy,



I. £FICB9 S5RE

1. BR5T4

(1)F1 4 : = U A°5E 0. dmg
U ACBE Img
= J A*HE 2mg

(2)¥ 4% : URECE® Tablets 0.5mg
URECE® Tablets Img
URECE® Tablets 2mg

(3)&AFDHEXE : Urate Reduce

2. —fik&
(1)F & (@%&X) : FFXZ K (JAN)
(2)# 4 (@34i%) : Dotinurad (JAN). dotinurad (INN)
(8)RT L : —urad JREE T v AR —H —PHEIK

3. WERRITRMR
Hirisst o

N
x4 OH

5

4. FARUDF=
ﬁj\%it . C14H9C12N04S
4y & : 358. 20

5. {LZEH8 (ifE) XIEKE
k224 ¢ (3, 5-Dichloro—4-hydroxyphenyl) (1, 1-dioxo—1, 2-dihydro—-3/#1 A 5-1, 3-
benzothiazol-3-y1)methanone (IUPAC)

6. EFR%A. 4. BS.
— & &4 RFXT R
BHZ&EC 5« FYU-981, F12981

LEES



II. A%E5ICET 5RE

1. MEEENEE
(1) 58 - K

HE~REABOREEOMRTH S,

(2) 5%
1) B FRERIEENZ k5 5 PRtk
R4 lg ZIEDT OIZET DR (nl) Ve fiR

K 238185 + 5672.5 FE A ETET 2N

T ) —) (99.5) 452 + 11.1 Wiz v
NN - AFIRALLT IR <1 R D TET LT

AR ) =)L 220 + 2.5 iz wn
-+ % 7= 1790 + 52.5 D TIRITFIZ < W
0. Imol/L HEkakik 714286 + 0.0 FEAEET v

S+ 2 e 7

2) A7 pH VI 5 2 f it

A

lg ZWP T OIZES HIRMERE (nL)

AR

VRHRERE 1K 714286 + 0.0 FEAETT v
Britton-Robinson FEEi% pH 2 1000000 + 0.0 FEAEET v
Britton-Robinson A&EZ pH 3 1000000 + 0.0 FEAETT v
Britton-Robinson $EfE{Z pH 4 833333 + 0.0 FEAEET v
Britton-Robinson A&fEZ pH 5 265650 + 8002. 1 FEAEET v
Britton-Robinson FEf&{Z pH 6 35171 + 188.8 FE A LT v

R HEBRE 2 i) 4451 + 46.0 D TEEIFIZ <D
Britton-Robinson FEE & pH 7 4155 + 6.0 D TERIFIZ < W
Britton—-Robinson #&Ei%Z pH 8 963 + 7.0 Wiz

PR fE AR




(3) RiEtE
RFRX T R4 26°C THIXHEEE 11~93%RH (ZFHE L 72 A4 1IC 28 HFMRAF L, etz o
TRBR 72, et R IR E 2 7R S 7o Tz,

(%)
1.0+

08|
06 -
%
P —— 11%RH
E 0.4 °
[ 20%RH
—— 53%RH
—¥— 75%RH
02 —0— 93%RH

(5) ERIGEfRBE TEEL
pKa : 4.69 (7 = /) — /LphKEREL)

(6) PERE
RFXT RO 1-F 27 % 7 —/)v b &5 pH FEEHR ] D 0 ElfR 3 (Log P) 27 7 XA afRé HkIC
Lk,

B4 B tRE

K 1.50 + 0.267
Britton-Robinson #&& & pH 2 2.78 £ 0.010
Britton-Robinson F&fE{Z pH 3 2.70 + 0.038
Britton-Robinson ¥&fE{Z pH 4 2.60 *+ 0.025
Britton-Robinson $&fE{& pH 5 2.05 =+ 0.000
Britton-Robinson $EE{Z pH 6 1.26 + 0.000
Britton-Robinson $EE{Z pH 7 0.40 =+ 0.000

SERAAIE = FE AR



(7) F DD E 4 RIEE
RFXT RO RAH ) — VISR O HHRBR S 2 WIS I D56 el I I A~ 7 K L D fi
KR (L) o HBOCE ED ROEARIARE () ZUUTFIORT,

HE (nm) " EVR AR ()
7 PRI (. ”
i WE ISR A HE POREE (B (L/ (mol + cm) )
AH ) —)b 274. 2 274 370.7+1. 1 13278439
e 244. 5 245 379.7+1.5 13599 +57
T HRBREE 2 1R
322.9 323 568.1+1.0 20349+ 36

FUBHIREL 12 pg/mL (A Z /7 —)V) | T.2pg/nl (EHEBRE 290 . THME R ER A

2. AVHSTOERERTICETSREN

Bl (A7 2l (AT E (A7 I A
* LA
BRI 95°C.. 60%RH “*%fgi/ﬁ 36 % RN
A L4
A 410°C. 75%RH T”ﬁ;;/* 6 A RN
TRE 60°C @%E?@ﬁ 3» A HFEN
(%)
RSB | WE | 40C. T%RH | XYV 3 1 A Kk
(BEA%)
. D65 HHT T | HT AV Y —L e R
x 25001x, 25°C (B#) 120 77 1x = hr? JURE
WA H - Mok, WeRakih. MR, wIRER. WEGR. SR
BIEEH 05 b, WA L. BRI HE N L7,

1) FRPREE 120 J7 1x-hr B8 TORITERSM S = L5 —13 200W « h/m?* DL 1

3. AMMSORERRABRE. E2E
TR ARBRYE « SO TR R EVE . ARIMBIL A~ Y R OVIIE Ik
L - B EE GEKEER)
HIE - SRS IR R (R 244~248nm J OF 324~328nm (WL DMK 278D %) | ARoMk
AR MVREW (BIRARY MV ERIEED & 2 AIZRBEOSRE ORI 27885 %)



V. ®HAICET SHE

1. Hlfz
(1) EIFDXHI
BEA (GREE)

(2) HENDNE R UMK
iR 7e4 Y AEE 0. bmg ) ZBE Img = REE omg
P A~ A, H o~ K3 A, N R AV IR EON
' bk R B E AT R | BT S R
# T A CEVN
i @G/ r@ \323,
ah = ~ ) 7 7o
| & (as) W, \2)
[E: ¥ ¥ ¥
* 7% #9 6. 5mm #9 8. Omm #9 8. Omm
=
& % #9 2. 8mm #9 3. 8mm #9 3. 8mm
& #J 100mg ) 200mg ) 200mg
(3)EAIO—F
W44 = J A§E 0. bmg =Y AHE 1mg =Y AHE 2mg
Rl — R FY321 FY322 FY323
ST BEHI, PTP gEHI, PTP gEHI, PTP
(4) HEDOME
PN - L A
(5)ZDfith

R L



2. HF DM
(VD)EMRS CEERD) DEERVRNY

e = U A§E 0. 5mg Y AHE Img Y AHE 2mg
1 g 1 ggr 1 HEH
BB . = 1 . = . = 1
FFXZ K 0. 5mg FFXZ K Img FF X7 K 2mg
AT, D-~ = h—, fEgELE—R B [FHFEKFI, D-~> =k
Taxua—A, hAa—RA ATT VUS| —, fEatre—2
W DAV ErueAo—A HLA
H—A ATT YUY
TR U N =R bEk

(2) EfEESEDRE
BEARRNA

(3)88
BN

3. RTEREDHBRUVERE
BARPANA

4. A
PPN

5. [BEAT BAEEMED B DKW
JFERH Sk O E X, AP TIEEEMm L7220,
BRI O FRILERD BTV,

6. WADFTRREHTICEITIREN

B PRATSA: RIFIEBE RAF M FBRRS R
F R AR 25°C. 60%RH gg 36 #» H HikEH
N . PTP
D) IBEN 40°C. 75%RH 5 6 »H HikEH
IR 60°C PTP 3% H FRFE AN
N=Nia o ) ﬁ?xf/’\?"—‘l/
e Vi i 25°C. 75%RH () 3% H HikEH
W D65 T T | HT ALy —L KPR
ot 25001x, 25°C (BH %) 120 5 1x + hr? SR

HIEHEE - Mk, MElelBr, A —ME, WM, B, MERER
PTP : RU B L E =L T 4V LN/ TV = N

NI EBER)ZFLURMARI oLy v
NT0% Img DAHRRAER L7,

1) #FEEE 120 J7 1x-hr B COMRUTERIMST = % L ¥ —13 200W - h/m? LAk




10.

11.

12.

- REERVBERRORER

BARPANA

. feF & DEREEE (WMEIEFHEL)

BARAA

Yl

Jik B NEHRBRIES 295 OXRLE) )
ek - [ElfiR%L 50rpm, FRERIE /K 900mL

FER
45 O (%)
Y Z$E 0. bmg 82.6~84.7
2 AHE Img 82.9~83.9
= AHE 2mg 79.9~81.1

ni - 8%
(1FEIRELRSR - Q. HE/NEBRLRS - BEICEAT S1ER
BEARRNA

(2)a%
= U ZEE 0. 5mg : 100 §£ [10 §& (PTP) X 10]
= Y A$E Img : 100 & [10 £ (PTP) < 10]
= U Z$E 2mg : 100 £ [10 £ (PTP) X 10]

(3) P HBEE
PN

(4)BRIBOME
PTP : RUM L E =17 (LA« TV =T L5

AR SN HEME
RN

ZDith
BARPNA
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V. JAEICEET FIER

1. BEEXIEHR
TR, e RIBR L E

(fit)
FF X7 FOERKRBRICI T 2 /MO8 BT, 2T DRRAE & mRBRE] & L,
B 7 = 7%V 24 v bR EEREERBR DY 2 OfER, B5& TROMERBEKT
FKix, FFRXT RREAL 82%ITHI L, 727XV AH v bEE44.00% TH 0, FE5REH O FEHfHE
DT —2.17% [95%[FHEXM : —5.26%, 0.92%] T, Wil 95%FHEX M O F IR ELPE
~—=Ur (—10%) % LERlomizd, 72T XY ALy MEECHT D RF X T REEOIEL RN
BEES Tz, £, FIAAR X7 o~ o U5 T EHE RGBS Y O R, BH5&KTRO
MIEREAER FERIZ, RFXT FEE45.92%I1Zxt L, R X7 n~u VB 43.8T% ThH Y . &5
B OB OZET 2. 05% [95% 5HEIXH : —1.27%, 5.37%] T, il 95% (5 #EX D TR
ENRIELE~—2 0 (—10%) & ko720, RUXTa~o BT D RFX T REED
FELPENIRRE S U7z,
L EORSR LY | JdEZ & TR RIEME R I 2 RFXT RO L S, 2hbe
WA DER, mRERMAE ] & L7z (TV.5. (4)KRGERRER OESM),

2. DREXIITHRICEET HEFE

5. PREXRIIZHEICREET 5 FE

AANOWERICHT- > TlE, W, KB OIRFERHS 2S5 CBEEBIRT L2 &, [17.1.1-
17.1. 3 8]

(fa)
i & B RERIAE o6 BDTRIE AT A KT A 2 °) BB THRYIBEN LI L S5 BE &b
BT D72 DITFRE LT,

3. BERUVHE=E
(1) BERUVHAZE DR
WHE, RACIERFXZ RELTLIHOmg KVBIMAL, 1 B 1 EEOKRST D, Tokidm
HPRERE 2 e L 72 08 DB U TR 2 IS BT 5, MERFEIZEH 1 B 1 Bl 2mg T, BHF
OIRAEIIES U Tl 225, e R&EG-=IE1 B 1 E 4ng &35,

(2) BERUVAEDRTERE - R
1) #h-[EH
FERERR N Z %t ge & L C, B[R B 505 0 BRI & it L 72 BR R SRR S 7 R OUKHE
P G- O EFENE 2 Mt U 72 B R SEHEER D) OfE R, R X T RIS 23 iy = < |
Frgery 72 MG IREIEAR TIER 2 A9 5 L B2 b7,
FEFFXT R 1H L E#EEGE Lz, BT = 7% Y 2% v bR EERbaisR - 2
FKOSEIER Y X7 m~ v xR SRR > @) Cid, miEREE IS TERICBT 2 R
FX T ROIELUENZNEIURTES L, ZEMICET 20507 X MEITERD b7,
1 -



UEOFREREY, FFXT FO®REEHIZ 1 B 1 EXEDEE 2, &iE L (VL1 (2)
IRFAER CHERS SN 7o IREE ) TV. 5. (4) BRERIRRER ) DHZM),

2 ) ﬁ%@ﬂ/%n
TIUEI O R F OB G LI R EHRER Y R, Ba TRGofEh KFX 7 N
FEIX, MR TEG & LT Cun DD TDRIET & Toax DIBIENFED HILTZH DD, AUC 1
ST LRFOLETIROOLNT, HEET. HBET L HICZEMICET DRl & MBI
WO BN T,
ULEOFREREY, BFEN RTFXT NOEYENREICRIZTT BTV EBEZ LN D
BHEIZOWVWTOHEOREIZR (VL 1. (4) A% - fFHEORE ] OHEBMR),

3) Bt G-
PR I SR T 50 PR I8 A A 31 K 2RIk, T mBAEI R O REE1E) B )
A7 L MIEREBE O T ORREN K E VI ERBLOAE ST 1Y,
FDH, RFXT ROBRKRERIZIB T 2 H MR ORER FiEIE, 2T [Bia 580
D2 BB TR L, HERFE~CBATT 5D 2 BRI & Lz,
Blbaf G- BOR 5 2 DOF NI T 7 B AR EERILEGER 1 & 2 SOFMMEE
SR T RGBT A RE LSRR, R X T R 0. 5mg/ A B 50D LT IR R A
TERIT0. 26mg/ A GRF LV @A R L, ZRMtiIm &M CRBELEZ b,
UEORRIY, FFXT FOBKEKEG R 0.5mg AMEYIEEx, #&FELE (V.5 (3)
MERISHEZRER . TV.5. (4) BFERER] OHEBM),

4) Mefr &

2 OOFENMT 7 2R EERILEGER 29 OfER, FFX T RO MmiEREEEE TR
S OV IE JRIEEME 6. Omg/dL LA N OEEARIL, AEEFIHEMNL, 77 BRI THE
ThoDERBDOONTZ, F7- 2 DOFHMAEIE IR EERLEGRER Y ik, WSROk
FFECK LT FFX T NEE (2mg/ H) OMIERBEK TIERRIELMETH D 2 & DIRGE
AL, REVEICET DL T R E MBIEEED b i o 7,

PIEDORERIY, FFXT ROMRFEIT 2mg @B 2, RE L7 (V.5 (3) HEX
JEREEEER |, TV.5. (4) MEERURER) DB,

5) K L&

BRI GRS S 0 ClX, RFXT R 2mg/ B 5 CTMERIEIE 6. Omg/dL LLF 234
BEROBFICKR L TG 18 %MD dmg/ HIZHRE Lo & 2 A, 5 58 HZICHB W T, #&
518 %D S O IMTERBEEAS FERA 29.02% ., MIERERIE 6. 0mg/dL LL T O ERHR)
100. 0% & 72 0 | IMIEREEER TERA OISR Hiviz, £ dmg/ B ~DOHEIZEB W T
ZRMEICBET DR T N MEITFEO b o T,

UEOFERID, FFXT RORKEGEIT 4ng NI EE 2, HELEZ (TV.5 (DK
AERURRER | DIES),
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4. AERVHEEICEEYT 5FE

1. RERUVAEICEET 5IE

PREEIE TR K 21BN I3, A REREO @I FIC L0 R & OmEIE1E) 23
BRENDIZENDHDHOT, AAIOFEE1L0.5mg 1 B 1 ESEME L, 5G5S 2 HH
LIBEIT Img 1 B 1[E, 584625 6 HELAREIC 2mg 1 B 1[ERE- L3572 L, fRxIC&E
THZ L, Bk, HERIIREEZHOICBIET S L, (8.1, 17.1.1-17. 1. 3 B ]

(fiEEa5)

PREERS THRIC X 219 Tl MIEREBEOR FICrEo T, BEMNICIES L O REE—F H U
U LRERAEE - HMT D 2 ISR JREBEEANAEL D ZENH D, [HEIRERMIEE - RO
BT A RT4 > F 3] T, DREVEF I3 2 IREER: FIROE 5-139)0 T R B i % &
fEZ L7 B TIEBEi A 2 228 L T BB TR&E ThH Y . BG5S MG RERIEORK
TEZ TEL1ET/N ST HDITR/DEORGETRRMG L, 1~2 » A ZLIZHET5 2 &0
RSN TD, ] P LENTWD,

2 BEPSATE 2 FN- L 4 OB AR OEINE —BEHRRER (7T vRx 2 #1297
27XV Ay MR IR 2, XX T avo UiR 1R V) OFSMETOR SR,
JEBEEI R OBWERIZ, RFX T NiE GRS EZETe) T21/422 6] (5.0%), RFX T Nif
(PR T 17/320 41 (5.3%)., 7 =7 %V AX v METS5/101 6] (5.0%), R A7~
2 URET5/99 5l (5.1%) IZRD BTz, RF X T REEOTERBIFI 28 R BLER (It LA & [FFR
Th-oi,

PLEOFER L O | MG REBMEOSB K TIC L 2mEREHROFR Y A7 RS 572012,
HA RTA U TREBSN TV AMIEEZAWD Z 3wy & &2, & Lz (TV.5. (3) &KX
JERERRBR) . V.5, () BGERRER) OES),
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5. ERERAE
(NEBERT—%2/\v 75—
HV-1 BRT— 5y r—v

|2 | 7
HEROFELE g - RRE = FaE-s 2| 2 %J G
5 1 4 T AU D il PR SR A Eh HE SRR (E3S 5PN _loele FeEM., 7% A1k,
G (FYU-981-016) ¢ 12 451 78 A A — 8 — B
N e e \ SEER. T4 AL
mim | ek o | k||| CEER 2 IRk,
A ATRER P AR
7T HREIRE®R XD B HER A HER., 74210,
% 1fH fife PR SRR AR 18 — | O | O | 7T ERxME, WATHERM
(FYU-981-002) ' Hrig R
7 HREIER G R HEK, 74 41k,
#4H K DR IR AER 2 19 — | © | O | 7T BRI, WATHERM
(FYU-981-012) ® g
n ~ ANT AR e | o
B (FYU-981-009) 1 6 1 9| 0| HEHHR
B T ey L [ O 4
w4 (Fyuﬁ%gffj(%;)i%f N A T | O | © | ek
12 44
f BFpEfERE 0 e
L) R S B E e || © | © | R
_ _ 22, 23) B =
i (FYU-981-015) 18 4
= ABA H
EE T AR LT #Wﬁﬁﬁﬁ
5 1147 e SN eV =l oo [rsman
(FYU-981-004) 2 2 i 7
12 4
FTxHTaed o R
%14 i PR SR WA HE F AR ] — | ©O| O |FEHK. 2 EFERER
(FYU-981-017) 26 27 1247
QT/QTc FFAf 27 v ‘ CEER. 725 AME.
14 SR e B g g e e e T
(FYU-981-007) 2® 48 1 7 v A4 —3—3k Bk
T R IILE O .
" ABE A Gy Ly | ORRELE -
FHIUH B e S F L iy — | © | O | FEmbr
(FYU-981-008) 2 30 2445
%@gigiﬁﬁﬁﬁf e e
% 14 A BRREIGE | —| O | © |JEkh. FIRBHRER
(FYU—D981—01;) . R 26
A
==X
}i i I8 B\ % & T e R IR L IE & R E & ETe —_HER., 7421k,
5 ikt R L T R BRMIE |© | O | — | 75K, L
5% A (FYU-981-003) ' 19 H 80 4 AT RER ek BR
N
© : &R, O EEE. —  FEHmED L ITiMtioxtg &84
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) ) ) %5
KR OFEE g - RRE = PSS 2| 4 o W5
o Ii8 R\ % & Te i PR ERIMLE % A& E e —HEHEMm., 72 a1k,
kkli$a XL L HiEa) iR BRBIE | ©|O | — |77 AR,
w (FYU-981-006) ' 19 200 F BRI A TIRE ) L oA
" JRRESURRMIES | e oy, “EER. T4 AL
E’J A ol LR AT a~vw EmEeiE | 0|0 | — |
=k & O U R LG e e L
N (FYU-981-011) ® &) B 201 FH R TEE A TR ] e ek
T2 TXAE y MR JA & e “HEHEmR., 7X 21k,
EAIIEE FHEL MR ERBEIAE | O | O | — | S35,
(FYU-981-014) '» 2 B 201 FH BT B TRE R bl sk R
2 WEESDERRIEY | WEESD
P EAIIEE xfge & Ui B 5505k EREIAE | O | O | — |FEEMH. HEEKR
%% (FYU-981-010) '& 1D #3330
© : FHlER, O : &2EEE., —: st b LITFHioxtg & 59

(2) ERPREIEHER

1) AAVERER (RS (R ]

(FYU-981-001) 6 7)
#F V-2 FYU-981-001 #kBR OMEEL & 55 R

K5 o | EEERR A B 54 FIIC RFX T R0.5, 1, 2. 5. 10, 20mg XIT 7T R ZHE T TH
B G | EfR DG LT,
Ky EhRe . o e . R s A
(5 MAEH RFXT REE, JRP RFXT REE, PKXT A —F &
RO iREE, R RBRILE, PD T A
FFAfTE B N ?
Freeslin . = "
o HEHFES BIVEM (MedDRA/J Ver.16.0) &
BIVEFZEBLIRL (SP M X 52)
BIER (BEMEEREZET) X, 778 T 1/18 61 (5.6%) . FFXT K
0. 5mg #ET 1/6 f5] (16.7%) . 20mg #ET 2/6 i (33.3%) IZROHNTZ, FTOMO R
| TR T FEECRBLLEEWERIZ 0o 7o, BWEROWIRE LT, 77 B RRECIRIEE
g BPES 1/18 ] (5.6%) . RFX T K 0. 5mg BE TR A MERBEMEAS 1/6 1 (16, 7%) .
A g [20mg BETHLTT Y LT F = IR OSRFAERRERS 2 2d 1/6 B (16.7%) IZF8%
DTz, ARBRIZEB VT, SR 2 & T EE R BIER K O 5-7 1R IZE - 7= FIVEHIX
WD LRI T,
ARBRIZB T2 FFX T FHEORBIEHABERII T 7R LRARETHY ., HEX
BIERITRE D 6 d, ARMENHER I,

1) AFNOAGE STV D HTER O &I,

D@, RACIEZRFXZ KELT1 H 0. 5mg &

DBIGE L. 1 B 1 ERROEEGT 5, Z 0% REBEZ MR L2 HMLEIZG U THRA 12
MR 5, HEFFEILME 1 B 18 2mg T, BEOREIZSG U CEEHERT 08, kRS
HIZ1H 1\ 4ng 95, | Thd,
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2) DRMERER [E#E (R A) 1 (FYU-981-002) '™

# V-3 FYU-981-002 #kBR DM EL &l R

St o | EEERR A B 18 FIIC FF X T R 2mg XL bmg HAWE S FEAR%2 1 H 1H, BAET
RERHE | T BREIER D&KL L,
IR | ¢yt o 5 gl R KT X5 RIREE, PR ST A— s A
FHEER | - o
A2 e e
S MyERFEME, R IREEHEIE, PD/NT A —4%
Rt |, B N
cripmg | P8 FR B OledDRA/T Ver. 16.1) %
BIVE A BRI (SP FEAT *F52)
BIVER EEEMEBMRENEZST) 1. 778 REET /64 (16.7%) . RFX T K 2mg
BET 1/6 B (16.7%) ICROBNTZ, FFXT K bmg #ECHRE LZFWERIZ R0 -
g2 | 7o BHERIOWERE LT, 77 B ARECHERDY 1/6 4] (16.7%) . RFX T | 2mg
B 2 |CRMB. I/ BZBT Y VHIN, B—NTEFAD IS =S — LRI, R
1E5 EE%@ﬁ%ﬂ%ﬂb@W(%?%)_mthtoﬁﬁ&K%wT\%t%%ﬁﬁ
E%iﬁﬂf’ﬁﬂ%&@‘&ﬁqﬂi WCESTZRWERITGRO bz no7-,
RRBRICBIT S RTFXT REEOR W%%ﬁéif?kﬁﬁkﬁﬁﬁf%b\i%ﬁ
BITEA TR D bNT, ARMENHER I,

&)Kﬂ@%%éhfwéﬁﬁﬁoﬁi X, TEE, AIIERFXZ RFELT1 H O 5mg &
DBHEEL. 1 B 1 [ERAEET 5, TOHBITMTRBEZFHER LN S MLEIZSE T TR I
HET 5, HMEFFEIZER 1 H 1[0 2mg T, BHEOREIDIS U CEEIEBT 208, RS
BlX1H1F4mg &35, | THD,

3) AR ER [E#S (e A) 1 (FYU-981-012) ®

# V-4 FYU-981-012 #RBR OMEEL & 55 R

5tg e | EFERA BN 126 RFX T Rdng XIZ 77 ®4R% 1 B 1[E, A& FT7 ARXE
B E | RO BE LT,
Ky EhRe . N o5 4
STAHE H MAEF RFX T RBE, PK YT A —X%
KNS | MRA, AR, PD T A
ST EIRBRE., KRR h= =7
Freeslin . = .
sppmp | P TES BIfEA (MedDRA/J Ver.20.1) %
195 PREEE DO HERS
RFX T FEOMGERBREIZHREG 1 AELOIET L, %5 3 A BUBRIXIZIERERE
DETHR L=, 58 HH (Rk#Hh 24 Bi#) UIBIIRAIC BH L, %510 A
L8 4. Omg/dL VL b & 72 o 77,
(mg/dL)
9 — —0O— KFXZ7KE#(h=6)
—= TS REE(N=6)
8 —
B 7
) 6
fi | | m
Rw| 3 5
Bl e,
o | @
3 —]
2 -
1 —]
0— Tl HRERE
4 > 3 4 5 5 7 8 o 10 @)
"5 %R
MyHREEMEOHER (KERO#ES, BRET)
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i
ES

REH R

BIVE R BLRGL (SP T X 5)

BIVER (BRERMEMBET 2&1) (X, FFX T FEET 1/6 B (16. 7%) |2 ALT #4028
RO BN, 7T RRBECRILZREWEMRIZ 2o T, ARBRICEB W T, ELEFlEE
D EERBVERA R OB G FIEICE > -FEIERIZRD b o7,

) AFIOAB SN TWDHAELOHEE, EE, RAIKIEFFXZ RELTLHO.5mg LY
BAtE L. 1 B 1 B D& 5, Z 0% T IR % MR L7e A S M EIIG U Tk 128
w95, HEFFERITIESE 1 B 1[0 2mg T, BFOREIS U CEEIER T 208, kG &
X1 H 1\ 4mg 55, | THD,

4N (1 AR (A BIEABREE) 1 (FYU-981-008)

V-5 FYU-981-008 #XBr O & fik 5

T R ME O R} BIEABEEE 24 B [JRESHENX TREE 1 (6 61) . JREBUEIIKT
AEE 2 (6 61) . REEEEA SRR (641, PPHEE G64#D] I, RFXT N img % 1
H 1 FEIRZIC 7 ARIRERO#RE Ue, DPHBRSRBE AR OBE L L, §
XY A4y h80mg & 1 H 1 RIFIRZIZOHAEGTL20D & Lz, MIEREFELL
TRIIMIBRBEZ S 1~9 B BIZEELCTEI U, SR RERPE R TR T R AR
w5 - FE R R ZYRIBGRTH~$B5-8 HBICHIE L THEI Lz, 28, WTIhoORIZE
gty | WVTOL R AT VALK O mve F o2 iR G LTz,
AR5k
W) ARRBUL, YW OTRBREE CIXREEEA BRI RS (REEPE AR & OF
AR OFTAYIEE ST H £ TIZZEL L THAAND Z LR TE ool
B, RBREHE A AT LT (WIS RT ARSI O EHE) . = 2 CRE
PEMHE TR, YW OIRBREE TIThN - b 0% TRERPEIHE FRREE 1) . &
T OIEBRFHE TIThN - b 0% [JREEHEIME FEIEE2) & LT,
PO et 7% 7 NI R N R 24y R PKST A=
L R, RAIRRGRIE, PD AT A— 5
g A I 3 .
{2 HEFES BIEA (MedDRA/J Ver.20.0) %
S IS R R IR TR OHER
BIE RIS T B MG REAMEAR T3 CESE CEERZE) XITRO LB IR L, &
5.7 HHOESRTTIE, JREEYENIME TRRE 2 T47. 16 4. 76%., JRERFE A BEIRIRE T
47.59+4.96%., PFH#EET 54.52+8.88% CTdH -7,
&5 1£HAM
! i i ¢ i ¢ { g i
-15 |
—0— [RERHEMETRE2(n=6)
;% 0+ 9 --O-- RESEEA B FIE B (n=6)
bal 15 ) —— G (n=6)
%—rlj: ,—%t» Tl TiRREE
B B o0
Eem
; 75
90 | S HmERELE (me/dL)
105 REFEHETRE2 | REEEARRE
(%) 8.72+0.96 8.10+0.37 867066
% FREEEHE TR 1IEBRL TR L LA,
TR IE PRIB AR TR OHER (7 HBIIER 05

_17_




o+

Ei5}
i

7 M
N

>

W

SRR PR R B O HER

B RICEBT D IRFPIREEHRM B CEAE CEMERZ) X TO LB ICHER L, Pl
HRTH Tl JREBHEIME FRIEE 2 C 516. 2576, 62mg. JREEPEABEIREE T 673,40+
85. 52mg, LT 858.92108. 63mg, #¢45-1 H HOBLAITIL, £ T 1,132.30=E
104. 21mg, 1,289.33+£126.45mg. 1, 187.77+104. 29mg. 5 2 A HOFERITIL. Fh
FH882. 17£132. 88mg. 951. 4595. 98mg, 829. 33+66. 85mg Td o7~

(mg)

1,500 I REHHHE TR E2(n=6)
[ REEEAE B RIE R (n=6)

1250 B HFEE (n=6)

ol + IR R E
1,000 |

750

e SR S-B R

500

250

0 -

gEESHE 1 2 3 4 5 8 7 8(A)
&5#E

HMENE SRR G242 SPERSERETA~7THEREBICEVTHRSE0~24BM%BE T,
SEEIIMIRIS24~ 48R EFE TOREE

¥ REBREEHE TR IHIRLTERUELE,

AR IR h R PEE B OHERS (7 A RIBUERE 0 #5)

REM R

BIVE RS BLIRIL  (SP fiAT %1 52)

RIER (BRRMRAEERTE 25T (X, OFHEET 1/6 61 (16.7%) 12 ALT N2 D 6
iz, REBPEMAL FRIRE 1 LN 2 AN IR PEA W I AR CREL L - BIER X 2
ST, KRBRIZEBWT, ECHIESLEERFAIEN KOG IR E - 7 EWERIEER
O BN T,

) RANOABIN TS HELOHEIR, THEE, ARAIIEFFXZ FELTLHO. 5mg £V
BRZA L., 1 B 1 B OBET 5, T O®%ITIMH RELE 2 MR8 L7225 LTS U T~ (28
B9 2, #EEITEY 1 B 1A 2ng T, BEOREION U CEEIET 228, AKREGE
X1 H 1A 4mg 55, | THD,

A THEREIN TS hErX Y 2%y NOREROHEZ, @, AZIE R Er XY
Ay RELTLE 20mg KVBHMAL. 1 H 2R ICRAKET S, FO% i3 bR E
LR L7 HMABRITIS U TR 2 2 ET 5, MERFRITE 1l 60mg 2 1 H 2\ & L, &
FORBEIZIS U CEEIEET 228, AEGEIZ 1A 8mg 2 1 H2EET D, | Thd,

5) B EMRER (14 MRER S (A BHSREE) 1 (FrU-981-013) %)

#F V-6 FYU-981-013 3XBROMEEL & 55 R

PO
R IT 15

I B\ % o 1 PR IR ILIE 0D R B AN S B3 26 5] [REAPEIIER FRURE (13 1)) K OVRIER
PEAEEARE (136 112, RFXT R&2 1 H 1 EEE%IC 14 BRMEROKRS L
7o RFXT RIZ0.5mg & GBA4E05 2% £ T2 MB&E L, Ing & 3EAND 6
WHETABEMBEE L%, 2ng ITHEELCTHEAND 10 B EC4AMKREL, &
DI 4mg ITHAR L C 1B DS 14 Bk £ T4 0MEE L, MG REAES T30
TIRBEME 2 e 5-al, B G%ARR (52, 6, 10, 14 %) KO/ TRAICHE L
THEM U, IRPIREEHEM EILR P IRBAIRE K YR &2 580, BHZERR (B
2, 6, 10, 14#%%) KROBHKETRHCHEE L TR L,

e
FHAiE

PR R, iR

el us
APAI I H

HEHES  FIEH (MedDRA/J Ver.21.0) %
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o+

5}
R

R

>

W

AEET

JPi R LY R R AR T R OHER

BIRERUZ I B MG REAMEIL T3 CEAME R ZE) 1T TRO LB IR L, B
514 8% TlE. JREBHEME FAEET 58. 50+ 11. 55%. FREAPEAEEIRIEE T 61. 99+
9.35%. P THETIL, FNFH53.09+15.99%, 51.85+19.31% T > 7=,

5
RESHEIE TR R 13 9 8 7 5 9
PRSP BRI B 13 10 8 8 8 11
¥ 5 1% HAR
B58 2 6 10 1468)  BE5ETE
0 il ] I \ ! I
20|
n
53
[
i
-F
80 TR
—o— FEIEEETLR
00 —O— REETAHUE
(%)

TR LI PREEIEAR T =R OHER (14 @A SRR D 5

R R W R FE B S DO HERS
BRERICHB T DR PRI & CRYE S EREFRE) 1XTTRO LBV ICHBE L.
BERITIX., REBPEHIE THRFE T 609.58+244. 36mg . JRFEFEA B FIRFE T
648.84+111.84mg ., ¥ 5 14 W #% TiEX. =T £ 729.68+124.60mg .
820.33+135. 34mg Th - 7~

e | —o— REHHETRE
: -0~ REEEBHLY
Tl RERE
1,200 —
X
900
FR
b
:;g 600
=
300 |
0 -
I I I I I
154 2 6 10 1468)
- 5 550
RESRE TR 13 0 8 7 5
REECANL 13 1 8 8 8

TR IR h R B PE B O HERS (14 BRI SCERE D I 5

HEM R

RIVE I FEBLR DL (SP AT %142)

BIEA (FRRR A MR 25 de) (X, IREEHEIHE N REEC 2/13 61 (15.4%) . JREE
FEAEIRRTIAEC 1/13 61 (7.7%) I8RO BT, BIEROWERE LT, JRERHEIHE T
FIRE TR B RS AR KA TERIEN 0 E 3 1/13 1) (7.7%) | JREEFE B RIRRE
TR E Y REAEMA 1/13 61 (7.7%) 1RO LT, ARBRICBWT, SEEHl%
GUOEERRMER R OEGHIMCE > -RWERIZERD b o T,

) AHOAR SN T AELROHERIZ, TEH, EAIZIEZFFXZ FELTLHO0.5mg XY
Bita L. 1 B 1 [E#EA#&E9 %5, £ ORITM P IRELIEZ #EE L7222 5 MEITE U TR~ 121
YD, MERFRITEE 1 B 1A 2ng T, BHOREISIES U THEEHRT 525, kb8
1H1E 4ng &9 5, | THD,
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6) [BEHE®] QT/QTc FHHmER (MR G (R A) 1 (FYU-981-007) *

F V-7 FYU-981-007 3XBR DM EL & 55 5

4
BRI I

RN 48 il (1 24 Bl Otk 24 ) 12, R X7 K 2mg XX 10mg, EF¥ 7
2 400mg (BtERIR) HAVNET T8 AR E2 7 0 A4 — _R—IEICTHAE R CTH
MR O feG Uiz, #5080, #&5-0.5, 1, 2, 3, 4, 6, 8, 12, 24 W& 0EEIX % )
E L. QT/QTc [Ekg % 3l L 7=,

APAI I H

MIgEH FF T FRE, PKNT A =5 %

KT
FFilisE

QT/QTe MHikm %5

el
R H

HEHES FEWEM (MedDRA/J Ver.18.1) %

BT

Y
e

QTcF DZEfLEDFE (A AQTcF) DORFHER
RFFXF R 2mg X% 10mg B[R HRD A AQTeF* (F/h - Fe Ml +90% 12 #E X [H)
ETFTROERBVICHEBEB L., WTHORSIZE W TH W 90%EHE X Mo ERRE X
10ms ZB 2 TV hho 1=,
IR BARRBROSHEE 2R T 270D E LTEXF 7 2 Hn
7o EX T 7 aXH 0 400mg FEEREO A AQTcF X85 4 BRI I Wi 90%(EH X
O FERMEDS bms Z#B % TV Niz,
X0 RTFXT REHRD AQTeF (5 HOARERIZI T D8 50075 D QTcF gD
A E) LE—FSICHE SN T T B REERFD AQTCF & D7
(ms)

20 - =@ KFXZK2mg(n=46)
—0— FFXTK10mg(n=46)

15 —h— TS TOFH2400mE(n=44)
10 |
AQTcF
D

£
(AAQTCF)
0

_5 -
BN EFHELO0%EFEER

-10 -

T T
0o 1 2 3 4 6 8 12 24(R5f)
BERIAR

KFXZ K 2mg X 10mg, EF 7 1P 400mg HEHED A AQTcF ORIEFHER

HEM R

BIVE R FE BRI (SP AT X 52)

BIVER (BEMAEMEREZET) 1. 77 v RFERZ 1/43 6] (2.3%) . RFXTF
R 2mg # 5-KF12 1/46 B (2.2%) | 10mg - 5-FFIZ 5/46 f5] (10.9%)  E¥> 7 ¥
Yo BT 6/44 5] (13.6%) ICERO Bz, BUWEHONERE LT, 7T A&
HEHCTRIN 1/43 6] (2.3%) . FFXT K 2mg & 5-FFIC TR 1/46 ] (2.2%)
10mg $&GWFICBAR, RESRRPRES, THI, B, BEEREREE ., M s v =8
DENFN 1/46 ] (2.2%) . EX 7o xH o U EERIZOLER QT IEE D 4/44 4
(9. 1%) | LR OMKAENZEH 1/44 61 (2. 3%) 1238 iz, ARBRIZBW T,
2 G mERBERIIRD b holz, ARBRICBWTEERIEIZE ST

BITERIE, FFX T | 10mg #5-FHZBHERERE 2Y 1 H1IZRR0 bz,

) ABIOAR SN TV HELOHEIE, HEE, RAIKIERFFXZ RELT1HO.5mg kY
BAdE L. 1 H 1 RO &G 5, ZO®% I IREEE % R L7 h HMEIZIG U TRk 128
W95, HEFFERITIESE 1 B 16 2mg T, BFEOREIS U CEEIR T 208, A&
T1H1[F4mg & 95, | ThD,
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(3) AERICEFRAR
ATHISF AR B sk kB (FYU-981-003) 1= 19

FV-8 FYU-981-003 RER DML & f 5

HAY

WEZESTERBIEREZNRE LT, FFXT7 FOREMMEE E#HHAEOH
RHI R K N2 ORT 1T 5,

BV
THA

ShiaxLF, “HEHEM., T X oMb, 7T BRI, R AT ] g R

ISES

20 LA b oDYE B 2 e PRI MUE B E (RIMHREBIER © 80, #GHERIEL - 80)

[ PRERAE « UGBS 7. Omg/dL DA b, WRFRMJESE (AHHE™ H V) 8. Omg/dL
Lk, dRMIESE (GOHE™ 72 L) 9. 0mg/dL 2L E]

X1 TREEPEABRIY ) &5V MEEARRE] ZFR<

X2 mifE, HERP, AXRY v 7 Fr—24

F72
BRoh AL

- [IREEFEEBTIRL UL DHIEREE] OBHE

- BIfFE 14 BETE TIZ, RERBIEIRNTHEEL L TRV EE

. FE%%wi%ﬁ%@ﬁ%FE(mmﬂi*ﬁ M%) OEPtDH L EE

- HERER GEUEMEITHES) 2683 258%F, HAHUWVIXAST (GOT) XX ALT
(GPT) %3 1001U/L LL ED> B
WA RE K OVERL JE O B RERE E B (eGFR<<60mL/min/1. 73m%)

BT 1k

KREEFEEZ T X7 R 3 HER (Img BE, 2mg BE, 4mg BE) XIL7 7 B ARBEORT 4 #
2T U NZEN T, REBREA 1B 1 ERIRRICROES L, RFXT7 R 3 A
BT 0. 25mg/ B Z2FE-BRMA 5 2 W% F T 2 HEES L7-1%. 0.5mg/HIZHEEL
’C335975>%4L?ﬁi’f235f"ﬂ?§'£5b I 512 Img/H., 2mg/H. 4mg/H DWF I
IR L CHEANDS 8 H%E T4 EERS L,

0 2 4 8 (:B)
2;8E 2;8E 438 fE

» »
L) L]

"9-'37';1";3? 0.25mg/H 0.5me/H 1mg/8
n=

RFRZ I~2mg¥§ 0.25mg/B 0.5mg/H 2mg/B

(n=19
I\?R7I~4mg§¥ 0.25mg/B 0.5mg/B
(n=21)

TR
(n=20) 77tk

W52y a—)

Atk
A H

< TEGHEHE >
FhAE TR (5 8 W XTI G HIERE) (Z31) 2B G-RMED H OO Mg RELEK T
[ (G — G TROM) /H5-RiEX100]

<BIRFHALTE H >
- KRR (B2, 4, 6, 8IHTE) 128 fé&ﬁ%ﬁ#%®m@ﬁ&ﬁﬁF4
- SRR (BGAT G2, 4, 6, 8HTR) KOG TRHIIIT D ik IRERIE
© BGHCTRRCI T 2 MIHRIRIE 6. Omg/dL LLT DR

(7% JRIRAE DS 6. Omg/dL LLF OG5/ A 20 FH % 52451 4% < 100]

i

preeXis
A ZE

HERESL, BIVEA (MedDRA/J ver. 17.0) . JREEASi% %
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< FHEHEHE >

PG T RO IMIE R EEAEAL T2 (FAS fi#AT %152, LOCF)

BT RRICEB T 2B 5-1ME & O MG RBEAR TR CEAME S EERZE) 13,

7T REET 0.85+14.53%., FFX T K Img BET 37.03+8.92%. 2mg BE T
50.91%10.61%. 4mg BT 64.37E7.67% TH VY . FF X T RO HABIGTENTRD
L7z (p<0.001, Jonckheere-Terpstra #RiE) . F7-. FERILLER TIZ, W ILDEE
BBV THEEEENRD LT (p<0.001, Tukey—Kramer 7€) .

KFXFK
TSR 1mg#¥ 2meg## Amg#¥
(n=19) (n=20) (n=19) n=21)
<8.85+1.30> <8.79+1.00> <8.91+1.23> <8.95+1.48>

20—

10| w
0

N

il
B 20 0.85+14.53
|73
,ﬁi-g 30
K FigEtiRMEE
= 40
; MABRGY - p<0.001 .
50 - (Jonckheere-Terpstrat& ) 37.03+£8.92
60 -  *:p<0.001(vs. 75tK2§)
t:p<0.001 (vs. KF2 K1mga) 50.91+10.61*"
70— 1:p<0.001 (vs. FF¥XFK2mggf)
(Tukey-Krameri7) 64.37+7.67*"

80 |
(%) < >HIRR S0 &R E (me/dL)

M5 PRERAEAR TR (B GH T y)

<BIREHIE H >

AR RO IMIEIREEAEAL T2 (FAS AT R 5)

KRR (52, 4, 6, 8lT%) ITHIT 2 GHIMED D OMIGREBER TR CEAE
TEERE) 1T, TROEBVIZHRB L, &5 8 % TIX, 77 &AFEET 0.85=%
14.53%., RF X7 K Img BT 37.14%£9.39%. 2mg B£ T 51.23+10.83%. 4mg BET
64.37+7.67% CToh o7,

Bh 6 HEEDY 8 HETIX, FFXT7 FOHERISERRO bz (p<0.001,
Jonckheere-Terpstra MiE) . F7=. &5 6 WHE KO8 WL OREM LI TIX, WTi
DOFFICBWTHLHAEENRD b7z (Tukey—Kramer BRE) ,

BT )28

77tKE 20 19 19 19 19
KFXSK 1mgd 20 20 20 19 18
KFXSK 2mgd 19 19 19 19 18
KFXZK 4mgd¥ 21 21 21 21 21
BE %A
i g y ; g
30 7 5tKe# e RFXZ N 1mga$
—— KFXS5K2mgE¥ —l— KFX5N4mg#t
_20 -
-10+ T [
0 | |
10
il
B 20
173
g 30
&
1K 40
'F
= 504 T REREE
60 - ARRSYE : p<0.001
(Jonckheere-Terpstrat& . 1 56.8:8%)
70—
#: p<0.001(vs. 75 4#)
80 1:p<0.001 (vs. KFXZ K1mg#¥)
$: p=0.001(vs. KF¥X5 K1mg#¥)
90 #:p=0.005(vs. K¥X5 K2mg#¥)
§:p=0.002(vs. KFXF K2mg#¥)
100 | (Tukey-KramerizE.#&56.8:8 %)
(%)

1375 PRIZAEAR T R OHER
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N
e

<RIREHEE A >

BB 5 M O & T R o0 L 38 SRR (FAS fRAfT 56k 42)

AWE (BeGal, #5 2, 4, 6, 8#tR) KOG TRICIIT D IMIGREM (F%)
EEEERZE) X, TROEBICHRB L, K TRFTIL, 77 B4R T 8. 73
1.54mg/dL, RFXF K Img BET 5.52+0. 90mg/dL, 2mg FET 4. 36+1. 05mg/dL. 4mg
BET3.24+1.0Tmg/dL THoTz, WTHDO FFX T REEL, £ TORE T, & 5-0E
L DI BWTHEBREENRO L (p<0.001, XaDH D tRE) .

| - TR —A— KF5 K mgst
—— KFX5K2mgs¥  —— KFXS5 Kamght
10
8 > |
1
3E
/B
g ¢
fi&
*
4 it
*
29 puprmeEs
*: p<0.001(vs. #&547)
(HEOBBEE)
0 T T T T T T
54 2 4 6 8 () &f&’gﬁ
— SR
JS5uAE 20 19 19 19 19 19
KFXSK 1mg# 20 20 20 19 18 20
KFXSK 2mgdt 19 19 19 19 18 19
KFXSK amgat 21 21 21 21 21 21
I35 PRIEE O HER
<BIRFHIEE >

TG T RO LI PREZE 6. Omg/dL LAT DR (FAS f#HT %142, LOCF)

B G TRIZ I T 2 MG RIEME 6. Omg/dL LA T OERNRIT, 77 BHRFET0.0%, R
FXF ] Ing BET 75.0%. 2mg BET 89. 5%, 4mg BET 95.2% Ch 0. FFXT R0
A ERSEDFRD b7z (p<0.001, Cochran—Armitage i/ E) .

89.5 95.2
(%) 75.0 [66.9.98.7] [76.2. 99.9]
100 - rs—ri—imgsEo [50.9. 91.3]
% O5%EREMERT e
il PR p<0.001
;& 807 (Cochran-Armitaget&®)
FR
B 70
gil'io 60
mg
/dL 507
L
'/Fl 40
@D
E 807 0.0
% 20 [0.0, 176]
10
0
T7REE 1mgd# 2mg#¥ 4amgs¥
(n=19) (n=20) (n=19) (n=21)
FFXFK

1375 PRIZAE 6. Omg/dL LLF DR (Fe 5448 THE)
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I IR\BE B2 % B < BIVE RS BUIR DL (SP AT 1 5) )

S M BEEN A & bR < BIVEH (BRR MM R 2 5 1) 13, 77 B ABET 3/20 51 (15. 0%) |
RFXF R Img BET 2/20 f5] (10.0%) . 2mg BET 5/19 5l (26.3%) . 4mg BET 1/21
Bl (4.8%) IZFBD BTz, 2 BILLEIZRBLLZFIERIL., RFX T KN Img BECIUR
AHRIEAS 2/20 4] (10.0%) | 2mg BE TP ARPRED 2/19 B (10.5%) (2RO BTz,
TR ARRETCAHALNEIERIL, WIEARR, WUEARRE, Kb .1 7armar7 v
BN ML 2 L7 F ok AR F—FBEMTWTIE 1/20 6] (5.0%) 123D 5
Nl £ RFXT R dmg BETAHOIVCRIERIX, AF P EREEE NN K O A i EREE N
TWERD 1/21 1 (4.8%) 12RO BT, ARBRICBW T, ELHl &2 & EE
TERITERD b oz, ARBRICB W THREDILICE>T-FIERIZ. FFXT R
2mg FE CHEERRELEAS 1 HINZERD BTz,

R BAE S (SP fiRATerge) )

Ji R BIHI R OEIWEMIX, RFX T K Img BET 1/20 ] (5.0%) . 2mg #ET 1/19 i
(5.3%) . 4mg BET 1/21 5] (4.8%) [ZiRD BLT=, 77 v AREE I ERIHi 2 D El
TERNZERD b ho T, AREBRIZIB W TG T 1R TE - 72 % B i 4 o BIVE X
O BRI,

BHREZ L O BB RORFBPRBRIITERO L BY ThoTz,

¥
A=

R R

I B\ BE i ¢ 0D g A1) 6 B 2R

Ji BB EI R ORBLE [% CERBLBIEL/ Xt 5451%0) ]
2 b 0~2 % | %5 3~4 B4 | 5 5~8 i

75 R 0.0 0.0 0.0 0.0
(n=20) (0/20) (0/20) (0/19) (0/19)

Img BE 5.0 0.0 5.0 0.0

F | (n=20) (1/20) (0/20) (1/20) (0/19)
2; omg 5.3 0.0 5.3 0.0
5 | (h=19) (1/19) (0/19) (1/19) (0/19)
K| 4mg BE 4.8 0.0 0.0 4.8
(h=21) (1/21) (0/21) (0/21) (1/21)

*) FFRXT OB FIZ L0 MFRELE O 27 B A Ve BB R 233558 S 415 W HE
PR LD Z b, MBABEERICEL TIMoAERR LRIER L L,

E) AFNOERINTWLHELROCHEZX, THEE, KAIZIEZRFXZ RELTLT H 0.5mg &
DBLG L. 1 H 1R OE ST 5, ORI M IRIEM 2 MR L7220 b LTI U TR~ IZ
BT 5, MEFFEIZET 1 H 1 2mg T, BEORIEIZS U CEEHET 228, RkKEE
BlX1H1F4ng &35, | THD,

_24_




(4) HREERIEER

1) ARG BR
O ILF A RS MHEERER (FYU-981-006) '+ 19

F V-9 FYU-981-006 #kBk DOMEEL & il R

HHY

a2 E fem RIRIEBE 2R Z & LT, RFXT FOMESUSHEDRGER V4
PEDORRE 21T 9,

kbR
THA

Sl dtF, “HEEMR, T MME T RA IR R A TR R

PSES

20 1% LA L oY R % e i SRR IMAE FBE ™! (BIFHEBI%L - 201, BEHERIEL @ 200)
CIf i PREEAE - /5 EUEE 7. Omg/dL LIk, ERBIMERE (GOHE™ H V) 8. O0mg/dL
Pk, @REBELESRE (BOHE*722 1) 9. 0mg/dL LLE]

1 TREPEAREI ) Ho5WE DEEREE] &<

X2 |EME, BRI, AXARY v Ka—A

F72
Broh A YE

- [PRERPEABTI | X DHEIERRE] OB

- BIfFHE 14 BHATE TIZ, JREBIHIROSTHEL L TV EE

- BREA B D WITERR RS A IR XX ERYE) OAD0H 5 B

- EERIFEER GEREMIFEES) 2687588, HDHWIETAST (GOT) XX ALT
(GPT) 7N 100IU/L LA Lo

- EHEOBMREREEES (eGFR<30mL/min/1.73m%)

BRI

RREEE NTFX T R4 HERE (0. 5mg BE, 1mg #E, 2mg BE, 4mg ) LT 7 B AHREE
DFF B BECT X 2ZEIV AT, 1RBREEE 1 A 1 EFIRRICEARS L, RFX
7 R4 HERT 0. 25mg/ A Z2 & 5-B460 5 2 % £ T2 MRS L%, 0.5mg/HIZ
HMELTIWEEND 4% ETC2HEMKES L, &5I120.5mg/H, Img/H, 2mg/H.
dmg/ B OWFRNITHER ST E L CHEE NS 12 8% £ T8 EMHKE L,

9 2 4 1268
oEm 258R

KFFXZ N0.5mgs¥ 0.5mg/B

0.25mg/
(1=40) e—

FFRTE1ME® g o5mg/g O-5me/H 1meg/B
n=42)
3

g

2mg/H

(
KFXZK2mg¥ 0.25mg/B 0.5mg/B
(n=39)

4mg/H

0.25mg/g L0.5Mm8/E

TR

RFXZFd4meg##
(n=40)

7R
(n=39)

G5 A a—)u

A
R

< EEEHEEE >
B TR (G 12 BTG IERE) (281 & 5-RMED> & O Mif IRERE T
= [ (BGAME— B GR TR OE) /F5-ifE X 100]

<RIWKEHIE H >
o KRS (%5 2. 4. 8. 1201%) ([2BIT D ERTED S O M5 R EAEAR T R
o KWES (B GAET, BE 2, 4, 8, 12#%) KROBEHRE TRHCIS T B I i IR G
- BHRETRNCE T D IMIEREEE 6. Omg/dL LLT O EERK =R

(I, 7% PRI AS 6. Omg/dL LA T OBk /A 2 A 5k S 51185 < 100]

it

A

freelus
BRLEYE!

Yivay

HEES BIVEH (MedDRA/J ver. 19.0) . JEEEHIL %
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< FEHFHEHE >

PEHA&E T RO IMIE R EEEAR T (FAS fi#MT %152, LOCF)

B A& TR T 2B 5D & O Mg IREEIEAR T 2 CRM EERZE) X, 77
TAREET2.83£8.19%. KF X7 K 0.5mg BT 21.81*11.35%., Img FET 33.77+
9.82%. 2mg FET 42.66+13.16%. 4mg BET61.09£8.75% THV ., FFXT7 KDMH
BROGHERMFES L7z ( [FEMNT] p<0.001, Jonckheere-Terpstra fiE) . F7o.
FEMERS Tl WITNOREMICB W THOEEZEZDPBO LN (RFX T K Img # vs.
2mg B : p=0. 002, FDOMOFEER : p<0.001, Tukey—Kramer 7€) .

KFIXZK
TotRE 0.5mg#¥ 1mgs¥ 2mgs¥ AmgB¥
(n=39) (n=39) (n=41) (n=39) (n=40)
20 - <8.93+1.04> <9.02+1.20> <8.8411.07> <8.96%1.14> <8.94+1.10>
-2.83x£8.19
,10 —
0 —
10
20
1m
B 30 .
+
g 40 - 21.81+11.35
+
T so- 33.77+9.82
% Tl RS
*11
60 FAERGHE | p<0.001 42.66+13.16
(Jonckheere-Terpstraté i)
70— _ *t#§
*: p<0.001(vs. 75 &#8) -
t: p<0.001(vs. K¥X 5 K0.5mg$) 61.09£8.75
80 — 1:p=0.002(vs. KFRXZ K1mg#)
#:p<0.001(vs. FFXFK1mg#)
§:p<0.001(vs. EF¥XFK2mg#f)
90 (Tukey-Kramerig &)
100 — < >MAIFESHMAREEE (mg/dL)
(%)

LOCF : RT — & # etz [T LT EICE S THiET 5

M5 RIRIEAR TR (B 544 TH)
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¥
e

<EIWREHEEE >

KRR O IMIEIREBAIEAL T2 (FAS fiFAT X1 5)

KRR (&5 2, 4, 8, 121%) 2B T A HEEGRMED S O MIEREMIK T CEEE
THEWERZE) 1T, FTRO LBV ICHER L, &5 12 % TIE, 78R T—3.01%
8.36%. RFXTF KO0.5mg BET 21.92+11.48%. Img BE T 34.52+8.71%., 2mg BET
43.86+12. 34%., 4mg BET 61.09+8.75% Th > 7=,

B5 8, 12 8% TIX, FFXT7 NOMERISHERFRD b7z (p<0.001, Jonckheere-
Terpstra #E) . £7-. %5 8 B LN 12 BHEOREFMEE: TlX, WIFNnoRERICE
WTHHEBEZENBO LN (%5 8% D RFX T R 0. 5mg £ vs. 1mg £f : p=0.001,
F O OB ;- p<0.001, Tukey—Kramer ¥iiE) .

H%

TSR 39 38 39 37 36
RFXSK0.5mgd 39 37 39 38 38
RFXFK 1mggf 42 4 40 38 40
KFXSK 2mgd 39 38 38 38 36
KFXSK 4mgl 40 40 40 40 40

#E5%AE
B5H 2 4 8 12 (8)
L | I | |
_30 |
-20
_1 0 -t
0 . | — L é
L i 1 i
m 10 T
% 20 | ,J *
% 80 1 |
&8 40- *f pry l
% 50 *1# *t#I
£ 60 TR
*1#§ *}#£§
70 ABRSHE 1 p<0.001
80 (Jonckheere-Terpstrat® . 1858, 128#%)
*: p<0.001 (vs. 75t KE) =
20 t:p=0.001 (vs. KFX5 K0.6mgk!) -7
100 — $:p<0.001 (vs. K¥X5 NO.5mgs¥) thzhoASmgg;
(%) #:p<0.001(vs. KFR5 K1mg#) == RFX T N1mgaE
§: p<0.001 (vs. KFXF K2mga¥) —— KFXS5N2mgd¥
(Tukey-Kramert& . 1&58. 12;:8%) =l RFX 5 R4mgd#

1375 PREEAEAR T R OHERS

<RIWKEHIE H >

BB 5 Ky OV A& T IR 0 L I8 JRIGRAE (FAS fiAT 1 52)

KWEaL (B, $e5-2, 4, 8, 12 #1%) KOG TRHZEBIT 2 Mg REEHE (CFY
EEEERZ) L, TROLEBVICHE L, FFXT7 ROWTHOREZIHE W T S 2k
TGRS ORICEEZNRO b (p<0.001, IE0H D tBE) .

(mg/dL) =75t NFR5R0.5megs —A— FFRZN1mgss
12
—&— KFRXZR2meg# —- FFX5 Namght
%f %1

— —+
= =+

TR R i E
[}
1

4 THEEFEEE 1 i
#: p=0.034(vs. & 540)
2 1: p<0.001 (vs. 541
HEDH tHRE)
0 I T T T T T
#&5H 2 4 8 12 (GE) BE5RTH
, (LOCF)
Bl ey Ll
TSR 39 38 39 37 36 39
KFXZK0.5mgst 39 37 39 38 38 39
KFIXSK 1mgs 42 41 40 38 40 41
NFXSK 2mgB¥ 39 38 38 38 36 39
KFXZ K 4mgHt 40 40 40 40 40 40
ES 7
MIE IRERE DOHERS
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<ENRFAGEE >

PG T RO IMIE JREEAE 6. Omg/dL LU F DRk (FAS fEMTXF5:, LOCF)
BHHETRAZ BT D MG REEE 6. Omg/dL UL T OEERHEIL, 77 BAREETO0.0%, K
F X5 R 0.5mg BET 23. 1%, lmg #ET 65.9%. 2mg #ET 74. 4%, 4mg #£T 100. 0% T
HV. FFXT7 RORABKIGHENRD 57z (p<0.001, Cochran-Armitage HE) .

%) 100.0
’ [91.2, 100.0]
L 74.4
f1 90+ IF—/—RUL IR 65.9 [57.9, 87.0]
= EREOISUEREMERT, [49.4, 79.9]
80
X ARRISH : p<0.001
% 70— (Cochran-Armitagei& &)
6.0 60—
mg
/L 507 231
5 40- (111, 39.3]
I) 30
E 20 0.0
g 1o [0.0,9.0]
[0]
TR 0.5mg## 1mg#¥ 2mgg$ 4amg#¥
(n=39) (n=39) (n=41) (n=39) (n=40)

KFRS K

[ IE PRIRAE 6. Omg/dL LA F D FERLE (54 T )

HEM R

T JE\BE B 2 % B < BIVE R & BUR DL (SP fRbfT &t 4)

Jrg JEVBE 2% % bk < BIMEA (BR RSB 2 5 8e) 13, 7" 7 B ARET 6/39 i (15. 4%) .
RFXZ K 0.5mg BET 5/40 # (12.5%) . Img BET 6/42 5] (14.3%) . 2mg BT 6/39
B (15.4%) . 4mg BET 4/40 f5i] (10.0%) (2@ BTz, 2 BILL EIZ 5B L 7= BIVE A
WX, P RECTRT B, Iz a7 ) UM 2/39 6 (5.1%) . FF X7 K Ing
BT —NT7TEFADIZ N aWI=F—BENn 3/42 6] (7.1%) . 2mg BETRS
B.Irurua7 Y N, B—NTEFALDZ a3 =F—PHn, [k
IMARZIZEI 2/39 B (5.1%) . dmg BETIRHF B X7 m s 7Y N, B—N7T
tFADI NV aY I = =B, o, 27 a 7 ) UHEINRZREN 2/40 #
(5.0%) WD BN, FFXT FO0.bmg BETALIZEWERIL, AT, v-
GTP HEMZE TV 4L 1/40 5] (2.5%) IZR8® Hitiz, ARBRIZBW T, HTHlZE
TeHEERBNERIIRD SN hoT-, EARRBRICBNTHE G PRI E - 725 BB
iR ZRSBIWERIL, 77 8RBETIRF .27 v a7 ) N 1 HIZFED bz,

SP TR - IRBREE A 1 BILL B G S, BERICZEVEORHEA TaE 2 @G
BTV DIEH]
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R BAEGJ (SP AT erge) ™)

JERBIEI R OBIERIZ. FFXF FO0.5mg BT 1/40 5] (2.5%) . lmg #ET 2/42 14
(4.8%) . 2mg BET 3/39 1] (7.7%) KON 4mg BET 3/40 5] (7.5%) 2@ BT,
77 ARG R ORWER TR b/ o7z, ARBRICEB W TG HIE
WCE S T EBIEI R ORWERIL, Img BET 1 HIZFRD BT,

&ﬁﬁ " & O EBEEI R ORFHIBIIFBLRII T RO LB ThoTo,

e JE\ BE 2% 00 INE B 1 56 B 2

i B BEEIR ORBIR [% CEIBIE/ kISp1%k) 1 %
» st 5 0~ 5 3~ 5 5~ 5 9~
| & i 2 1tk 4 181 8 % 12 1%
3 JE 75 & AREE 0.0 0.0 0.0 0.0 0.0
(n=39) (0/39) (0/39) (0/39) (0/39) (0/38)
0. 5mg B 2.5 0.0 2.5 0.0 0.0
| (a=40) (1/40) (0/40) (1/40) (0/40) (0/40)
;; Img BE 4.8 2.4 2.4 4.9 0.0
= (h=42) (2/42) (1/42) (1/41) (2/41) (0/40)
1 omg BE 7.7 0.0 2.6 5.3 2.6
ii (n=39) (3/39) (0/39) (1/39) (2/38) (1/38)
Amg T 7.5 2.5 0.0 2.5 5.0
(n=40) (3/40) (1/40) (0/40) (1/40) (2/40)

X FHIE TIEBIOEEH Y

k) RFXT ROIEFLNRIC L0 M5 REE O 2 72 BN L R BB R B HR S 5 hE
PR DZ D, JREBEERICEL TiIthofEFR ERIEE L L,

E) AANOERBI N WAL HELCHEIZX, HEE, RAIZIEZRFXZ FELT1 H 0.5mg X
DBATAE L. 1 A 1 [EE A5 5, T ORITM T REMEZ MR LA S MLEICN L THR LI
WET 5, MEFFEITEE 1 B 1 2mg T, BEFEORIEIZS U CEEHEBT 225, kKRS
BlX1H1E4ng &35, | THD,

QFEMIH T =7 %Y A K v MR EEREEGAR (FYU-981-014) © 2
FV-10 FYU-981-014 BR O L FE 5

a2 S emRIRIIERE ZXFRE LT, FFXT FOT7 =27 %Y A F v MIT

BB e bE o LR O 2D R 51T 5
,?j?/ SRR, B, T L. R AR T R e

20 i LA B YR R % T RIS IMAE FE ! (BIFHE B - 203, BEHRERIEKL : 201)
LIy PREEAE - Jf RS 7. Omg/dL LIk, SRBIMERE (GOHE™ V) 8. 0mg/dL
wtg |k, mIREEMERESE (BO0HE™ 72 1L) 9. 0mg/dL DL E]

M1 TPREEPEIMK TR | NEAM) Uk TEFA

K2 EJmIME., BERF, AXRY w7 v Ka—A

- BIHE 14 BRTE T, JERBIEI R ATE L LTV RS

. #E%éwi%ﬁ%@? ghsa (MR XIIEEESE) O&0F0s 5 BHE
o HEEZD, BB MR, WOWERBEOAIEE AT 5 HEE

< AST (GOT) UZ ALT (GPT) 2% 100IU/L LA o>

- HEEOBHKREREBRE (eGFR<30mL/min/1. 73m?)

i
BRANHLAE
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BR T ik

RBBRFEE RTFXT NI T 27X A%y MNED 2 BECT V&2 2IZE Y 1T,
IRBRSEA 1 H 1 MIFIRZICROBE Lie, RFX T REEX 0. 5mg/ H 2 BEG-BAR 5
2 W% E T2 G L%, Ing/ HICHELT3IEAND 6 B% £ T4 BHEKRS
L. E6I1C2mg/ AICHELT7THEND 14 BB E TS EMKE L, 727XV X
2 NRET 10mg/ H 28GR 5 2 % E T 2 HE#E G L%, 20mg/ HIZH&E L
T3WEB»S 6 HBZFETA4HEMBEL, I HIT 40mg/ BIZHEELTTHEBND 148
#%ET8EMEZEE LT,

o 2 6 14 G

2B 4B 8:8

>4 n

KFRXFKE  05mg/B 1ms/H
(n=100) Zme/8
TTEIRE N oma/E 20me/H 40mg/A
N

BEH Ay a—

A
FE{ME F

< TEGEHEHE >
B TR (B 14 83U IERE) (2361 2 5 5-RifE D> B 0 i IREREK T
= [ (BGAME— G/ TR OAE) /$e5-RiTfE X 100]

<RIWKEHEE B >
© FEEE (B E 2, 6, 10, 143%) I2BT S EERME) D O MERBEK TR
o KRR (G, 52, 6, 10, 14 #81%%) MOWEK TR 2 MG REERME
- FEERL (5 2, 6, 10, 14 1R KOG TRICEIT 5 IIE REAMHE 6. Omg/dL
PUF DR
Lf 15 R ERAE S 6. Omg/dL LA O FIEL /A 50PN k545152 X 100]

A

&3

free e
BALEEYS

HEFES  FIEH (MedDRA/J Ver.21.0) . JmmBISEIS &

o |
ﬁ 20

< FEFHEEAE >
PEHAET RO ME IR T2 (FEFHMMIEE ; FAS f#HTki4:, LOCF)
B TR 2 B 5-RMED & O MG REREIR N CEAEEERZE) X, RF
X7 KHECT41.82+11.47%., 7 =7 %Y AH v MET 44.00+10.63% CTH o7z,
ML REREIR N R OB GRER OE DT —2. 17% [ 95%I5HEX M : —5. 26%,
0.92%] TH VY, W 95%EFEXH D FREN IS~ — 0 (—10%) & EFRlS7-7
O, 7T XVALy METHT D FFX T FEEOFFESIEPRRES T,

RFRZNE 17% /A2y N}

(n=99) (n=100)

<8.61+1.05> <8.67%*1.06>

20+

30+

B 40+

i@ 50 —

60 41.82+£11.47 44.00%£10.63

70 -

hERREETRORME | FHRRED
80— [ 95%BHERE] (%) K f@ipfab

-217
[-5.26, 0.92] <0.001

100 a: RFRTRE—TITFYAAY M FmLIHER
(%) b: 2K t&E. DT> (-10%) < >RiFESHNERES Mme/dL)

M5 PRERAEAR T =R (B G448 T Hy)

90—+
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N
e

e

<EIREHIE H >

KRR O MG REEEIS N3 (FAS fRATXIS2)

KRR (%52, 6, 10, 14 %) ([ZBT DHEEGHMED S O MG R TR (%)
EEERERZ) 1T, TROEBVIZHER L, &5 14 BE T, N5 X7 REET41.93
£11.49%, V=T XV AX v MET 44.52£10.39% CTH - 72,

#E5RGHEAR) (99 (99) 1 (98) (96) (95)
0.5mg/A me/H
NFRS K =
(100) (©8) 20me/B (98) (94) (94)
mg
FITEIREY N mamelE 40mg/B
RS 1RHAR
BEH 2 6 10 14 GH)
0 ™ | | | |
20
i
A 407
R
[
&
%
60
=
80
—8— N FRTNEE
- 7ITHVRARY M
T LR
100
(%)

175 JRERAEAR T R OHER

< EIREHIEE H >

KRR L OB 5 T RO M5 JRERE  (FAS fEHT X 5)

KRR (&G, &5-2, 6, 10, 14 %) ROEG& TRIZEIT 2 MIGREE (F
VI AR ZE) 13, TROEBICHRE L, HEK TR TIE, RFX T NEET56.01
1. 16mg/dL, 7 =7 ¥V AKX v MHET 4.84%1.03mg/dL TH o7,

(mg/dL)

124 —8— KFRSKH

== 71 7¥ ALY MY

10+
m 8-
JZE
/B
fi& %

4 —

2_

TR EAEE
0 T T T T T T
B 2 6 10 14 (8) BSRTH
(LOCF)
S HHAR
B8 FHEMNE) (99 (99) me/H (98) (96) (95) (99)
mg
— 0.5mg/H 2mg/H
(100) (98) 20mg/B (98) (94) (94) (100)
TITEUARYNE  memilE 40me/H
MY IR EEAE D HER
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<EIRFAGEE >

KRR OB A& T RED I G R LA 6. Omg/dL LA T DOEERKEE  (FAS FRMT X 5)

KW (B 52, 6, 10, 14 %) KOG TRICEIT 5 MG REEMHE 6. Omg/dL LT
OERFIL, TROLEBVICHRE L, BEKETRTIE, FFXT7 REET 84.8%., 7
2T XAy MHETS88.0% Th o7,

Il K FRTRE

92.6

(%) e 91.5 88.0
o EETI7EURZYRE [34%1'9-':3.[5%53 9701 gg 31839, 96.3] 84.8(800,036]
o IS5/ —RUL JRRERED ! [76.5.91.7] [76.2,91.3]
o O5%{EHEM AT,
=] 65.3
53 80~ [55.0, 74.6]
531
& [42.7,63.2)
75 6.0 60
A mg 32.7
ij /dL o8 3L23 5,42.9]
9| kY .
P J:é 404 (471,350
2
iE 20
BX
$
0
2 6 10 BERTHE
(LOCF)
RS EIAR
BE5E(HEMK) (99) (99) (98) (96) (95) (99)
Frxsin S — 2me/H
(100) (98) (98) (94) (100
EE T DT TRR|- P—- L e

M3 FRFRAIE 6. Omg/dL LL T DRERK L OHER

. Jia JELBE Fi 2% 2 B < BIVE A& BRI (SP figtrets)

s R BRI R A bR < BER (BRIRMAEERE 2 5T) X, RFXZ NEET 16/99 4
(16.2%) . 7= 7 XV A%y NEET 17/101 f5] (16.8%) IZRBH BN, RFXT R
FETAHONRBIERZ, BIEIR, EATIEE TS 1/99 61 (1.0%) IZ7#EH 5
Nz, 7x7FIRZy MET2HILLEICASNTZEBIERIZ. RP B2 7urnr
U UHINAY 4/101 1] (4.0%) . &I, TH#HI, B—N7EFADILatI=F—+F
AN, AFRERERMRAE B AN 2/101 B (2.0%) IZRERH LTz, AEBRIZE VLT,
WAL E I EBNIFRD Do T, KRBRIZEB W, EEZREWEHIZI FNFX T F
HTEHROLNT, 727F Y A%y MECTHEEN 1 fICRD b, KRBRIC
BOWTEGEHICE > 72m AR 2R BEMIX. FFX T REETITRD LT,
T 27XV AK y MEECHFREE R OBEFEN T 1 FICE S b,

R BAEGAS (SP fRbTers:) )

e EBEE R OBWER X, RFX T FEET1/99 61 (1.0%) . 7= 7%V AKX v MEET
5/101 B (5.0%) 238 Hilz, ARBRITEB W CTHREGH IRICE - 7= a2 DO
ERIZ, FFXT7 FHETIEROLNT, 727 F VAKX MET2HIZERD BTz,
B H5REZ & o RBIE 2 ORI BRI T RO LB THhoTz,

HEM R

e JE BE £ 25 0D IR 1) S B 2

Jo BB R ORBLR [% CGEBIBIE/ 6% ] *
AR Beh- 0~ B 3~ Beh 1~

. 2 A 6 % 14 %

RFXT NEE 1.0 0.0 1.0 1.0
(n=99) (1/99) (0/99) (1/99) (1/97)

T2 T XV AL y NEE 5.0 0.0 3.0 2.1
(n=101) (5/101) (0/101) (3/99) (2/96)

X FHIM TESIOEEDH Y

%) RFXT ROIKEEIC LY M IRFRIEO S 72 BN R BB R B3R S D iThE
T3 o 2 &b, FREBEFIRICE L Tl EER LRI L L,

1) AR OAKR I TV D HER O &I,

DB, RAZIERFXZ RFELTLHO.5ng &

DEMEL. 1A 1 EEO#HRE TS, Z2O®%ITMPRBELZHER L2N HLEIZSE D THRA I
MR 5, MERFEIZEE 1 B 1[0 2mg T, BEOREICS U CHEHEIEE T 203, RS

X1 A 1A 4ng &35, |

Tho,
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@FMIHN > X7 u~n x5l T~ EEMRILERER (FYU-981-011) % 4

FV-11 FYU-981-011 ABEROWEE L 5 H£

a2 S emRRIERE 2R L LT, RFXT ROXRC AT r~m AZxT 5

U ORI R O R DR 1T 5
PR\ e CmER. T AME. SRR R (TR
THA
20 LA YR R 2 e i SRR IME FRE ! (BIAHEFIEL - 201, BESHERIEL : 201)
(5 PREAME - J EUBE 7. Omg/dL DL L. @RBIMERE (APHE* H V) 8. 0mg/dL
*% |k, EREBBMERE (AOHE® /2 L) 9. 0mg/dL UL E]
X1 TRERPEAEBTI ) HA W RHERRE] k<
X2 JBIMJE., BERF., AR w7 Fa—»A
- [REREAGRT) X PHEARGE] OBRE
- BIRHHE 14 BRTE T, JEERBIEIRATEL LTV RS
E - BREA DD WVIEEERN RS (IR ITERRDZE) O&0toH 5 HEHE
PROMELYE | - HEEAE (TERGLZOREROEEE SELEMEIZOWNT] 7 L— K2 IZHY) .
HAUNEAST (GOT) It ALT (GPT) 73 100TU/L LL oo F
- HEFEOBEREERSE (eGFR<30mL/min/l1. 73m?)
WBEEE FFXT FEEUIRV AT a~a U B0 2 BECT VX LZE T, 15
BEkA2 1 A 1 eI OES Lz, FFXT NI 0.5mg/ B 25BN 2
BB ET2EMBELG Lz, Ing/ HICHEELC3IHEEND 6 B E C4HMBERE L,
S5 2mg/ HICHEE L CTHEBENS 14 A% FECSHEMBES Lz, R AT rn~vnr
HEIT 26mg/ H 28 5-BRME°0 2 8% F T2 A& G L-%. 50mg/HICHEEL T3 A
H25 14 % F T 12 BMEE L=,
R 715 0 2 6 14.68)
CoEM . 4l S3R N
Rt
BE R ry a—)u
< EBRAHEH >
PG THE (155 14 M8 U G0 1E0E) (231F 5 B 5Rifins b o0 Ml RS IS T
R (RE5ME—BG&TEOM) /$H5-77ME X 100]
 [<mnarnm R >
CRAME | RS (52, 6,10, 1488) (CB1T 2 5RIED S O M REEE TR
A | - KRR (B HET. B 520 6. 100 1431%) KROMEHHE TRHC T A i R ERE
© FHEE (52, 6, 10, 14 %) RUOWREH& TRNIBIT 5 I35 REEE 6. Omg/dL
PUFOER R
L& REAME A 6. Omg/dL LLF D FIH/ A bRl 52 45114k X 100]
s
BENE | s B (ledDRA/J Ver. 20. 1) . FEEEEI% 4
%Wﬂﬂlﬁﬁ = N H . . N 3] R[1ZK
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< FHEFHGEE >

BEGAE TR O IEIRIRMEAR T2 (FAS f#HTGL, LOCF)

BEGAE TR BT D BEG-RIED b O M RERIEIS T 8 CPE AR ) 13, FF
T FEET45.9211.94%, N A7 a~<a U B T43.87+11.84% Th o7,
135 PR AR T R O F SR O I D 2O WA 95% fF K AN TR —1. 27%.,
ERRAE 5. 37% TH Y . Wil 95 % FHHKH O FEMEZ IS~ —  (—10%) % I
[l o7fzth, Ny AT BT D FFRXT MEEOILIEDHEE S 7z,

KFRSNEE AYZXTOvOVE
(n=102) (h=98)
<8.90+1.16> <8.9241.28>
0 —
10—
20—
30—
i
B 40—
g
& 50—
%
60— 4
&= 45.92+11.94 4871184
70
mFRBEETRORME? | FLEERED
80 DFERO5% BB (%) K Ripfab
90 -1.27,537 <0.001
100 - a: NFXSRE—AVZTOTOVE PR RREE
(%) b: 2R tBE., LMY (10%) < >R SR M REL 6 (me/dL)

ME PRERIEAR T = (BG4 T Hy)

<EIWREHEEE >

KRS O MG REES T3 (FAS fRTXI52)

KWERL (52, 6, 10, 14%) (2B 2 BERIMED D O MG RBEIK TR (CFY
EEEERZE) X, TRO LBV ICHER L, &5 14l Tk, RFX T FEET 46. 21
+11.90%., R A7 a~vna BT 44.16+11.66% Th - 7-,

B HREB O BICB W T, 852, 6, 10 B TIIABEENBO LN [p<0.001
(52, 6%) . p=0.022 (B&5 10 H1%) | 2R tfE] . &5 4BEZTITHE
BANRO o7z (p=0.236, 2K t RE) .

BRE5®(FEHNH (102 (101) — (99) (100) (94)
0.5mg/ me
NFRS KB it
(98)25 /E(QB) 97) (95) (93)
mg
~RyZx7OvOrE S0me/8
BE%HPRE
54 2 6 10 14 (@)
0 1 ! ! |
20
i
b 1 40 —
73
/4
&
=
60 —
= 4
—8— KFRFNEE
80 ==~ ZX70v0rE
T tiReRE
*:p=0.022(vs. X>X70v0>H)
*%:p<0.001(vs. X>X7O0v0O>3)
o (A RE)
100
(%)

175 JRERAEAR T R OHER
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N
hE

<ENRFAGEE >

B S R OB A T R D I I R A (FAS FRAT %1 52)

KReRl (BGAT, 52, 6, 10, 14 1) KOG TR 2 Mg REEE (CF
Pl AR S (X, FTROEBVICHB L, # 5K TRTIX, FFX T FEET4.80
+1.16mg/dL, Ry X7 a~ua BT 4.98%+1. 14ng/dL Th -7,

(mg/dL)
7 —— KFXS KR
o - ARYATOTOVE
m 8-
A
Z e
& %
4 —
2 —
TR
© wEW 2 6 10 14 GA) BEETH
RE5%EM Lo
BERFEAK) 1020 101) ©9) (100) @a) (102)
ot L e T T
) D o7 (95) (93) ©8)
ARyZ7OvOrE 50mg/H
B R OHER

<HEIREHIEHE >

A | BRI KO GA& T IO MLE JRBLAE 6. Omg/dL LA T DERKR (FAS FFHT )

j@ KA (%52, 6, 10, 14 818) KOG THICIST 5 MIEREEE 6. Ong/dL LA T
DOERFIL, TROLBOICHRE L, BEKTRFCIX, RFXT FEET86.27%, X
A7 u~wua L HET83.6T% ThoT,

BHERBOLIRICHE N T, &5 2, 6 HEZ CIIAEEENRBO LN (p<0.001,
Fisher O IEREMRTE) . &5 10, 14 BHREOREK TRETIIHEEZDRD Lo
72 [p=0.069 (#5 10#7%) . p=0.678 (F5- 14 W) . p=0.693 (BeHH& THE) |
Fisher OIEfERE] .
%) M <725 Il AX7avorE
? #:p< vs. AN TOvOY 0
i . ilihf;?%}z%til)m;amm : o e 2% 9510[],?5?‘ gﬁji[m%g 923323] D [7:?0? 922-291 Jeser
é 80 95 A:{Eﬁlzl’-‘l&ig.QO
6.0 60
mg
/dL
Ll 40
"F
)
E 20
5
$
0-
14 GE) BERTE
?’x"'—'}&mﬁﬂ (LOCF)
BERGHEAH) (102 (101) (99) (100) (94) (102)
FFERSEE  Semed —— 2mg/H
(98) (98) 97) (93) (98)
NYXTOTOVE 50me/B
M3 FREEME 6. Omg/dL LA R DR OHER
I JE\BE & 2 2 B < BIVE R S8 BUR DL (SP bt 4)
i R BRI R A bR < BER (BRRMAEERE 25T) X, RFXZ REET 7/102 4

L] (6.9%) N XTuwr T 1/99 6] (11.1%) IS b, 2 FILLEICHEEL

Z\ L7ZBIERIZ., FFX T REECEMIRD 3/102 41 (2.9%) . XU AT n~n  fET

P |ALT SR O AST #9234 2/99 il (2.0%) (SR80 BTz, ARBRIZE VT,

MRE L HICHTEHI 2 G EERBEMIIRO bR hoT-, RBRIZB W TG Hh
1RICE - 798 ERIE A LA OBIER X, RFX T REECIBIREEN 1 RO B,
Ny RATawn URETIETERD bR o Tz,
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AEET
REM R

Ja BB 25 (SP f#bTxi5)

JAEBEIEIR ORIE-IZ, FFX T REET8/102 41 (7.8%) . X A7 m~vnm T
5/99 f5il (5. 1%) IZF8® bz, ARRERIZISWTHRE-H IR E - 7o 9m BB i 2k D @iIE
MiZ, FFXT FETLANCED b, N A7 n~vu CRFETIERRO biigholz,
FhAE 2 & ORI ORFBIFIRITTRDO LBY ThoT,

e JEN A 57 4 0D RE 44 31 3 B R

i MBEEI R ORBLIE [% CRBLGIER/ 5455 1
~ Beh 0~ el 3~ Beh T~
el 2 % 6 W% 14 8%
KFX T Rt 7.8 1.0 2.9 4.0
(n=102) (8/102) (1/102) (3/102) (4/100)
Ry AT n~n LR 5.1 0.0 2.0 3.1
(n=99) (5/99) (0/99) (2/99) (3/98)

X FHIFE TIEBIOEEDH Y

*) FFRX T FOIEBZRIT L0 iE IRERAE O SI 2 8B AV R B 2 2555 78 S 5 lee
PERH LD Z DD, RABEERICEL TIMoAERR LRI L L,

1) AROAKR STV D HER O &I,

DEE. A FFXZ FELT1HO.5ng &

DERRE L. 1 B 1R O#E51 5, FO®BITIM P REBE 2R LN 6 MBS L TR LI
WET D, MEFEIZ@E 1 B 1A 2mg T, BEOREIZL U CHEEHEMT 508, kKRKES
X1 H 1B 4mg 95, | THD,

KIFTERBIINTNDER AT~ DORIEE
JESEIC

(TR, DR, i PRERIE 2 5 i

B 2mRBIVEDOSHE] THD,

2) B ER
AR R 55868 (FYU-981-010) '& '7 3%

FEV-12 FYU-981-010 ER DS L F5H

H #Y)

R 2 S emRRIERFE 2R L LT, FFXT FORBIRGIZBIT 27 9MH&
Oz EMEDOHET 21T 9,

kbR
THA

S dtE, JEER, R

FSES

20 1% LA b oY R % e i PRIR IMUAE FE ! (BIAHEBI%L - 330, BEHERIEL @ 330)
(I PREEAE - /8 EUEE 7. Omg/dL LI L, EREBIMIERE (GOHE™ $ V) 8. O0mg/dL
Pk, @RELESRE (BOHE*7221L) 9. 0mg/dL LLE]

)1 TRERFEAREIR) H 50T DHEARRE] 2Fk<

2 |EME, PR, AXARY v Ka—A

E74
Froh e

- TIREEPEEAEFRIT | X PDHEAREE] OBRE

- ETH 14 BRETE CIZ, WEBEERSIHEEL L T nWEE

- BEEA DD WVITER RS A (LR TSRS O&aFob 5 EBE

- EERIEE GEREMIFEES) 287588, HDHWIETAST (GOT) XX ALT
(GPT) 7N 100IU/L LA LoD

- EHEOBMREREEES (eGFR<30mL/min/1.73m%)
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ABRIT Ik

RREFICRTFXT RE 1 H 1 BEFRZICGROEE L, FFXTZ RE0. 5ng/H%
BeGBMENG 2 A% E T2 AMBE L%, Ing/ HIZHELT3IEAND 6 8% E
TA4MEMBEE L, E5I2 2mg/ BICHEELCTHEALS 18 @% £ T 12 @M&KRE LT,
5 14 % O MG RERIEDS 6. Omg/dL L FOHEIL, FFXT NEL &% 2mg/ HIZ
HEFFLC 19 W H 2D 34 B I 58 % £ T 16 H[H X% 40 W& G Lz (RFX
7 K 2mg £ 5-6)) . #5514 W% OMIGREEED 6. 0mg/dL 2 TW=EA1E, R
FXT7 N EEEE dng/ BICHEEL T I9HEBENS 34 /% XL 58 % £ T 16 HF’%X
L4085 L7z (RFXT K amg B 541)

9 .2 ? 181l8 314 58 (&)
2 4

AfE AR 12;8f 1638 X (X408

He—p —— < >

4mg/B (14BRROM FREfE:6.0mg/dLi8)

58 ETHS (n=14)

2mg/B (148 ROMm FREE:6.0mg/dLLT)

(n=330) "&/H 348% THS (n=270) 58% TS (1=94)
BE R a—)b

34AFETHS (n=43)

< BEGEHEHE >
Fm (Feh 2 BHRLBE, B8 B ETA4HIL) ROKRKEGK TRIZIHIT 2 & 5-FifE
b>%®ﬁu{%ﬁ'<ﬁk1ﬁ1&T4 [ (B GAifE—$e G582 108) /45 5-Aii X 100]

AR H >
%E# me (G2 %L, B8 % E T4l T L) MOKREMK TRHZRIT i

A E 15 ARBEAENE ONZ MLIE JRBAME 6. Omg/dL LL T DR
At 5 H [ 3% PRERIE S 6. Omg/dL LA OO 155/ 20 Itk A e 82 45113 X 100]
0F?X?F%@§5WT@@ﬁ
o KW (5 22 WBLIE, 8B E T4 L) RO EK THRICEBIT 5
518 %05 O MG IRFRMEIK TR, 5 18 ik & H 5K TIRIC Téml{ﬁ
PREEME, MG RFEAS TR, MG RERE 6. Omg/dL LL T DR
At
CoEal: HEFES . BIVEH (MedDRA/J Ver. 21.0) . JiJEEEiL %
%qz’fﬂﬂ]:,é: H =] ~ H . . N % Rl1ZK
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N7
e

< FEFHEEA >

KRR O IMIEIREBAIEAL T2 (FAS fiFAT X1 5)

BN (G 2 BBLIE, 8 % E T4 &) [CBIT AEERMED & O ML R
IR TR CESE =R 13, TROEBOICHB L, BE5 34 8% TlE. FF
X7 REfRT 47.83£10.85%. 2mg 541 7T 46. 73+=10. 77%. 4mg $¢ 54T 54. 92+
8.58%. #4558 % Tld., KFX T FEIRT 48.43£11.38%. 2mg %54 T 47. 17
+11.18%., 4mg 54T 57.35+8. 3% TH o7z, &5 10 EE N HEE 58 H% F
T, FFX T REEOMIGRIBELR RO VML 44. 99%~49. T1% DM THER L
oo WITNOEEEL, £ TORET, H5HEE OBICBWTHRZENRD LI
7= (p<0.001, 14K tBE) .

58 (FEH)
FFRZ F2fk (326)(325)  (322) (314) (311) (311) (306) (304) (300) (297) (106) (105) (105) (105) (104) (105)

(276)(278)  (276) (271) (269) (269) (263) (262) (259) (257) (92) (92) (91) (92) (81) (82)

KFXZK2m 2mg/B
7o OsmgEImes .
B @433 (43 (43 (42) (42 (43) @42 4) (@0 (14 13) (14 (13 (13 (13
F?Et—z;ggnﬁgj 05mg/g_Ime/8 2mg/H 4mg/B
REREH

1m
b1
K
i
&
1
&
$
80 — = FFRTR2E
=0- FFXTN2megiShl 580 A FRAR 8 (mg/dL)

=0 FFX5 K4mgiz5H)
100 — e RERE
(%)

7 2mg 56| 4amg #586)

879+1.13 863+1.03 9.76+1.25

1375 PREEAEAR T R OHER

<BIWREHEEE >

KRS L OB G T RO I35 JREEME  (FAS fEHTXT5)

BB (&5 2 BB, 58K E T4l L) KOG THHZBIT 2 ik IREE
B CEYMEEEERFEZE) 12, TROLBYICHRE L, &5 34 BETIX, RFXT R
ART 4.57+1.06mg/dL. 2mg ¥ 561 T 4.61+1.08mg/dL. 4mg ¥ 5-61T 4.35+
0.90mg/dL, $¢5- 58 ## TliL, KT X T KK T 4. 55+ 1. 09mg/dL. 2mg $ 545 C 4. 59
+1. 10mg/dL. 4mg $% 54T 4. 22+0. 95mg/dL TdH -7~

(mg/dL)
12 -
- RFRASR2E
—O— KFXFK2mgi5H
10 -0~ KFXFR4meg5H)
8-
Juil
b
B
R 6
i3
&
4
o]
T ERERE
0 | I T T T T T T T T T T T 1 T T
i%ﬂ-ﬁz 6 10 14 18 22 26 30 34 38 42 46 50 54 58 P5ETH
p (B) (Loch
SR (RERR) RG®AM

RFRZ K& (326)(328) (322) (314) (311) (311) (306) (304) (300) (297) (108) (105) (105) (105) (104) (105)  (326)

2mE)em  (276) (271) (269) (269) (263) (262) (259) (267) (92) (92) (91) (92) (91) (92) (276)

KFRTKIME ) mime/E 2me/B

(43)43) (43) (43) (42) (42) (43) (42) #1) (O (4 (13 (14 (a3 13y () 43)

T oy e - N

I35 PREEAE DHERS
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<ENRFAGEE >

BB S DI RERE 6. Omg/dL LL T OERR  (FAS AT x142)

BN (%G 2 %LU, 58 B E T4l L) (TR B MIEREEN 6. Omg/dL LA T
DOERFIL, TROEBVITHB L, &5 34 % TlX. FFX T REET90.24%.,
2mg 51T 89. 11%., 4mg 541 T 97. 50%., #%45-58 % T, FFX T FelkT
92.38%. 2mg F&541T 91.30%. 4mg 541 T 100. 00% TdH - 7=,

FFRFE2E Il EFRSR2meiRss Il KFXS FAmeisa)
IS5~ EEBOISYNEREMEERT.

(%)
100

80—
60 ‘

¥
W |2

40

#RE Oz 230 BRANE

20+

o_
2 6 10 14 18 22 26 30 34 38 42 46 50 54 58(H)
REE (FEFH 5 1L HAR

KFRILEE (325 (3220 (314) (311) (311) (306) (304) (300) (297) (106) (105) (105) (105) (104) (105)

KFRSK (275) (276) (271) (269) (269) (263) (262) (259) (257) (92) (920 (91) (92) (91) (92)
omg#sH 0.5 1meg/B

@3 43 43) 42 (2 (43) (42) ¢ (@0 (14) (13 (14 (13 (18) (3
KEXSK o amerE

. m, mg/!
MR e 2mg/H

135 JREEAE 6. Omg/dL LT D EERR D HER
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7
N

e

<EIWREHEEE >

RFX T K dmg EHNZE T 5, &G 18 HEN O KBS K OREKL THRO

M5 PREAEAR T3 (FAS fi#HT*IE)

RF X T K dmg Be 561 Clx, KRS (Beh5 22 BEHE LK, 58 B ETA4HITE) KON
B TR D 18 L B O MIEIREAMEIN T3 CEXME EEERE) 1T,
THROEBDITHERS L, 45 58 £ TiE 29.02+£15.96% TH ~ 7=,

BeH 18 4 & DHEICB W T, #5 42 B% CITFBENRD N2 (p=
0.075, 1HEAK tRE) . TOMOFFR TIXAEENTEO LN [p=0.011 (#4546
W%) . p=0.001 (&5 54 %) . p<0.001 (ZILISDEEE R OFe 54 THE) |
1A tBE]

BEE FHEfIH) (42) (42) (41) (40) (39) (14) (13) (14) (13) 13 (13) (42)
FFXZ kamgiz5H 4me/8
#E5EAE EEETE
18 22 26 30 34 38 42 46 50 54 58(i#) (LOCF)
| | ] 1 ] ] I ] | | ]

_20 —
18 1
B 0 1 T I
%
H
5 20
()]
g 40 -
/B
|73
B e0-
&
T 80
= - FFXZR4mgiz 56

100 - T HRERE

(%)

KFX T K dmg BEGHNZ I 1T 5 MG RBEIE FROHER (B5- 18 %k LK)

<EIREHIE H >

RFX T K dmg #GHNCBT 5, &5 18 % & K5 TR T 5 IMEREEME, i
T RFMEAS TR, IS REEE 6. Omg/dL LLF DR (FAS fEHTXSR)

RFX T R dmg HTHHNZIBNT, MIGRERE CEHMECAEERZ) 135 18 %
6.24+1. 0lmg/dL 1Z%f L TG T 4. 41 1. 09mg/dL, MG IREAEIE TR (CEHMHE
TEEEZE) (3G 18 W% 35. 768, 83% 2%t L CHEG-4& THf 54.88+9. 49%., IfL
TG IRBAME 6. Omg/dL LA N OEERH [95%FHEX ] (3% 5 18 1% 47. 62% [32. 00%,
63.58% ] 12k L CHGH& THE95.35% [84.19%, 99.43%] Th -7,

1% KB il AR EE T 1 EFRER i86.0mg/dLLI F DE AL
T &7 B 95.35
(me/dL) wsisme KRS %)
8 (n=42) (n=43) 1004 [84.19, 99.43]
6.24+1.01 0- Jin
Pt SE
[ /B
R 80+
6 4.41%1.09 fm 207 B a765
. = & (32.00, 63.58]
il R 40 60 60—
/B 4 EI; mg
g & 35.76+8.83 /QL
3] B 5 Ly 404
& T 60 =
2+ = 54.88+9.49 ]
= E 20+
14 b B
0- R ol
#518AE RBRERTH 100 wsigAg BERTH
TR TR I5—/—RUL IR EREOIS%ERRMERT.

# S5 mHREEE (mg/dL) :9.76+£1.25

RFX T K dng TEHNZRT 5855 18 1k & 544 T RO A E B
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I JE\BE B 2 % B < BIVE R 28 BUR DL (SP AT *f4)

I B BE B 2% % bR < BIVEH (BRIRMRAEE R 25 1) 13, FFX T R 2mg £ 5451 C 27/277
Bl (9.7%) . 4mg $£551T 9/43 5] (20.9%) TR HAT-, 2 FILL FIZFEER L7-F
TERIZ., RFXT K 2mg &5 CRRN 7/277 B (2.5%) . PUBAPEE 3/277
Bl (1.1%) . BAIRILAEE. BEAE, Lh 7 V7 F = 8nnensh 2/277 4
(0.7%) . 4mg 5] TR PEAS 4/43 B (9. 3%) . BFEAGEN 3/43 1 (7.0%)
JRETINT I/ VT F = WBEINM 2/43 B (4. 7%) (Z3RD BTz, ARBRIZE
W, FEEHNIRO i o 7o, ARBRICEBW T, EEZRRWERHIZ FTXZ K 2ng
BeHRFICH RS 1 2 1 BIIEO b, ARBRICB W TGP IEIZE - 725 B
RSN ORIWERIL, RFX T RO0.bmg B GRFIZE S FEAE, #KE, JRP B. X7 mn
a7 U AN, ALT HE800. v -GTP HEMNA 240 1 fil, Img BeHHEZ AST HEHIAS 1
B, 2mg FEBHIBAEGIED 2 Bl ONBIZ 28 1 5], 4mg ¥ 5-HF I CBFEAIEDS 3 BilIZER
O LT,

S B\ BE & (SP figbrstse) ©

R BEEI R OBIWERIZ. FFX T R T 42/330 il (12.7%) IZRD BT, ARk
BICBWTESHILICE >R ARSI AORNERIZ. FFXT R Ilng B5EIC 1 4]
RS NSY dW e

BeHRE D L ofm RBIETI R ORFIRI R BRI TRO LB TH 72,

N
l=]

REI R

e JEL BEV £ 2 0D IR 141 1) 6 B 2R

Ji B R ORBLE [% CEBUFIE/ 5515 1 ™
P Beh o~ | FehH3~ | #57~ | #5519~ | k535~
2 % 6 % 18 % | 34% | 5SEE
FFxXZ R 5.6 2.1
2mg $5-151) 12.7 1.2 2.1 6.9 (15/270) (2/94)
FFXZ R (42/330) | (4/330) (7/328) | (22/320) 7.0 0.0
4mg P 5515 (3/43) (0/14)

¥ BRI CIEFIOEED
X2 ¥E 19 BB 4mg ~HEE

*) RFX T FOREGRIT LV MIFRIRIEO S ZEN A R BB R 2555 % S hu 5 wThE
PERHLHZ b, MEBEERICEL TIMoAERESR LRIER L L,

E) AFNOAGREN TV HELEOCHERZ, THEE, RAIZIERFXZ FELTL H0.5mg X
DBATAE L. 1 A 1 EE AR5 5, T ORITM T R Z MR LA S LEICN U THR LI
WET 5, MERFEIZEH 1 H 1[0 2mg T, BEOREIZS U CEEIH T 208, RS
i1 H 1B 4mg 95, | Thd,

(5)#BFE - fRAERIGER
O DR [Elg B ka8 s LR EEARR] (FYU-981-004) 24 29
FV-13 FYU-981-004 #EBR DOHEEE & fE 5

et BYE (20 BELA L 35 BRLLT . 6 0) | ik BYE (65 MLl L. 6 f1) | FEE
Mg ot (20 BRBA L 35 REAT . 6 B1) | ElinE &t (65 AL L, 6B IS KT R T
R 1mg Z i T CHERR OG5 L,

PIE
Tk

K EhHE

g | TR FF X T MR RATRT X T R, PR ST A — 5

EIE

g g | ILTHIREEIE, JREIRFEHIE, PD/$7 2 —

et

sy |18 TR BITEA OledDRA/J ver. 17.0) %
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B B

7
e

975 PREGAEAR T RO HER

5 24 W% O MG IRBEK T3 CEME R ZE) 13, FEm T BIEREC 28. 67
+£8.71%, Rt BYERE T 25.43+3.81%., FEmilind 2 MERET 37.94£1.63%., =ilin
FAHERET 36.16+4. 73% T 0 . 5 48 B4 TlX. FHFH 15.91+7.56%.
14.24+7.02%, 23.57+5.81%, 24.12+4.30% CTd -7,

T /dL ~O-- B ES R (n=6)

?xiﬁu 'ﬁliﬁﬁs(rrf ) o— it EENE (N=6)
A HeinE - A RS (n=6)
SEa TR —— EiE TR (n=6)

(%) 6.00£0.65 5.43+1.20 4.3310.64 4.33+0.66
,10 —

B~ TR R E

T3l
50 — Tl LRERE

012 4 6 8 12 24 a6 a8 ()
BE®RE
MG REEMEIR T ROHER (R AL, ERT)

REHDRE

BIVEF R BURDL  (SP fi#dT % 42)

BIVER (BERMRAMEE 2 5T) 13, @iE BT 1/6 61 (16. 7%) . FEE#E &
PERET 3/6 151 (50.0%) | milnE L MEREC 2/6 B (33.3%) IZRD BT, FEFEEE
FHRECHREL L TZRWER X720 o 72, BWER O & LT, @l 55 MERE IR AR
PEDY 1/6 B (16.7%) | FEERE LMERE IR A M ERBPEDS 3/6 1 (50.0%) . JRIL
WEBPEDN 2/6 B (33.3%) . AMERASMEDS 1/6 61 (16.7%) . mElind L MERET L
PR SIIHE B OB 23 Z 30220 1/6 4l (16. 7%) 1258 H iz, ARBRICIB W T, 7B

CH 2 G EE LRI L ORGP IRICE - T IERITRR O b ive s o7z,

W) AFNOAGBE SN TWAHELROHEE, THEE, KAIKIERFXZ FELTL HO0.5mg X
DBAAE L. 1 A 1 EE AR5 5, T ORITM T R Z MR LR S LTS U THR LI
HWET D, MERFEIZEE 1 B 10 2mg C, BEOREICN U CETIET 208, k&S
i1 H 1B 4mg 95, | Thd,

OFE TR (BRI TR 2% & L= BRI aBR] (FYU-981-005) 20 2V

FV-14 FYU-981-005 RER DAL & ik 2

EHEREIE ™ (6 1) UXEREE™ (6 f5]) M OVFREEEE (6 ) OEMEREIK TS (B
M) 12 RFXT K Img 2#E N CHERROKS LT,

iifié X1 : BHERETE® % - eGFR=90mL/min/1. 73

X2 EREEBHEAEIE T 60=<eGFR<90mL/min/1. 73m?

%3 PEEEREAEIR T : 30=eGFR<60nL/min/1. 73m’
S et 17X 7 R, TR R XS IR, PR ST A
HNT | IR, TR RARIEIE. PD ST A — 4
ST B BARBRAE, PR RERIREE =
g2 LN
g&ﬁ% HEFES BIEH (MedDRA/J ver.17.1) %5

_42_




o+

Ei5}
R

R

W
i y

AEET

M RIS TR OHERS

$e b 24 WEE# OO MG RIGAEAR T 3 CEXME AR ER Z2) 13, BHREE IR &1 C 30. 59
+7.68%. BRECEEREIN FERE T 33. 9416, 056%., WA RSB FHBET 20. 94+
10.88% TH V) | £ 5 48 MR TiX, £F 4 16. 315.37%., 20. 42+5.97%. 11. 56
+8.12% Th o 7=,

e —O— B ERERE(=6)
5 ai ;& FRERfE (me/dL) - BEBSIEETEE (=6)
B e EEERE R B e —h— PEEBREETER(N=5%)

ERER ET&E ET&2
(%) 5921044 6.20+1.74 7.36k224

e =

50 | TR

T T T T T T
012 4 6 8 12 24 36 48 (F5h9)
5 R
s S B AR T EBED 1 FERTIRS)

G RIBIEIC T ROHER (REIREORE, ERT)

REHDRE

AITEFIFEHRDL (SP ARHT X ER)

AITER (BARRRAEESRE 25 Te) 1L, PHEBEEERE TR T 1/6 61 (16.7%) 129
JRBHEI 2 25780 DAVIZ, EFBRRE IR H B K OVBR B RE A T2 TR L 2RI
(T o e, ARBRIZEB W T, SEEHI 2 & R EERRIEN L OGP IR E - T2 RIE

MIFRRO b N7 o7z,

H) AFNOEGBE SN TWDHELOCHEE, THEE, KAIKIERFXZ FELTL HO0.5mg X
DBATE L. 1 A 1 ERE A5 5, TORITM P REMEZ MR LN S LEICN L THR LI
HWET D, MERFEIZEE 1 B 10 2mg C, BEOREICN U CETIET 228, k&S
BIX1H 1B 4mg &35, | THD,

ABNORFEDOY ZAEBTHEREICHETLEERE (—HkM) & LT, EEORHIEREERS
(eGFR %% 30mL/min/1. 73m® K3) 12xf LT
MhF|COREELEET D Z L, RENTBIALRAE B W CIERT 5720, BHEREREED

RIS U T, ARMENET 2 WREMED B D, RIS, ZIRXIFEROEE TN T, A

ENEAGECTEX VN2 EnD, AFIOFS TGS Z L,

ASEN

EEREER Tl3. eGER 23 30mL/min/1. 73m Kji D BEZ IR STV S, |

MR I TV 5D,

@%F 1R [IFHRERH#H C ORI BIERER] (FYU-981-015) *

#FV-15 FYU-981-015 RER DAL & k2

PO
Jiik

FFHSREIE R (6 1) SUUTHREE™ (6 f) | FR&ERE™ (9 f5)) |, FE™ (3 f) DI
HERRERIC, RFX T Rimg 2R F CHEREOBSL L, #5 48 KifElt: £ CToMiE
PRERAE 2 I 7E LTz,

1 EREEATREAERE &S« Child-Pugh 43%8 A (Child-Pugh A =27 5~6)

2 . AR TRERERE E  Child-Pugh 4% B (Child-Pugh 2 =7 7~9)

%3 WECATHERERE &S © Child-Pugh 4% C (Child-Pugh 2 =7 10~15)

HKEh s
AP H

MAEFR RFX T RIREE, PKXT A —4& %

Y
AP

MIERELAE, IR P IRERIREE, PD /NT A —X

freelus
APAI I H

HEHES  FIEH (MedDRA/J ver.21.0) %
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I35 PRI DO HER

BeHRTO MG RN CEAME EERZS) (X, SRR Z 8 C 5. 95+ 1. 34mg/dL,
B ITAS e B L C 5. 90 1. 26mg/dL, & EEATHEREREEHHE T 7. 122, 39mg/dL,
P ATREREFEEERET 4.43+1. 86mg/dL. Tho7-, &5 24 Bt TlL. #hFh
2.43+0. 69mg/dL. 2.88+1.41mg/dL, 3.52=+1.80mg/dL, 2.17=*1.33mg/dL TH Y .
¥ 5 48 B TIX. FHF4 3. 60+0. 91mg/dL. 3. 73+ 1. 39mg/dL. 4. 22+ 1. 78mg/dL.
2.83+1.80mg/dL. Tdh > 7=,

(mg/dL)
14 —

—O— FFEEERER (n=6)

i2- —h— EEFHREEE(1=6)
- HEIFREMEER(1=9)
O EEFFHIEREER (n=3)

BT AL

N
l=]

o R i B

o Tl RS

TT T T T T T T
012 4 6 8 12 24 36 48 (B5fE)
BE%HARE

MIGRBMEOHER (HElRRO#&S, ERT)

BIVE RS BLIRDL  (SP AT X 52)

BIWER (BARMRAEERT 2 5T) 1%, PEEFEEREFTET 2/9 6] (22.2%) 1Z7

OBV, TFHSEEIE R BB, BT HRERE S RE, TR RE R 58 i TR B L 72 gl

YERIZ 2o 7, BWER OWER & LT, W2 EEITHE BRI 528 1 CHER & VB el &

DENEN /96 (11.1%) 12RO BTz, ARBRICEBWT, TR EF L EEH

TER R O 5-F IR E > TZRBIERIZRS e o7z,

E) AFNOAGREINTWAHELAOCHER, THEE, RAZIERFXZ FELT1 H0.5mg X
DBLA L. 1 H 1 RRRO&E G575, & O%ITM A RIEME % #ER L7222 b LIS U TR~ IZ
RS 5, MERFEITETE 1 B 11 2mg T, BFOREIL U CHEHEET 208, IS
BIX1H 1\ 4mg &35, | THD,

AANOEFE 2 FEARMER (P & LT, [MuoRERYEIMEERIZ I\ CHE 2 FkEE
DE SN TWD Z b, RAERGHIL, SRR EZIT O 2 L, BEOREL
FoCBlET AL, ) PR ESTWD,

Flo FFEOERE AT HETICET EE (—Fy) & LT, MFEREEFREFICR LT
MEFE/ZRRBBIZEAITH 2 &, MORBYEHEER CIIEERIFEENRD LN TV D,
ek, BRRRERCIX, EERIPKEBLAE T HHE. AST UL ALT1001U/L LA_Eo B 1XERIL

REHDRE

ShTwbd, |
MR I TV 5D,
(6)AEMEH

1) ERARERE (—RERRERE. BECARERE. CARBLERAS) . HERFTERT
—AR—RAE. BERTRBRABRORAE
RUEIRTEHR T — 2 N — A&

R - EREBRIEBE 2R e U, AR TSR 2K G & 2 AR E O35
YA &R T2 LaHIET D,

2)RBEHELTREFEORERIERRE L IFAE - RBOBE
Y LR
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(7) %Dt

AR OB AR BSOS (FYU-981-003, FYU-981-006, FYU-981-014,
FYU-981-011) 3% 39

FV-16 5 IA KON B BaBR O O-S MT OBEEE & K55R

AGREEE CIIEE Lz, Wz &tem REEMAERE 238 & Lz 4 2O " HERR
HE |B (T ERsR 2R B, R X7 a~va xR IR B, 7=27F% A v Mt 1
RER) ZOFAMIT L. FFX T FOBEY RO MIGRBMEK FEH OB E21T 5,
%;ﬁf/ L oDT U M, “EE . TR, R, BER R O B A AT
®G |20 LA _EOJE R % Te i IR R I E B E
RFXZ7 Ra 1 A1 E#REZRICEOEE LT,
0.5mg BEIX RF X T N 0.25mg/ H 2 & EBMEDS 2 BEE T 2 BEMES L%,
0.5mg/ FIZHIELT3IEAMND 12 % E T 10 HERE L=,
Img BEIX RFXZ R 0. 25mg/ H 2 & 5504675 2 % £ <2 BEHERG L7=1%. 0. 5mg/ H
WCHIE L C3MEENS 4B E T2 MG L, &I Ing/HIZH&ELT5HAN
5 8 % L 12 W% £ T 4 B L 8 MG LT,
2mg BEIZ RFX Z K 0. 25mg/ A ¥ 5-50467° 5 2 ¥ £ T 2 B 5 L7121, 0. bmg/ H
WHEHE[ICHELTC3IEAND 4 MG E T2HMKEE L, &5 2mg/BIZEEL T EAEMN
B 8B NIE 12 % E T 4 M XL 8 MR G350, b L<I0.5mg/H % # 55
WG 2 W% EC2MRE L%, Ing/ BIZHE L C3HEAND 6 % FE T4 HM
BehH L, S50 2mg/BICHEELCTHEAND 14 % F T8 BMEHKE L,
dmg BEIX X7 R 0. 25mg/ B 25584675 2 #1% £ C 2 BRE#HE L7-1%. 0. bmg/ A
B L TC3EEND 4B E T2 HEMESG L, 512 4mg/HIZHEEL TS5 AN
B 8 % L 12 W% £ T 4 R L 8 MG LT,
TR REHI T T R A RGBS D 8 B T 12 A% E TRE LT,
TRLEE L R X B O MG RIEEAR T [ (B 5-RiE— & 584 TROE) / #5818
X 100]
<BEE X >
© WXy e (65 mART) . il (65 LA E)
-« BMI X4y : 25. Okg/m® A, 25. Okg/m> LA |
- BEEERWI4 RSO RSN, R ER ILE
FE | - RSE - REEHEIME TR, TRA A X IE
FEME R |« B E-AT eGFR (mL/min/1. 73m?) X4y :
60 Al (AR EEREREIRT) . 60 DL I 90 Al (MREFBEEREICT) . 90 UL | (%
REREIEH)
- REFMOAOMEOFE : HV ., L
- TFEBAIECEE  Ho ., 2L
- P GRS RERM A E SR (AST, ALT) OFE : o 72 L
o
2 N
ﬁﬂ;fa B, BIER %
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B

[EE X BI] BG4 T RO M IE RS TR (FAS fEAT RTS8, BB 4EMIfEHT. LOCF)
RFXZ NI X2 FMX 51 O Mg REBMER T35 CEIE SR X, TR &
BY T, I REETIZIESIHFE T-1. 2810. 89%. Eiln# T-3.7819.79% TH Y .
FIENO. Smg BETIX21. 0212, 17%.23. 06=10. 18% . Img BETIX 35. 17+10. 18%.
33.73+7.48%. 2mg BECIE 43.94+12. 12%. 45.30+12.02%. 4mg BETIE 62. 08+
8.15%. 62.67+9.80% T 7=,

(%)
_20 —
@ JEmipE (65)KH) O ®\iwE(65/LLE)
O —
1m
.‘%
B 20
iy
g
B a0
'F
=14
60 %%
LSTITES B
80 T T T T T
75 ARE# 0.5mg img 2mg amg
BRI RBI FFRSFR
i E (658 EH) 50 24 47 204 47
s E (65mLLE) 8 15 14 55 14

RIS A RO M SR RS T o

[BMI X435 54 T REO MG RIS T3 (FAS fifdT x4, 0 T, LOCF)
RFX T RIZ& D BMT X3RO MG REEEIR TR CESECEERZ) 1. TRO
BT, T ERBETIE 25, 0kg/m* Kl T-2.77x12.79%., 25. 0kg/m* LA T
—-0.70+8.75% TH D . FHF1 0. 5mg FETIE 27.45+7.52%., 17.88+12.03%. lmg
BETIX 36.83+8.85%, 33.16+10.00%., 2mg BE Tl 48.37+11.80%., 41.31=*
11.46%. 4mg BETIT 64. 15110. 07%. 61.20+7.45% T > 71,

(%)
_20 —

BMI(kg/m?2)
% @250%# O 250LL

1’ a0 %
'F
$ +

60 %
FiEHMERE

80 T T T T T
TR 0.5mg img 2mg amg
RSB FFxzRE
BMI 25.0%i% 26 16 28 107 21
(kg/m?) | 25001 F 32 23 33 152 40

BMI X433 oD i 35 R A fEAR T =R
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B

[EEIRFZ W44 BI ] #5547 RE D M7 TR BRAE AR T 38 (FAS AT 52, ¥ 70 22 [Hf# AT, LOCF)
RFX T NIZ X 2 EERZ B4 5 O MG REEIEAR T~ 3 CEAE SAEERZ) 13, TR
LB Y T, 7T AREE TR R SR EGR E T2, 224210, 84 %, =i R BE LE T
4.69+7.11%THY . ZIF4 0. 5mg BETIE 21. 79+11. 09%., 21.85+13.13%. Img
FETI 34. 75110. 14%., 35. 41+ 4. 93%., 2mg #E Tl 45. 20 11. 71%. 40. 17£12. 89%.
Amg FETIL 62.72£8. 11%., 59.93%£10.09% TH - 7~

(%)
,20 —
@ BANFEAZN O WRERMAE
T
1
A
R 20+
B
f&
B 40
N
=
o0 #
TGl L RER =
80 T \ T T
TSR 0.5mg img 2mg 4amg
BRI B 7=z ke
A3 RS 53 31 53 209 50
5 PR ER M AE 5 8 8 50 11

BRIR 24 1) D LI PR B AR T =

UL R0 ] e G-4& T REOD MG R EEMEAR T3 (FAS fRbT %152, S0 4E H1f#EMT. LOCF)
RFXZ RIZ X 2R35O g IREEMEIR T 2 CEME S EEERZE) 1L, TRO &
BT, 77 RBETITREBEIEME TR C-2.5619.56% ., BER T EFRT
2.35+14.51% TdH Y . FIZFH 0. bmg BETIE 20. 75+12. 12%., 25.90+6. 73%. Img
FETI 34,9919, 73%.,33. 22+8. 58%., 2mg #¥ TlE 44. 01+ 11. 96%.,45. 62+12. 97%.
Amg BETIE 63.05+8.43%. 57.39+7.41% Th -7,

(%)

el

+ © FEMHETE O BARRIERD

)

40

AT R 5
S
1
0%
F l ; i

+<}
gl HRERE
80 T T T T T
TR 0.5mg img 2mg 4mg
R R BI% FFRTRE
FREEHEMHE TR a7 31 56 224 52
REBRFERR 1 8 5 35 9

LS KA O L SR 1A T 5
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R
e

[ 5/ eGFR X3RI] £ 54T RO M IRERMEIS T (FAS fi#FT<t4e, o7
#r. LOCF)

KFX T NI L B PEE eGFR X3RO MG REBEAS TR CEHE S FEHERZE) 13,
TR LY T, 77 BREETIE2.34%~0.73% (CE¥E, LIREEARS) . 0. 5mg BE
TIE19. 01%~24. 62% . Img BE T3 26. 86% ~36. 46% . 2mg BETIE 37. 03% ~45. 13%.
dmg FETIL 61.67%~68.47% TH - 7=,

(%)
_20 —
%541 GFR(mL/min/1.73m?)
@ 605%% O 60LIL90KE @ 90kt
O -
it}
B
20
[i4
fi&
B 40+
'F
b4
60 | %}
Tl IRREE ¢
80 T T T T T
AL 0.5mg img 2mg Amg
BRAFT R S Al RFXZ KRR
” 60Fi# 8 10 9 63 10
BEMeCIR | goy rookis 25 45 179 47
’ 90LLE 9 4 7 17 4

TR BRRE R 0D LI PRI T 56

(R A OB DG ER]] 54 T RO MG RIEEIR TR (FAS T8, 0%
[Hf#HT. LOCF)
RF X Z RIZ X B REEKE A OBEE DA BRI O ik RERMEAR TR CE¥MHE £ E % F =)
L. TR EBY T, 77 BARBETIEBEEZ L T-1.84+10.83% ., BEfEH D T
4.294+1.30% TH Y . FAFH 0. 5mg BETIL 23.27+9.53%., 11.85+18.22%. Img
BETIE 34. 869, 82% ., 34. 69+8. 46% . 2mg BETlE 44. 32+ 12. 15%.43. 70+ 11. 87%.
4mg BETIE 61.97+8.71%. 63.65+7.22% CTh o7,

(%)

_20 —
REFERFOEE @LL OHY
}O

TiEHREREE

80 T T T T T
TouREE 0.5mg 1mg 2mg 4mg
BRI B FFRIER
REEHER &L 56 34 53 222 52
BREOHR &Y 2 5 8 37 9

PR OB O A S 00 LR PR R A T 36
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(PR EADHEDAH MR £ 58 TRFO MG RIBMEIK T3 (FAS T x5, $Br 4]
fi#Hr. LOCF)

RFX 7 RIZ & 2R BADHEDOH BRSO MG REEEIS T3 CEEIE (R E)
X, TRIOERY T, IR ETITEIELR L T0.95=11.58%., GOHEH Y T
—-2.73%9.24% CTH . TNLH 0.5mg FETIE 22.72+111.49%., 17.63+10.42%.
Img BETIE 34.93+10.21%. 34.59+7.87%. 2mg BE Tl 45.21+11.66%, 42. 14+
12.78%. 4mg BETIE 63.3119.04%., 60.64+7.49% T -7,

(%)
,20 —
FFEBEHEORR @LZL OBV
il
A
R 20
[/
&
' a0
T
=
60—+ #
FiofE HiREREE
80 T T T T T
ToEREE 0.5mg 1img 2mg 4mg
W X3 SR FFRTER
FrREEHHE | =L 36 32 45 176 36
DHE »Ht) 22 7 16 83 25

AR £ 2 DEIE D A 465 0D L% SR (16 3

[P G-Ai T RERERR AT S 5 O A R ] £ 556 T RO M IR AR T =8 (FAS fi#AT x4,
AT EE I fEMT . LOCF)

RFX 7 RIZ &L 2 85 AiTHE R R AL 5 OF HA O mE R B TR CEEEE
EHERZE) 1Z. TROEBY T, 7T BRBETIZRE AR L T0.41+11.10%., 2HEH
0 T-6.30E7.70% TH Y . FHFH 0. 5mg FETIE 21. 6511, 36%.22. 32+12. 00%.,
Img BETIE 35.20+10. 04%., 32.74+6.42%. 2mg BETIL 44.62+11. 77%., 41. 70+
13.88%. 4mg BETIE 62.30%9. 17%., 61.99%6.57% T -7,

(%)
_20 —

M

B 20

i3

&

15 40— %

60 %
T RS

80

REMFHERTEREOTE @LL OsY

SRSy

H=

T T T T T
TR 0.5mg 1mg 2mg 4mg

BT 5 B Frxohe
BER S EEETEE | L 46 30 52 224 44
BEOREE Hi) 12 9 9 35 17

P55 B TR RERR A 5L H A BRI 0D i 75 PRI B AR T =%
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BIVE I F BLIR L

ARHN 58 (0. 5mg B, 1mg #E, 2mg #F, 4mg #F) [TV CTREIEA X, 70/422 1 (16. 6%)
(ZFRD BT, WP DEEGRECIB W TIHLER 2% L E2>3HFI% 2 FILL EIZER
B S IVZEIVERIL, TR RS2 [0. bmg #¥ : 1/40 51 (2.5%) . 1mg #¥ : 3/62 i (4. 8%) .
omg BE : 13/259 5] (5.0%) . 4mg B : 4/61 %] (6.6%) 1 . PUBARPEE [0. 5mg £ :

e | % 1/40 B (2.5%) | Img #F : 2/62 Bl (3.2%) . 2mg BF : 4/259 5 (1.5%) | . B —
ﬁ 2 INTEFALDZVat I =F—PEN [1ng £ : 3/62 1 (4.8%) . 2mg #f : 3/259 51
PE | (1.2%) . dmg BE: 2/61 61 (3.3%) 1. IR B3 272207 U L HN [2mg B : 3/259

Bl (1.2%) | 4mg #E:2/61 6 (3.3%) 1. a7 a7 w7 Y 40 [2mg #f : 1/259
B (0.4%) . 4mg & : 2/61 % (3.3%) 1 THoTo, RiEROARHFE GRHEZISVTIHE
CHI R OEERBEERITRD Do lz, KRBOAAB GO THIRICE
STERIWERIE. Img BEICHREBIHIZE 25 1 5], 2mg BEICRE SR ARPRES, WriRalde. JiE B
EiRDZNZN 1 FIZFRD BTz,

E) AFIOERBSNTWAHELOHEIZ, HEE, RAZIEZFFXZ RELTT HO0.5mg £
DBAMA L. 1 B 1 A5 5, FORITM R Z MR LA S LEICN L THR LI
WET 5, MERFEITER 1 H 11\ 2mg T, BEOREIZL U CEEIEHT 208, kS
=IF1H 1B 4mg & 95, | THD,

ARANOEFE 2 FEAROER (38R & LT, [MhoREERYEIMEERIZ IS\ CEHEE 2 FkE
DME SN TWND Z Enb, RABG L, EMMICFEREREZITO 2 L, BHEORES
THCBIETH L, | BRHINL TN D,

F-. BEOERAAETHBREICHT AR (—EHkE) & LT,

PRIEERE A 2 FE 9 B I3 LT

N B2 G Wi s o582 RE, HE LW &, RAIOEBIEHRG, R
FIRFEHEI RO RKIZE D, REEAOERZEBLLIEI28ETNNH D,

7ok, BRRRERTIX, IREFEAZME Y BE~OE G TN TR, | 23,

OB HEEERE  (eGFR 28 30mL/min/l. 73m® K:fiE) (2% LT

A TOWERREEEET D Z &, RENIRITNIRAE B W TERT 720, BgERED
FREEIZIS U, ARMENEI T 5 alREMEN H 5, R, 2R UIMIEOBRF BT, A
IMEREIFECE RN LD, ABIOFGITRET D Z &,

0¥, ERPREER TiX. eGFR 2% 30mL/min/1. 73m’> KD BE IR SN T WD, | A,

i RERRE BE 1ok LT
MEFE/ZRARBBIZEAITH 2 &, MOREBEYEIHEER CIIEERIFFEENRDO LN TV D,
B, BEEREBRCIE, EEREBEZA T HHEE . AST T ALT1001U/L PL_E o B 13RI
EhTwWb, |

DEEHIN TS,
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VI. EHFEEICET HIRE

2.

. REZHICEEHSILEYMXITILEYE
PRI 5
—WL X AT awn
HE  BEOH DB DRNEE « 2IRFIL, BB XELZRT L2 L,

EIEER
(1) ERARL - ERAKRF

PRERIE, 7)/¢@HW BILEAREBENOOEBRAN LTCEASI, DK 2/3 7
g & CHEE S A, R0 1/3 DSIBE DI HEI S LD 29,
=1 1SRG RMiﬁ%%flm%%Eénkﬁ INEIRAIENZ 31T D PRI, S3Ub, 53Utk i
WRIL ODHEFE 2 % C ., Bf&AUIZIIRERIA T Al S REEDK) 10% AN RHFICHEI S D %, ST hRA
BB DIRBEEIL 7 v AR — 2 —% 4 L CE o, BRI URATTSY 23, Z3 04021 ABCG2) |
OATI™ | OAT3" %EABIH- L C5, FE7-E Tl JREBIE ABCG2 2/ L CHEHIZhm S W,
WA, BRBRIE DFFREDT F D 1 2& LT, REBOFRINTTHENRH D Z ERH L E oo
T&Te, TR RFEAZRY v Fe—LAREmOEETIZ, Z2OERIIHLA LAY
EHERRE A VA Y VIUEEHE . ZHUSHEY URATL 2MEMEILT 5 2 & TIREED FFRIANTT
ML, MERBENS EF LTI EnNEZLNS Y,
RFXZ Ri&, URATL Z@IRAVICPHE L, JREE ORI A IHI 2 Z &1 X 0 R IREEHEM: &
NS, MIEREBIEZ (KT S5, URATL BRI 7 JREEFFWIHESE CTH 5, £72, URATL
LIS ABCG2, OATL, OAT3 (Zxtd ZBAEMEHMRTINZD B W b D T Vv AR—F —%
I LT IREE D 0 T8 % KX E T, PRI IERBEA IR T SE5 2 LT 5,
ZDOXIITRFRT i, URATL BIRPEAFZD, ABCG2, OAT1, O0AT3 Z 41 L 7= JRER Sy A%
FEIZPE R URATL 241 U 72 PR IR I 2 BRLTE 9 2 S8R ) SR R TR W BEL S 3E (SURT) T°H 5,

U D
HRTOESK-
REHSOME

700mg/B : (F$) HREEER @)

BanEs
-
)
=)
.

%

BEHEE  FRPEE
200mg/H 500mg/H

HEUREEICETZ2REOBRRICIEURATI A, 4@ ICIEABCG2. OAT1. OATISHFEEL TS,
ABCG2 BIBEICH T BREDDHICEHBOIT S,

VI-1  IEF 72 REEDRBEDIRANBIRE & JRIE & T > AR — 2 —DOIEH] (&)
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TUHEO
TOLEAR:

R 77— Af

BESE  RepHEl

BRR 7

ABRYY T2 FO-LPEB TR, EOERICHDA VAU VEREDSEC AU Y IEEBVLTVS.
FRUICHOURATI DEMACY B Z E TREOBRRDUTEL .. EREED EFT 5.

IVI-2 URAT1 {EPEAGIZRE © JREE OB TUHEC X 2 MG RERE O FF (BE&X)

ABCG2%A L Pritesdn ABCG2.0AT1.0AT3%A L

FBCREEERIFEL e P FBIRBBERIFILL

RET—L

BESEY  RepHE

BIRIRFEE HIRFURAT1BEE

RFXZ RZURATT BRESB <. ABCG2. OAT1. OAT3%Z 1 L/zREE D MRZREISFAZEE . URATI &
7 U7 BIRIRARER % A ¢ 538 IRAFREABRINE =S (SURD TH 5.

KVI-3 KRFXT7 ROERA BEEX)
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(2) FEshEE 1T+ 2RI
1) & BRI N A AT JRBEE Y SAZBREAER (in vitro) *
RF X T RITRERFRNTIRIEIR Y IAH ZBHE L, ICs I 0.509 umol/L ThH o7z, —
. R XTa<war? [CofElt 5.98 umol/L THh o7,

FVI-1 FFXT REOR X7 a~ a0 "O-JREEEY JA T HE
(& Nk Na, in vitro)

*&%ﬁ* %f 1Cso (,u mol/L) #
FFXZ K 0. 509
N AT a~vww 5.98

X LEROFHME (n=4 XIE5) b/ REICI Y EM

(RRBR7 1%
b MR NIC A E E LT T U AR UEEEINAZ, RFXT R0.016~10umol/L &
R X7 m<ral 1~100 pmol/L @ "C-JREEER V) IA A 2 5l L 7=,

2) b b URAT1 JEHLAIAZ AW JRERE 0 AL ENER (in vitro) *+ 4
RF X T RITRBEERFERNZIREREL Y A A 2 BHEE L 1CsfE1X 0. 0372 pmol /L TH o 7=, —H.
Ry AT awn 7T a Xy RO 1CfElX, 41 0. 190 zmol /L K OY 165 pmol/L T
HoT,

(%)
120

100

s PR R

T HRREE (h=3)

0 T T T [
0.001 0.01 0.1 1 10 (umol/L)

FFRZNERE
¢ B URATRINE) ORI AZEEE 1008 LAROLE

Reprinted from J Pharmacol Exp Ther., Taniguchi T, et al., 2019, 371(1), pp. 162-170.

KVI-4 JRER] KT X T KO UC-JREEEY IAAFLE (& b URAT1 RBEMIAL, in vitro)

£VI-2 RFXT REOZEOMOREEBEIEEZE D C-JREEE Y IAAPHE
(b b URATI ZRELHIE. 7n vitro)

BRI E ICso [95%1E#EXE]  (umol/L) *
KFXZ K 0.0372 [0.0238, 0.0581]
Ny R Ta~n 0.190 [0.121, 0.299]
AR SV N 165 [127, 215]

X PHEREOEEME (0=3) NHANRT A=V RT v ZEYFIZL D EH
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[FRR 5 1%]

b b URATI ZZEFER MDCK I /i 2 FAVC, RFX T R 0. 003~3 pmol /LN X7 <1 0. 003~3 pmol/L,
7r XY K 10~1,000 zmol/L, lesinurad (EPWFRKFR) 0.3~300umol/L & “C-JREEEL Y AAFH
ARl L7z,

1) lesinurad IZENRARO- O, FHROTHEZEW LT,

3) URAT1 LISNDJREE - T o AR—% — (ABCG2, OAT1. OAT3) x4 A1EM (in vitro) *>
RFX T RITREMKTFRIZ ABCG2, OAT1, OAT3 DJREEEL VD A& FHE L. 1CofEIZZNnZ
U416 pmol/L, 4.08 umol/L, 1.32umol/L Toh-7-, URATI fHEIZZFNF 112 %,

110 f%, 35.5fF T o7,
—JF, RN AXTavr kT a Xy RO URATL FAEKIL, ZEi 1.52~16.5 &

W0.0144~2.62 (5 TH - 7=,

FVI-3  FFXT RO OO JREEPEIMEESE D
VUC-FRIEEL Y AL FRZE (B ~ ABCG2, OAT1, OAT3 ¥EIHML. 7n vitro)

1Cs [95%EMXREI]  (umol/L) *
W =
ABCG2 0AT1 0AT3
. . 4.16 4.08 1.32
RFXZ R [1.13, 15.29] [2.19, 7.59] [1.12, 1.56]
Ry X T awny 0. 289 3. 14 0. 967
(0. 154, 0. 543] [1.00, 9.82] (0. 772, 1.211]
SR R 433 10.9 2.37
[140, 1, 343] [9.45, 12.67] [0.933, 6.012]

¥ PEROEHE (n=2 XiEL3) b4 RXTA—FZa AT ¢y 7RAFIZ L Y B

FVI-4 FFXT REOZE OO REEPEEHEEK D
URAT1 BHZELE (b | ABCG2, OAT1. OAT3 3EELHMNA. 7n vitro)

BRI URAT1 ABCG2* OAT1* OAT3*
FFXZ K 1 112 110 35.5
Ry X Ta~vna 1 1.52 16. 5 5.09

A=A SV 1 2.62 0. 0661 0.0144

3¢ ¢ (ABCG2, OAT1, OAT3 @ ICsffi/URAT1 @ ICsfi) &k W HH

Adapted from J Pharmacol Exp Ther., Taniguchi T, et al., 2019, 371(1), pp. 162-170.

[R5 1]

b b ABCG2 %27 % Bl HEK293 Ml s/ M Ot b 0AT1 X% 0AT3 %2/ % Bl HEK293 M FivC, K
FRXI R, X AXT7rvry, TRV R, lesinurad (EWARKTR) O “C-IREEEY IAZPAE %
Al L7z, F72. BT U AR—F —D ICs A5 URATL PR L A 34M L 7=,

) lesinurad IZENKRERD =0, RO A BN LIz,
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4) AP REEEIR FOER (L) 4 0
RFRXZ K Img/kg #. bmg/kg #£. 30mg/kg #£D 5> 5, bmg/kg #F M O 30mg/kg HEIZH 1T D
IHE R B AL &R I, 5 4 REFI B ) OY 8 R R IS KT REEIC LR THEENRD b
7=, bmg/kg BEM OF 30mg/kg REIZ 1T D #5658 Refil % O AT R ERIE A b i, *THREEIC b
NTEFNZFI 1. Omg/dL O 1. 8mg/dL KA 27~ L 7=,
F72. 30mg/kg FEIZI T D IRFIRBEPEIE RS 13, 5 0~4 FERNICAIRBEIC LR TR EZE
MERD BTz (30mg/kg Bf 25. 2%, XFHERE8.9%),

¥ B EBEO RO PREEAE — 5 51 O 51711 0O JREEHE
2RI VT TR/ I LT F= 7 YT T AX100 (%)

(mg/dL)
3 —O— {888 (n=>5)
—8— KFXFK1mg/kgd# (n=5)
—h— RKFXSK5mg/kgdé(n=5)
2 —— KFXFK30mg/kgs¥(n=5)
% - X>ZX70v0>30mg/kgd(n=5)
EF 1 —
R
i3
&
Z o0
4
=
Fifli+(RIE—)RERE
-1 #1p<0.05 (vs. HERY)
%% :p<0.01 (vs. %I582¥)
(Dunnett NS WLLE)
=2 T T T
0 8 16 24 (r5f)

B AR
BIVI-5  MAEHIRBEECEOHR (7 A~V HERO&KE, EET)

(%) [ ] »4588%(n=5)
40 KFXZ K1mg/kgE¥(n=>5)

B KFXZ Kkbmg/kg#$(n=5)
Wl K7X35 K30mg/kgd$(n=5)
Ay 70%030mg/ kg (n=5)

FE+HIRERE
%% . p<0.01(vs. X{9EH)

20 (Dunnett® ZE &)

BRI -R

4~8 (B519)
RE%ARE

Reprinted from J Pharmacol Exp Ther., Taniguchi T, et al., 2019, 371(1), pp. 162-170.

VI-6  JRPRBEPEMROHER (7 YA~ Y r, HEREOKRES, fErT)

[R5 1]

W7 A~x9r GHI/HE) 2. FFXT R1, 5, 30mg/kg, N A7 1~ 1l 30mg/kg XITHARD
Fr (RHRHE) 2R T T/ r A4 —/S—RICCHERO#ES Uiz, #GE #5-2, 4, 8, 24 kil
(CERIL L CHl S RIBE A 2 R L, 72, #5 0~4, 4~8, 8~24 IFfI DR A ERHL L TR
PRIEGHEMESE A B LT,

(3) /EAFIFBER - e
e ek L
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VI. EYEREICEET 5IER

1.

i shiRE D H#EFS

(1) aRLAM G MPRE

PR L

(2)ERIRAR TR SN -IHEE
1) HiEHEG () 0 7
RN BE (6 /8 1T RFXF 0.5, 1, 2, 5, 10, 20mg Z#aA F CHER Q&S
L7-f B, Mg FFX T REEEITHRE#% 2.00~3. 33 FE T Co (TIE L. Tl 9.27~

10. 65 FEHCTd 572, Cpax KOV AUCo-ine VLA EAKAFAIITHIN L, 0. 5~20mg D HFH THRIEME
WO LT [RNT—FEFNZE O B R OMEE) ],

(ng/mL)
2.200+ ~@- KFXF K0.5mgs#(n=6)
2,000 =0O= FFXZ K1mgEt(n=6)
@ 1890 —— KFXFR2mgit(n=5%)
iE'E 1,600 — == RFXZK5mgEf(n=6)
;“ 1.400 7 wfen KFRSK10me2$ (n=6)
z 200 e KFRZ K20mga¥ (n=6)
S 1.000
N 800 T HREEE
= 1 2mg B 1 BlIAARIFER 7
E 600 —
400 —|
200
PRI o= obER - - S — eSS AE
4‘8(B§I’='i)
5% R
V-1 ffEd RF X7 FREOHER (HEROES, EET)
V-1 Mg RFX T ROIEYERE T A —4 (HERKRO®RE, @8 T)
= AUC —in
&5‘% Cmax (ng/mL> Tmax (hr) TI/Z (hr) 0 !
(ng * hr/mL)
0.5mg (n=6) 41.53 = 4.51 2.67 = 1.03 9.67 = 1.77 612.53 = 134. 12
Img (n=6) 89.18 = 10. 78 3.33 £ 1.03 9.60 = 1.27 1,276.01 £ 189. 17
2mg (n=5%) 175.22 £+ 33.01 3.10 £ 1.24 9.53 = 1.11 2,599.01 = 381.12
5mg (n=6) 447.82 £ 72.63 2.00 = 1.10 9.27 = 1. 10 5, 525.68 * 419. 02
10mg (n=6) 858.18 £ 136.26 | 3.25 £ 1.17 9.87 = 0.83 |12,126.04 = 1, 204. 32
20mg (n=6) 1,783.63 = 351.53 | 2.25 = 1.41 |[10.65 £ 2.85 |23,397.97 £ 7,054. 80

TEIEEAEERZE % 0 2mg BEO 1 BNIAFATERSN [HBRE DR IC L 0 B E& IS IE]

) ARFOAEGE SN TWDAELOHEZ, NEFE . AT RFXZ FELTLHO. 5ng
KOBLEL, 1 B 1RERAOEST 5, ZO%ITM T IREEE A MR L2 6 LEIZIS T
THRAZICHET S, HEFFEITER 1 B 1[0 2mg T, BFE ORI U C EH T
L0, ARG EIT 1A 1 [Al4ng 95,1 THD,
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2) KRG (R A) &
TERERR N BME (6 61) ICRFXT Kdmg 2 1 B 1[0, #8F FAREERE 30 50LIN) T7
A SRR O L7 R i K7 X T RIREE 54 B BIQIXERIRIBICE LT,
Beh 4 BRICKIT 285 7 HHO AUCoo4 244 & L7 REERE CPEME SR 2) 1%
0.97£0.07 Th o7 Z &0 b, HEHREGICK DFBEITE D Lo o7,

(ng/mL)

600 —O— KFXF Famgit(n=6)
TR
500 —
m
S
400
K
}
X 300
Z
N
g 200
&
100 — ‘
O
o4 8
\ | { T 1 T T T T
1 2 3 4 5 6 7 8 9 10(A)
5% A

V-2 gt B FX T MREOHR (KERN&RE, HET)

KVI-2  MIEH RF X7 KoY T A -5 (RIEREDEKRE, #ET)

;CQEI’%;;(& Coax (ng/mL) Thax (h1) Ty (hr) (ng/\.Ulfi}Z;L) é\gf%

1 (n=6) | 366.50 == 81.19(3.33 = 0.52| 11. 14 = 1.56 |4, 024. 16 =+ 758. 92 —

4 (n=6) | 416.33 £ 77.7412.67 = 1.21|11.27 £ 1.22 |5,052.31 = 1,073. 14 —

7 (n=6) | 420.67 = 54.21 [3.17 = 0.75| 9.87 £ 1.20 |4,871.26 * 890.21 0.97=£0.07

SEEIE AR 22 X BG5 7T HED AUC/$e5-4 BHHD AUC)-»

) AFOAKGE SN TWDAELOHEZ, DB AT RFXZ FELTLHO. 5ng
FVBAtAL. 1 B 1 EROBET 5, ZO%ITiM P IRERE A a8 L7222 5 S EZIR U
T2 ICHEET 2, MERFETEE 1 B 1A 2ng T, BHEOWRREIZIG U CHlE TR
L8, ARG EIT 1A 1 [Al4ng 55,1 ThD,

(3) st
R L

(4)B%E - ftAEOEE
L AFOXE (ERmA)
BEERRABYE (12 ) IZ RFXT R dmg ZA6AE FUIERT (FIREBEE 10 43) T
B AF—=N—EICTCTHER ARG LR, BETREOME TR GICHT D Cux KT
AUC,- D3 -2 b [90% (B 4EIX M ] 1%, 224 0. 863 [0. 798, 0.933] J TN 0. 964 [0. 927,
1.003] TH-o7=,
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FVI-3  MAEH FFX T FOEYEIE T A —XF
(B [EIRE Ml # i FoUTHERT)

ey 2t Cox (ng/mL) Toer (hr) Tisz (hr)

AUC,,
(ng * hr/mL)

BET (h=12) 296. 48=+37. 26 2.58%0. 87 9.35%0. 89 3, 722. 65*£654. 35
EET (=117 261.59=%52. 19 3.91%1.51 9.05*1.09 3,672.00*£689. 34

SEPE AR A
AT O | GIEARITRA (A FSA I L, A R L AT () 2R
ST

RKVI-4 g FF X7 ROBRE THRGOME FTRGIZxT 2
SEhRE R T A — & DR L

Coax  (ng/mL) AUCy-, (ng * hr/mL)
BAET vs. e 0.863 [0.798, 0.933] 0.964 [0.927, 1.003]
WA [90% 13 H6E X 4]

1) AANOAFE SN TV HELOHEZ, HAEE  LAIZIZFFXT FELTL A 0. 5ng
KB, 1 B 1RIROEEST 5, ZO%ITMFIREAE 2 Ml Le 2 HLEIZS U
TIRZ IR T 5, MERFETET 1 B 1 [ 2ng T, BHFOWRREIZIG U Tl kT
LN, ARG EIZ1 A 1A dng 95, THD,

2) PFHZED 2
OAFH Ty (RN ® 2

FXH T 0d, ERRRBRICB W TR AR AERE O Vo v UG IRAERKIZ
ST DHBNRRKRENVEEZONTLZZ LD, EEREWHEIERRBRZIT- 72,
FERERR N BE (12 61)) IS 1 HE LT RFX T Nidng ZHEROKE L, 0 8 B,
HE2WE L TARI T u Y 600mg 25 B GHE2W1~5 BH) RERO®KEL,
ZORA FHo2Me6e HE) I RFXT Rdamg LA FH 7 12 600mg % [FIRFIZ H[A]#E
High L7z, ZORE, MEH RFXT NIRED Cpy MO AUCo-i1ns CEIEIE TR HER )
I RFX T FERZE G 270, 77+26. 61ng/ml }2 T 3, 845. 95+578. 70ng « hr/mL, 4%
7'a Y PR 266. 1127, 0lng/mL & TN 4, 487. 36 =480. 21ng « hr/mL Toh V. HFHKE
D BMEL HG-IRF KT D Coax OV AUCo-ine D S EHI L [90%EHHIX ] 13, 0. 982 [0. 945,
1.021] M ON1.165 [1.114, 1.219] TH-o7=,
TN ERYBEERTA 74 ORI VML & 2 A, MY O Ry EhE
LR EAER X I S T,

H) AFIOEREIN T HELOCHEIT, B, RAIKIZRFXZ RFELT 1 H
0.5mg KVBALE L. 1 A 1 AEET 5, £ D% R REEE 2 MR8 L7223 5 424
FUIS U TR A ISR 5, HERFEITER 1 A 18 2mg T, BEORIEIZIS T T
WEHRT 208, KGRI 1A 1[El4ng 55, THD,
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OftaEtiE#R (CYP, UGT) BHE(EA (in vitro) * %

MF 70y —AZHWT, %5 CYP 2y (CYP1A2, 2A6, 2B6, 209, 2C19. 2D6,
2E1, 3A4) (ZxH T HPHEMEH ZRET L7k R, RFX T Rid CYP2C9 (%9 % nlirka
ELEMA K fE : 10. 4 pmol /L), R (200 pmol/L) T CYP3A4 |53 2 HE A FAYBH
EEM (K fiE : 1,080.00 umol/L) %R L7=,
£2b b UCT BHLI 70 Y —2%&AWT, K5 UCT 431 (UGTIAL, 1A3, 1A4, 1A6,
1A7, 1A8, 1A9, 1A10, 2B4, 2B7, 2B10, 2B15, 2B17) (253 2 BHEVEM 2 Biit L 7=t 5.
RF X7 RIZUGTIAL TN 2B15 (27 5 Al HgPHE/EAH (K fi:10. 0 2 TV 16. 6 pmol/L)
oLz,
INSERYMBEERTA N7 A ORBECL VM LZ & 2 A, BREYHEERR
Br % i 2 BT A I S s,

ORHBER (CYP) FBMAEM (in vitro)
& MAFAIE I CL AR O 45 7R (CVPIAZ, 286, 300) ICHH B HRMIFR &, 45
PO nRNA RIS 5 = 210 L 0 B LIskE R, KX RI% CYPB6 (kLT
MR LT3 0y bl 1 oy b ORFAIAIC IV CREEREAEA 72 nRNA FEBFRIIEI 7 L
7223 CYP1A2 R U 3A4 125k LTI L AR 7RO 72 mRNA FEBLEEEAE A ITRB 0 b e dp o 7o,

@IAEE AR EICB T D TRIFHIEE OMEIER (in vitro) ™
KFXZ7 REDOFRAN PRI D FREIEANHOWNT, & MIEEEZ W TR AL
FOFHI LR, FFX T RORAMKEGRIL, 7 et IAFH 712 100
we/ml (BERE R R D Coux \THHY) DL EOTINC X o TIEREA B 2y OEIE 3N L
Too —F. ZTOMOIEROEAFEEGRIZRF X T K 0. 1~10 u g/mL OPRFEEFLFH TOWRM
Lo TUFEAEE LD T,
ZORERNG, X RO T e VUK EICBW T R X T RomiE
BEAMAEIIFER 20 L TERNBEIBICEET 5 TRetER H 2 & B2 b,

DHEHZ BV 72 28541
T RWRREZF v Traoty AV RAFZYY X Tarr, IAxXva—), JYU A
K, h¥aFYRE Y b, FFuaxty, SV LEL VA TVEY v T2THRIAEy b, T

F7 a7y, T R=YRYy BARREFY ULT7 UL
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2. EVMRERE/NT A4
(1)@ AES 7
fERE R AN PE (6 B%/FE) I RFXZ K (&R 0.5, 1, 2, 5, 10, 20mg, AT : 5mg)
ZHEROKELG L, /vrar /=AY NET XL DETIVIEITOBRT 21T 72,
¢ : 2mg BED 1 BT AENTBRA:

) AAIOAKRINTWD EKOHEIL, @, RAIZITIRFXZ FELTLHO0.5mg X
DBIAE L. 1 B 1 [ER ARG 5, Z OB ITIM T REE 2 FEZR L7270 HSLETN U TR
(RS D, MEFFEIGEE 1 B 18] 2mg C, B OREBIZIL U CTHEET 528, &K
WEEX 1A 1 El4ng 95, THD,

(2) IRULEE E
M ERR L
(3)HEEETEHS
e AN BME (5 B) IC RFX T K 2mg Z#R T CHERE DG LR R, WHARHEEE (F

POl = HE(RSE) 1 0. 073620, 0100/hr T 7=,

()OI F7SVRS D
A B (561 I KFXT K omg e FCHERR AL L-MRER, Ang Loy s
V7T A CEBE £ ERERZE) 13 0.783+0. 113L/hr TH o7z,

(5) nHhnkEs
EFERR AN BME (BB I RF X T R 2mg Z#af N CHEIRRO#&EG LR, omaE CEAHE
+HHEHEFZE) 12 10.66+1. 19L Th o1,

<5/134d%>19)
TR ABPE (6 61) 12 MC-RFXT R Img A#aR F CHERO#KE LSRR, omafH (F

Pl AU 7E) 13 14. 75+2.94L Th o7,

(6) ZDith
MUMERR L
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3. BEE (KEal—v3>) B
(1) BT Ak
R L

(2) /85 4 — 4 EHER
LR L

4. R
1) WU (fERERR ) 10
FEFERR AN B (6 f1) 12 MC- RF X T K Img R FCHERE D&KL LRER. JREOWE
L[~ BFEPE R CEHE HAEERZS) *1391.4222.47% CTh-o=Z b, BEED
91. 42% DRI STz & HEE ST,
oo RITE G 168 REfHI# . PERUTIE S T2 R £ T o R FEE

) AROEKBINTHNDHIEKROHET, NEFRAIIE RFXZ FELTLHO. 5ng
KOs L, 1 B 1REERAORET 5, ZO®%RITIM P IRIEIEZ MR L7223 5B IZR U
THRZZHET 5, HEFFEITER 1 B 1[0 2mg T, BFE RIS U CE EHRT
L0, ARG EIT 1A 1 [Al4ng 55,1 THD,

2)AAT AT YT 1 (Y1)
He v (361 12 RFX T K Img/kg Z o N CHARE O &5 L O AIRNSR 5 L7257, &
RN H-E & D AUC ey BB L7zt g NA 7 XA Z V7 413 91. 0% Th o7,

3) IBFEER (T » )
JRE D =2 b —a VALE LTZHET v MIC YC- RF X T R Img/kg Zfafs T CHAIRE O #
5. 8 B4 & CICERI L2 O —8%& BIOBE S =a L— 2 VALE LT ~ b (3
) O+ ZFRIHBAICEAN LR, IR R OURFIIE, FEA 48 IR £ TicZzh i
HEARED 42.9% KT 39. 3% DK RER PR S L, RFX T MIIGIHERT 5 2 L3RS
iz,

5. 9%
(1) Mk —KEMEEE (Tv k)
MEREZ » b (% 341) 12 MC-FFXT K Img/kg ZHRROZE L, #5451, 8, 24, 72, 168
Wi #% (72 BRI M OY 168 B ITHED Zx) D IEHRE DFFR AT I DWW TRRET L 72 R, K
Jibd B OVINI O Jciet RE i B Vi HR U RBIR BE L LT 5 5: 1, 8. 24 K%L 0. 01~0. 03
fi, $%5 72 BFERI#1% 0. 05~0. 07 f5, #5168 FFf#1% 0. 08~0. 125 THV ., RFX T FD
Jibd B P v AR & & AR STz,
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(2) ik —RREMERE (Sv k) ™
AR 19 BEHOMEZ » N B fl) 12 C-FFX T KN Img/kg ZHEREOE G- L, Beh5 1, 8, 24 IFF
[#11% OO BURBE DA AT DU TRRET L 7oA SR, IR VEARRE (i, M. (Ol i, APl ik,
THALE) OBURRER IR MAE P R RBIR B IZ b T 5 1 IR 1 0. 03~0. 17 15, #
5. 8 EM41E 0. 06~0. 33 fi5, 5 24 BRI IR @IRE D 0. 30 f5LA FCTHY ., RFXT KD
JRAE IR IR = & VR S T,

H) AROREOH mEAT HEBEICHETHEE (k) & LT, EmICk LT M
SAFHEAR LTV 2 ATREMED & 2 ZMEICIE, TRIR oA RMED etk 2 B2 &l S
LB DOREEETH L, BFER (T v FEOTHF) T, EIKIBEE RO 1053 f%
O 174 5124 T 5 HE TERERENRD Sz ), ) Bitdfsh T,

() EA~DBITHE (Tv k) ¥

Oyith 10 B HOWEHMET » b (3 1) 12 1C- FFX T K Img/kg & AL N5 L 75 5R,
A FHEHEREOEDEE ST A —F CEYE ZERERZE) 1L, Cu 2% 2,807.9%
609. Tng eq. /mL. Tux 2% 5.33 £ 2.31hr. T 2% 7.53 &+ 1.32hr . AUCoinr 2% 46, 005. 2 +
9, 354. bng eq. *hr/mL T o7z, — 7, MAEF B BEIREE 1T, Coax 23 2, 044. 142362 9ng eq. /mL,
Toax 75 0. 5070, 00hr, Ty2*A% 8. 7942, 07hr, AUCo-ine 2% 22, 993. 5+5, 145. Ing eq. * hr/mL T&k
STz, Fio, AIFPHSRRRE I G: 2 R BRI I TSP AU RRIRE X 0 EifE & R
L7ce 26D ZENGL, RFXT RZITHANBITHER S 2 b OO E & FER O K-8
oLz,

X b 8~ 48 R D AT RBIR EE & b LI

T AROREOEREATLBEICHETER (—#kF) & LT, &l LT A
W LEDAIIER ORFFAREOARIEELZE L, RAOH I IEEHFT2 2 &, 8
WFERR (7 v b)) T AFIRHLIHHTICBATT 2 Z L0l ShTcng ) Riiish
TWo,

(4) BB~ OBITH
MR L
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(5) Z DDA~ DIBITHE
1) ldids - $RE~OBITE (F > k) %

MEHEZ » b (% 341 IZMC-FFXT K lmg/ke & T CHEIRAKE L, &5 1, 8,
24, 72, 168 WffHife (72 Wyflfe o OY 168 P2 I3HED A1) O B RE DAHFR AT IZ DOV TR
LRSS, MR AORREIR IS T, B 5 1 IRF[E CIEFIR . 5 24 Rl Tl
N— =l . BRE ORI T ol T T OMOMBTITAR S . FRIC HAR A
R ORBM, /MM OFEE) K OMRER TIIER > 7o, KRR AE IR B | AR L AR R 9
HIEm Z R Lz,

F HEREET v R GH) IZMC-RFXT N Ing/kg R T CHEREOEEG L, 5 1,
8. 24, 72, 168, 336 W¢fE 12 DHESRE DML AT OV TR L72fER, HARER A
828 O F S e B i B TP U RRIR R I T, 0. 14~1. 51 5TV 0. 17~0. 82 {5 TH
0. F7-E5 168 Kl E TOMREKRO HS BRI IX 0. 03~0. 08 (5 ThH o7z, T
DI, RFXT7 REOZEORBMIZIA 7 =2 L OFFIEMENZ &R I Tz,

2) MER~DBITIE (in vitro) °
BERERR A BIE B 6 22 BEE L-MiEic, “C-RFX T RZ& 0.1, 1, 10ug/ml O L
RBHEOTMU TR L72fE R, FFX T Foe Mgz sir 5 MBI RT3 ho
BEICBNTH 0% THY, FFXT NIMERITITBIT LW L3RI S,

(6)MIBFEBKEESE (/n vitro) *®
fEFER A B BB NOERIR L2, "C-FFXT R 0.1, 1, 10pug/mL DIREL 72D
EOWMmUL, RAABEICL VA LZ/ER. FFXT Foe MUERARGRIIZENEN
99.2%. 99.4%. 99.3% Tho7-, Fo, ERF[BERBAIT LT I v EHEFE SN,

6. it
(1) RBHER L R U SBHR R °7
FEFERAFME (6 61) (2 C- FF X T K Img ZAER F CHER ARG L~ AT o AR &
Ot AR IZ 1C- FFX T K 10 umol /L ZHNL T 1 BSOS S 7R O
B, FFXT REFEC/VT v UoBas LORBRAIC LV REsh s LTS,
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0 ol ° al
ENV o LN o
\L 21%74=p% 3 \\ g
cl N cl
7)1,7:1/&#@‘%
(4% . FR. 3¢ . Fr#EAR) (mv,'& ﬁ ﬂﬁﬂﬂ@)

G — b O — B G

ANT A Bl Sl
(R pram) RFXIK (28 % 3¢ FF4EA)

!

Cl

0. /[ :[ <  HO
cl
o

3,5-r/0n- 4 l:l\EH’—/iEQE&D 35-2/00-4-EKOF S RBER
(R 3€. FF#pa)
(ﬂn‘:‘k ﬂﬂmﬂ@)

KVI-3 bt MBI DHEEHHR

) AAOEGE I TWDHHIELOHEZ, B, AKX FFXZ FELTL A 0. 5mg &£
DBAE L1 B 1R ARG 5, £ OBITM T IRIRIEZ #ERR L 72708 BB R UTR %
(RS D, MEFFEIZEE 1 B 1 E 2mg T, B OWREBIZN U THEEMERT 228, &K
WEEX 1A 1 E4ng £ 95,) THD,

(2)RBICEE5T 58K (CYPE) ONFHE. F5E (in vitro) @

b MR (I, B, /DG, i) Bk e Yy —A KO e k UGT (UDP-2 /L7 v s
BEER) BRI /70 —LAZRFXT K 50umol/L 2L, RFXT7 FORFHCEE T2
UGT D4y FREICOW TR L7k R, 7V 7 v VIR A R4 ARICIX UGTIAL, 1A3, 1A9, 2B7 %
DO TRENEG L TWD 2 EARB ST,

F7o. b MAFEMEM (R, B, M. M) Bk R VRO e b SULT (RREZHESRERESR)
YA MY RFXT R50pumol/L ZEMML, RF X7 FOMRENCE G 3% SULT D451
FEIZ DWW THRE L7oAE R, BRER I SR 4RI IX SULTIBL J2 OY 1A3 OB O 4y T RN G- L
TWNDZ LIRS,

(3)WEEBNROEERUVZTDEE (T b, HIL) 9
7 > b BB KOS L (36)) 12 M- FF X T K Img/keg ZHaf T CHIEIRR O &5 & O
RPN EE G- U= fE R, SRR G L O AUC e BB LZWRINERIX, £ 106. 5% KON
107.5% ChH o7z, Fiz, BT >~ + 4 fF)) 12 FFX T K 0.3mg/kg, HEY L (3 H]) 12 KFX
7 K Img/kg Zfufy N CHIERR O£ 5 K OEIRINEE G U 7o RE R, BRI G-I & o AUC B &
BH LM S AT XA T8 T 413, TNEIN86.8% KNI 0% THY, RFXT R
DOYELEBAFNT N E N T PR S LTz,

_64_



() REMOEHEDOFERVEMSL., FELE
TR A BPE (6 61) 12 MC-FFXT K Img ZHeR N CHERRO&G LR, &5 0~T72 IF
[t OB ORI, MIFFITIN T, REED B D 80. 9%, 3,5-Y 7 mr—4-Et F
17 BARRD A RN 5.1%, BRGNS 1.8%., 6 AKERLIERD 1.7% TH Y |
ZDOMDORHITE 1. 1% T Tholz, RPICBWNT, REMENREGED 1.1%, F Vs
2 UEERSRD 44. 3%, FREETI SRS 20. 0% TH Y . T OMOMEHMILE 5. 8% L FTH -
oo EREPIZBWT, REEDFEGED 0.5%, 6 MAKEBILAKR NS, 5-Y 7 no-4-t R
0 X R BEFEN 1.0%, AVKRUBEN 0.7% TH Y . ZOMORBWILE 0. 1%L FTH

ST,

) AROAGR I THD AER ORI, B AIIZRFXZ FELT1 HO0.5mg &
DEIRA L. 1 B 1R O&RE9 5, Z OB TN REAE 2 FER L7208 B GBI U TRk
(CHEERT S, MEFFEIEE 1 B 18] 2mg T, B ORI U CHlEERIT 528, &K
58X 1H 1 A4ng &T5,] Thd,

. B 19
R A BIE (6 1) IZ1C- FF X7 N Img AR F CHERR QG LoRER, R, 3|, R~
O BFEHAT BRI R CPAE CARERZE) 1L, &5 168 K2 £ TIZE £ 86. 3811, 83%.,
7.93%+2.48%, 5.02+1.51%*THY, RFXT RIZEIZEL SN D Z LRI Iz,
X o MPA D g b 72 B4 &£ T oo BAEME

) AANOEB SN THDHELKOHEZ, B, RAIZIERFFXZ RELTLHO.5mg £V
BRZEL. 1 B 1 [mRA#EET D, TO%ITM P RERMEZ R LR MBS L ThHRa IS
HWET 5, MERFEIZES 1 A 118 2mg T, BFOREIZS U CHEEIERT 52, KKK 5
BEIX1H 1E4mg &35, THD,

bS5 U RR—2—IZBT B1E (in vitro)

b MY~ o AR —%— (DRI, ABCG2, OAT1, OAT3, OCT2, OATPIB1, OATP1B3, MATEI, MATE2-K)
FEBUMIRA HWT, & b7 v AR — X — ORI IEE Ol iEEIC kT 9 5 BEER 2 it L
fEd. KT XZ RiL, ABCG2, OAT1, OAT3, OATP1B1 o HHH{)RE DlmosiE eI xt U T E KA
BB ENER (ICs i : 74. Tumol/L, 1.87 umol/L, 2.61umol/L, 11.5umol/L) Z/RL7=25,
MDR1, OCT2, OATP1B3, MATE1, MATE2-K {Z5%f L CI%, mEEEICBVTY 50%LL EOBREMERIX
RO LI T,

RF R T RPPEEEM Z7R L7 ABCG2, OAT1, OAT3, OATPIB1 % . #RMFHEAEATA R4 D
FEEIZL VT L2 & 2 A, BRIEMMHEAERRBR A T3 2 BTV L S,

| ENHIC L BREE
AR L
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10. BEDERZETHEE
1) @ B BT 5 RpdEhae 2 2

et BPE (20 slh B 35 kLA T, 6 #1) . @i E B (65 kLA b, 6 ). FEEimE &
PE (20 5% LA B 35 5K BA T, 6 ) . Al bk (65 %L b, 6 f5) (2 RFX T K Img A ffafs
T CHER ARG LRER, @lE OIEGEE ST D Cuax KOV AUCo-i1ne DR SEEI L
[90%f54E XA 1%, BMT0.93 [0.76, 1.15] }7r0.84 [0.67, 1.06], ZM:T0.98
[0.80, 1.21] KU*0.98 [0.80, 1.21] Th o7z, BHEDOLMEITHK T D Cuax KTV AUCo-ins
DAL [90% [F K ] 1, FEmln+ < 0. 87 [0.68, 1.13] & Tr0.78[0.63, 0.96],
i 0.83 [0.71, 0.96] K Tr0.67[0.53, 0.84] TH V., (KEMIE (F/3T7 A—HITIK
HAFR UML) %OBMFE L [90%EHXM] 133EmEE T 1. 14 [0.98, 1.33] KV}
1.02 [0.91, 1.14]. &##ET0.91 [0.76, 1.10]1}%100.73 [0.57, 0.95] Tdh 7=,

KVI-5 Mg FF X T FOFEm R OMERIOKDERE ST A —F
(AR O b, #ERT)

AUCq i
Cmax (ng/mL) Tmax (hr) T1/2 (hr) (ng . hr/mL)
3$“ﬂ%ifi§?ﬁkﬁﬁ 100.92 =+ 21.20 | 2.17 = 0.75 [10.31 = 1.27 | 1,424.76 *+ 242.34
e Ny o PVIRE R
”ﬂﬁ?fi:gytgf 93.30 = 16.07 | 2.00 £ 0.63 | 9.28 = 1.05 | 1,209.38 = 290. 88
9F“ﬂ%if§§§“kgf 116.15 £ 26.67 | 2.83 = 0.98 |10.47 = 0.31 | 1,832.67 = 345.74
“ﬂﬁﬁjifgytﬁﬁ 112.07 £ 12.66 | 2.17 = 0.75 [10.92 = 1.19 | 1,797.95 + 357.84
SEEEAE R R A
V-6 HER RFX T RO EEE O EEE 2R 5
HPENHE N T A —Z ORI (BE. MRl
%ﬁ%% VS. 3'3%@%% Cmax (ng/mL) AUCO*inf (ng * hr/mL)
B 0.93 [0.76, 1.15] 0.84 [0.67, 1.06]
otk 0.98 [0.80, 1.21] 0.98 [0.80, 1.21]

KA I [90% 15 X [ ]

V-7 MEH R FX T FOBEO LM 5
FMBRE T A —Z ORI GEmiln . @il )

Bk vs., otk Cuax (ng/mL) AUCq-i,¢ (ng * hr/mL)
S, 0.87 [0.68, 1.13] 0.78 [0.63, 0.96]
L (1.14 [0.98, 1.33] ) * (1.02 [0.91, 1.14] ) *
p—— 0.83 [0.71, 0.96] 0.67 [0.53, 0.84]
i (0.91 [0.76, 1.10] ) * (0.73 [0.57, 0.95] ) *

KR [90% 15X [H] ] Ko REMIE (BT A= TR EZ R CI-MIE) %OME

1) AANOAKFE SN TV HELOHEZ, DEE  LAIZIZFFXT FE LT H 0. 5ng
KOBEL, 1 B 1RERAOES T 5, ZO%ITMFIREAE A fad L2 HLEIZS U
T2 ICHET 2, MERFRETER 1 B 1A 2ng T, BHEOWRREIZIG Ul TR
LN, ARG EIT1H 1 [Al4ng 95,1 THD,
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2) BHSEEIR TSR T S By dhe 2 2
EHEREIE R (6 1) U (6 #) KO (6 f51) OB FHIZ NFX T N Ing
RO T CHERRO&L LIoER, BHERIER N OB ERERICHT D Cux KO
AUCo-ins DT EL [90%ASHE XM ] 1%, BREEEBERBIR N2 #EC 1. 01 [0.79, 1.28] KO}
1.15 [0.84, 1.59], H45 R HEREML F##ET 1. 03 [0.87, 1.21] UM 1.22 [0.90, 1.66]
Th-oi,

B RERE E 7 3 - eGFR=90mL/min/1. 73m?, SR HEAEIR T35 : 60 =< eGFR<<90mL/min/1. 73m*,
HR AL EER R REIR T 30=<eGFR<60mL/min/1. 73m*

(ng/mL)
120 —O— Bt ESER (n=6)
10— - BEEREETERN=6)
100 —A— PEEEMEETER (=5

f 90 — il HiRERE

’éﬁ: 80 4 * # PG ERMEE T ENO 16 RITBN

KN

;

2

-

5

=

4

TTTTT 1 T
01234 6 8 12 24 36 48 (M)
BE%EE

BAVI-4 - g B F X T RRE OB R (HERE O &G M)

RVI-8 Mg FFX T FOBERENEMBRE T A —& (HEROKRE, HE2T)

Cmax (ng/mL) Tmax (hr) Tl/Z (hr> AUCO*inf (ng * hr/mL)
B 4t Lk T Ak y
E’W?EES%H 85.67 * 10.65|3.50 = 0.55| 8.75 *= 1.80 |1, 157.32 =+ 269. 46
R E R AEIE R (88,73 & 22.74/3.00 = 1.67[10.29 + 1.50 | 1,366.57 + 427.94
(n=6) (p=0.931) (p=0. 655) (p=0.274) (p=0.524)
Hh s E RS RS R e (88,38 £ 14.39]2.60 £ 0.55/10.95 += 2.17 | 1,428.54 + 379.58
(n=5%) (p=0.951) (p=0. 324) (p=0.116) (p=0. 389)

FEME AR RS p 1 BHEREIER B2 LY L L72 Dunnett DL HILHE
oo T EARIN RO | FNIMEATERSS R BE S]]
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RVI-9  MAEH RFX T ROBERRIK FHEREO B ERERICT 5
HEHRE X T A — X DR b

Crax (ng/mlL) AUCqy 1 (ng + hr/mL)

R RS T8 vs, EMEREIER A EE | 101 [0.79, 1.28] 1.15 [0.84, 1.59]

MR R T ERE v, BB EREERE | 1,03 [0.87, 1.21] 1.22 [0.90, 1.66]

PP [90% /5 #EIX ]

) AROEKBINTHNDHIEROCHET, B RAIIERFXZ FELTL HO. 5ng
KB L, 1 B 1REEARET 5, ZO®%RITIM P IRIEIEZ MR L7222 BB U
THRZZHET 5, HEFFEITER 1 B 1[0 2mg T, BFE RIS U CE EHRT
L0, ARG EIT 1A 1 [Al4ng 55,1 THD,

ARENORFEDE ZEFT HRFICHET2HE () & LT, BEOBHEREE
B (eGFR A% 30mL/min/1. 73m® ) (25 LT

MihF COWREEBET D 2 Lo RANTFLIRME IZB W THER T 5720, Bk
PEH ORI U T, ARMENEETT 2 aleEN & 5, BT, ZIR TR OBHIC
BWTIE, AMESEIETERNZ ED, AAIOFRGITRET D Z &,

728, BRRRER TIE, eGFR 23 30mL/min/1. 73m? K O BF IR STV D, |
DRI STV D,

3) IFfgtER EE 2B 5 iy dhne 2 2
JFegRe R (6 f) SUIBEEE (6 ), e (9 f), A (3 f) DONFREREREE#IZ,
RFX T K dmg ZAGR T CHEIRR O£ U2 fE R, ITHEEERE S B O ITHERE E 5 H RIS
T2 Cuax L OV AUC-i1ne D ST -2 HE 190 %o 15 HE DCIAT 1, 88 B8 AR IR 5 2 1 C 0. 840[0. 674,
1.047] KUV0.872 [0.684, 1.112], & FHEREREEH £ T 0. 798 [0.653, 0.976] &
U0. 879 [0. 704, 1.098], 5 IFHEREME 52 #F T 0. 747 [0. 570, 0.979] JTr 0. 758 [0. 563,
1.021] ThH-o7=,

RIS RBIRE 2 © Child-Pugh 4338 A (Child-Pugh A =7 5~6), W% E/FHEREREEE © Child-Pugh
J7¥E B (Child-Pugh X =7 7~9), HEEFHERERE S : Child-Pugh 27%H C (Child-Pugh 2 =7 10~15)

(nhg/mL)
450 7 —O— FFMAEERER (n=6)
400 — - BEFHERES(N=06)
—h— P EEFHEEEER(N=9)
350 — -{1-- B ATHEEREE(N=3)
% 300 _| Tl RS
7
th
Kk 250
¥
X 200+
Z
K150 -
N
=
E 100
50 —
-4
0 ki !
l T
36 48 (W)

RERIAM

BAVI-5 i B F X T RREOITREER R (B[R O &G, MR T)
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FVI-10 1fEH RF X T ROAFHERERSMENE T A —4% (HREREOEE, e T)

Cuax (ng/mL) Tuax (hr) T,y (hr) AUCo e (ng * hr/mL)
o T AL >
H?%%Izzﬂ:;%ﬁ 339.15 £ 28.57| 2.67 = 1.03 [10.80 = 0.55 |4, 761.81 *= 369. 35
reits (B
EH%:EE:%HB 289.88 £ 65.03| 2.17 = 1.17 [10.50 == 2.42 |4, 234.01 £ 950. 16
FEEE Rt (n=6)
Hh A5 FE TR RE
e . 280.34 £ 87.91| 2.44 = 1.01 |10.75 &= 2.28 |4, 327.09 £ 1, 249. 48
fEEZHE (n=9)
R AE 255.23 £ 46.06| 1.33 = 0.58 | 9.82 & 2.47 |3,757.37 £ 1, 343.74
FEEERE (n=3)
S R VR =

FVI-11  IEH FFX T FONFHEREREE B FEONTHRE EH B RIS 2
IYEhRE R T A — X DR L
Chax (ng/mL) AUCyi,¢ (ng * hr/mL)
TR R AR e 2 vs. IFREBETE B2 ¢ (0. 840 [0.674, 1.047] [0.872 [0.684, 1.112]
i £;H$E£HBA$¢3%§E£VS. FFREREIE 7 # % (0. 798 [0.653, 0.976] [0.879 [0.704, 1.098]
B TS RERE A RE vs. ATFREREIE 7 & ¢ (0. 747 [0.570, 0.979] [0.758 [0.563, 1.021]
(i S [90% 15 HE X[ ]

) AR OB I T D HEROHEE, B RAIIE RFXZ FELTLHO. 5ng
X OBLEL . 151@&D&5¢5 Z DRI A FRERE 2 HZ8 L7203 HLEERITIG U
THRZCHET 5, HEFFEITER 1 B 1[0 2mg T, BFE RIS U CE EHRT
D0, KRG EIZ1 A LEl4ng &35, THD,
ARANOEERIEAREE (—EHE) & LT Mo REPEIEER IV CHRE AT
[EERRE SN TND Z &0, AAFGETIT, EMRCITERREZITO 2L, &
FokEgr+ocBlegds2 L, (9.3 3R] BNREiEhTnd,

ARNOFFEDOY FE AT HEECET 2ER () & LT, IR EEREIC
*F LT

MNERZRRBIE AT 2 &, fDRIEHRIEHESE CITEE R ENRD b T2,
¥, AR T, BEERIMEELZ AT 58 AST UL ALT 1001U0/L KA Lo B
BRI ST S, [8.3 5]

UNRE RV AN GAYN

4) AR O IE B fE 2 20

PRI AR R O v PRI E B YERRFT 6 B RFX T R Img, JREEPEMHR T 0D i R 2 if.
SERMERF 6 Bl KFX T N Img, JREEFEAREIR O 5 PREE LIE BB 6 fllc he e ¥
VAL b 8img KNRFXT R Img # ABEER T TT7 HERAKEKE LIofER, &5 1 A
HIZHEWT, Cux CEHME CEERE) 1 X4, 78.681+14.92, 83.80+£9.77, 83.28+
10. 22ng/mL, AUCq-o4 1 ZZ AL 41, 933. 38+284. 39, 957. 07+ 114. 12, 965. 61+ 76. 58ng-hr/mL
Thole, iz, FEH T HBRIZBWT, CuTZF4, 102.90£21. 43, 101. 20 18. 28,
108. 33+15. 49ng/mL., AUCoos IEF 270, 1, 209. 40+365. 96, 1, 193. 53+ 166. 49, 1, 257. 48
+210. 14ng-hr/mL TH - 7-,

_69_



KVI-12  MIEH RFX T ROFRBFEDERE T A -5 (REKRORE, EET)

5 Bl o g/ | T () | AUGa: (og e /)
<R AEET S | 78.68+14.92 | 3.50+0.55 933. 38£284. 39
FFXZF (h=6) 7 102.90+21.43 | 3.67+0.52 | 1,209.40365.96
eI 83.80-£9. 77 4.00£0. 00 957. 07+ 114. 12
FFXZF (h=6) 7 101.20+18.28 | 3.170.98 | 1,193.53+166.49
<IRERPEAEIBEAL> 83.28=+10. 22 3.170. 41 965. 61+76. 58
[N =1= VS N
R 108.33+15.49 | 3.67+0.52 | 1,257.48+210. 14
I AR R 2=

) AFOKBEINTHDHEKOCHEZ, NEFRAIIERFXZ FELTL HO.5ng

EVBML. 1 A1 ERAKRGT 5, EO®RITIMAIREEME A2 MRS LA HBTS T
THRAICHEET 5, MEFRFEITET 1 B 1 2ng T, BFORBIOE U CREEHEET
LN, RFEGEIT 1A L Al4ng 95, THD,
A THEBINTWD bErX Y X4y NOREROHEX, B, RACIE MY
nXY ALy M LT 1l 20mg LVBHLAL, 1 H 2 B ICROEET 5, £0%
VA PR R AE A R L 72 8 DB U TR & IS BT 5, MEFFRIZE@H 1 [5] 60mg
Z1H2EEL, BEOREBICN U CEEHENT 203, HAHEGRIE 1 [E] 80mg & 1
H2EEd2%,] ThD,

2

EERe L
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. ®2% (EALDOEFESF) ICBYHIEE

ERNBEEFTNDER
EZN TR0

RE g

2. ERARELEZTDER
2. B2 (ROBFIZEIE/BELEGLN L)
2.1 RHIORITTxT LIdBUE OBEERE D & 5 B

(fif)
ARNDOR T D RFX T RITK L, BBIREDBAERE D & 5 B AR 2 &G Lca . i
TE 2 2RI REME DN @ W T2 ORRE LTz,

3. MEXIIHMRICEHET TR ELZTDER
IVIRIRICBE T 2HA ] 22T 52 L,

4. RERVAEICEET 2 IE & TDERH
VIRIRICBE T 2HA ] 220752 L,

5. EEREANIELTDER

8. EELEAMNIE

8.1 AFNIIREEK: THTH Y | JREBAHI% (REFREIE) RIS RBEZ KT S5 L
JEBEEI % CRESEIE) ZMEIEIB8TNNH 5, AFIFGRNERBEER CREFREME) 2R
DHENTEEIE, ERBEBSE5F T, AFOBRGEBA LN L,

F o, ARAEG PR EBEEiR GEEFEIE) BRI LZGAICE. AROREZEETHZ &
G EMRE L, JERICE D e F o IERT aA RIEFRAEA], RIBKEAT 2 A N
ORI L&, [7. 8]

8.2 AAIDHIMERIC X 0 FrIC &GN IRIBR & KT 2 2 & h . RBBRMEDSLEIC
(X, BFICREAREA KOS CHRT D MR, BIESEOER 2 -3 reEERH 20T, 2
NaBilEs 2720, KOODEBIUZ LD REDOHEMBE RO T VA VL ZITND 2 &, B, Z
DEFEITIX, BEORE « WA VEICEET D Z L,

8.3 fth o JREEHEMEHESEK I Z BV THEERIFFHEENRE SN TNDLZ b, ARG HIL, &
W RER A 21T 9 72 &, BEOWREL +2ICBIEZT 52 &, [9.3 2H]

(Fifin)
[FIFE [ 3 0> B Z 7 FEARAO IR ER0 | s RIR MLAE i R ODVRIR T A K7 A 2D BB ITRE L,
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6. HENEREZATHEBICHTHER
(1) BHHE - MEEZFDHLHESE
9.1 AfHE - IEESFDHLHBHE
9.1.1 RidfsRZzH>BE
B LR 2 G0 Ll SN Ga 2RE, &G LT &, RROEKBERN L, JRPR
FRHEME O RICE Y | REEFHODIEREZE LS E LB TN H 5,
mB. BB TR, R A 2D BE~OR G TOh TV,

(Fgam)

AFNOHFEER 236 JRPIREBREFEE O KIC L 0 JREHE G OERZEL ST D282 0RH
HIORE Lz, kB, AFIOERRER " 210 ckB W, RG22 0E ) BE A~ 53T
DIV TR,

(2) BHEEEERE

9.2 BHrEEEESE

9.2.1 EENEHMEEEETEE (eGFR A% 30mL/min/1. 73m? ki)

A TORREEBET 52 Lo AANTEENIRME TS THERT 5720, BReREE O
WIS CC, ARMEDN G832 ATREMEN B 5, HHIC, ZIRUTIMIROBEFITB O T, AN
HFRFCERNWZ LG RAIOEGITEET 5 Z &,

2B, BEEERBR TIL. eGFR 28 30mL/min/1. 73m® A D & 1IBAF ST 5,

(fif )

AANTBNAIRANE I THER T 5728, BISRERRE DR ITIN U T, ARMMEDEES 3 5 TREM:
R R, ZRUTEROBFITISN T, AIMERHIFFCE 20y, AFIOREA RS 1 =17
IZBWT, R ERE ~DORE~OREN D, EERLBREZ AT 5 EF KO LT eGFR
2% 30mL/min/1. 73m* RfH DO BF LRI S TR Y . EHKRRD <L BRMERHENL L T 720
TR E LTz,

(3) AFHaElEERE
9.3 FeElEEBE
HEREARRHBIREZIT ) 2 &, MORBRYEER TITEBRITRES 2580 b T\ D,

o8, BB ClX., EERIEERZA T 585, AST XUX ALT 1001U/L BL_Eo BE 13RI
nTns, [8.35M]

(fiEs)

o> JREEHEEESK CITEE R ATFEENED 5N TV 5, AFIORKRER - 2717 |28\, —
R 72 B BRE ~ DL E~DOREN S, EEZRIREE AT 2 B L O 5a1 AST XIZ ALT 28
100IU/L LA EDBE IR S TE Y AR 72 < ZEMERHESL L TV 72 W2 DR E LT,
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(4)XGEREEH T 5F
BRIE STV,

(5) 1E4%

9.5 Eim

PRI SUTSEIR L T 2 ATRENED & % MEICIE, 16R EOARIEDfERMEZ RIS &l S s
BECOBEETL L, BMER (T v FROTUHX) T, BREEZEREOK 1053 5% U
174 f5ITARYS 2 F B CEIEERMBTRD i 7,

(figsn)

Z v M RO Y &2 - FEERRERER 5 1ICB W T, BRIRIREE B D) 1063 5% U 174 21240
W AHBETIIHIDVERERNBD OGN TNWAT0HRE LT (TIX. 2. (5) 53 A w5 |
DIESM),

(6)#&=ELiFm

9.6 B#3.I%

B EOFREMER ORAREOARIEZ BB L, RILOMGESUT T2 RETT 5 2 &, B3k
B (7 v b)) T AFPLHFICBATT D Z L0 MESnTnD ™,

(Fan)
7 v b ERAWTZIEERRER " 1280 T AFIOFH T A~OBATRRD SN TN DHIORE Lz
(IVIL 5. G)FIt~DBATIE (T v b)) OEEMR),

(7)/MNR%E
BRE STV,
(8) =BkrE
BRE STV,
7. tHHEEH
(1) RZE=R L ZDER
RIEI TR,
(2)BtHEEE L ZDER
10.2 BFHEE (BFRICEET S &)
HHN 4 % B AR EAR - HE 71 FEFY -+ falaiN 1
EI7UFI R ARHN O FEDEFTT 2 v U I RSB IRMAE IR D REED 75
AREMEN & 5, ZEHIT D Z ENMBENTEY . KK REE
PEM R DU T A ATREE N B 5,
B U F LA WU FOUER BN IR R O PEf 2 Bl 45 = &
T ALY Ak DESNTEY . KA ORBPEIEE 2 H BT
T B AREVEN B D
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(figan)

FIFERIZNE DM EOREEE2SEICRTE Lz, k. AFNT TERLBIFE & @ E 2R F iRt 7=
DI ENERTA RT A L ICHASX | Kl in vitro 3B 8750 & O RSEMHE B AE R 28R 26 20
Z FE ki U, AR BAE OWGAITERD ST (TVIL 1. (4) B85 - PRS0 E] OIESMR),

8. ElEA

11. El¥EA

ROBIWERRH LoD ZLBRHDOT, BEE2TDITTV, BREPBO ShHGEIcITRs
IR 57 CEYIRLE AT T &,

(1) EXGEIMER & HER

BRIE I LTV,
(2)FnthoE|{EA
1.2 20t EI{EA
5%LL E 1~5% A 1% A3
H R A
JF K OViHIE & v —GTP &
5 M OVE K5 R Jrg L B i 2% REEIZE ., DUACPRIE | BN
B ONUA R 2 R BEA . BAIKIEEE, IR B .27
=720 =22V INZS -5 | NN 111 A S 740 Py g
. REBETALT I/ LT F
=, R T AT R

(fEwt)

ARIMER O MO 2 BRE U, KGR SV L « &I T L7z EE R ARRE [ (B
W7 =7% Y25y MHIRTEEMREERERY 2 BIHRRY X7 0~ o5t i TR ERIER
B V0 BIVAE I G 1 7). A3 631 Bl (2dWV\ T, FEBLBIE 2 FILL LoRIER (BRR
BAERE 2 ate) s Lc (TV.5 (4 BRERIRER] OHEM),
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SEERBRE—BERF

FVI-1

AR 15

531

FEHBIE (%)

104(19. 6)

B RBUR

BIVEF O fEEE FEEHL (%) RIVEF O fEEE HEHHEL (%)
(Eﬁ\%@%;@%ﬁf%@%é 1 0.2) [N 1 (0.2)
¥ G X ORY —7%2ED) ] [ L ORI BE ] 8 (1.5)

B s 1 4 1 (0.2) B AT 5 (0.9)
(G e | 2 (0.4) AR A E 2 (0.4)
GIEbL 1 (0.2) 1R 1 (0.2)
K= 2 —m /T — 1 (0.2) SR 1 (0.2)
(2SSl TS SN T e 1 (0.2) [4:5iE%% L OFLERE] 1 (0.2)
it ekfeg 1 (0.2) EAERTNERRAR RE 1 (0.2)
[ B 5REE] 7 (1.3) (EVREES 18 (3.4)
A 3 (0.6) G PR A=) 3 (0.6)
T RE 1 (0.2) Hn :
ELER=D/S 1 (0.2) JREPT7 VT I 2 (0.4)
T 1 (0.2) a7 vy F =i 2 (0.4)
RIE A PRE 1 (0.2) v INI IR TR 2 (0.4)
QiRRIERCEEA e | 1 (0.2) 7 = 7 — BN :
CLELL 1 (0.2) RAETINT I I LT F= 2 (0.4)
(R X O Tfiikp ] 4 (0.8) Ly n :
7 LIV X — MR SR 1 (0.2 7I=YT ) hTUA L 0.2)
HTE2 1 (0.2) 7 =7 =B '
A1l 1 (0.2) T ARG X UET 1 | .2
% O FEIE 1 (0.2) h 7 VAT =T —BEN ‘
[ kRt L OSE A RIRRREE] 72 (13.6) 1. H L B /K SR T SR HE N 1 (0.2)
Jre BV BE T % 51 (9.6) PR HP i il B 1 (0.2)
B 7% 11 (2.1) B e BRASE N 1 (0.2)
DUl A R Je 8 (1.5) PR 1 ifn B 1 (0.2)
ESfE 3 (0.6) U SRS 1 (0.2
(I EANS 1 (0.2) A FRERECE N 1 (0.2)
A Fi I R 1 (0.2) PR R Bt 1 (0.2)
DU f vra 1 (0.2) DEXPRER 1 (0.2)

B &1 5 P 7% 1 (0.2) (MedDRA/J ver. 21.0)
2R PEBIHI R 1 (0.2)

EGRIF & T OB AR D7t
L RT B AR RS R RS 4

U7 = 7% A% MR EE RGBT 2,
R 530510 17 2 0FR)
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©
&=

ERBERRIZRIFIZE
TEIILTUVZR0,

e

10. BEkRES
BTSN TV,

11. BALDEE

14, BALDEE

14.1 RFIZFFEHOIE

PTP GIEEDIEANT PTP > — b 3B HO L CIRAT 2 X R8T 25 2 &, PTP > — M ORARIC
L0 EOSLAE S EERE AT U, IS FE LA B 2 U CHERRIA A % 0 B 72 & OHE % Of
BTHZENHD,

(fifesit)
H KRS 240 5 (CERL 8 4F 3 A 27 Aft [PTP ORAERIIRIC OV TY) ITHS& | PIP @iE4 iR
AL Z DY AT L CHERMGE T 572 0ICE L7z,

12. ZOMDEFE
(1)BEERERIZE D 1EHR

RE S TVZRUY,

(2) JEBGERABRICE D < 1HHR
RE STV,
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X.

JEERREERICEI 5B

1.

KEHB
(1) EHEEHR
VI ST B E ) DOHB

(2) RLMHBHEB "

o | #E5 P&
AR £ ) s #
BRI A BRIDE || e | (ng/ig) * ok
. . y - MEEZALE : 500mg/k
PRSI |k || M| HE | o, so, | EVITEE S
Efyﬂﬂ = 4 \z
Ri3 R RUAIRI 6 | FEF | 150,500 |y e g9
\ hERG 3 A . 0, 10
[SEdN= N N . Iy =
L T hERG FE it HEK293 i1 5 |in vitro 30. 100 f'}]’/%gﬁgﬁgg/ﬁ#
g N . N PR %
MF 3 mE, oHE (=74 i3 Hila] 0, 10, 4 H RS L 740
. LEX [T 4 | 30, 100
IR H
o - I 150mg/k
) E — R SDF vk Vi3 HilA] 0, 50, . ? E,H/%@Emgy/;ij—
RIETHE | SRR, 8 | #&m | 150, 500 ot =
— LR RE étlﬁ# 1 461
3 iR

%1 ;. HEK293 HElEIZH61T 2 8 5B BALIX umol /L

%2 T MR HEERRICEIT S 500mg/kg HHHED C,,, (543ug/ml) &, B FTOD Cyuy
(420. 67ng/mL) * & D

3 4%/1/13 TR D 5 aEIRICIs 1T 5 100mg/kg/ A 58EDHE- 1 HHD C,, B11.5ug/ml) &

E hTO Cuas (420. 67ng/mL) *é:@tm:

¥4 T v b 13 EBROKGEERBRICEKS TS 100mg/kg/ BEGREORS 1 HEHO® C,

(194 g/mL) &, B FTDC,, (420. 67ng/mL) e DEHER (T v b 150mg/keg & 5-RF oIl
HEER R E DN 72N sb TR O A EREO AUGE TR

ko ERERCABIEIC R X T Kdmg 2 1 H 18], 7 HEEREG L7 X0 7 HAD Cu,

( TVIL 1. (2) EERABR CHERR SN7- e | OB

(3) Z DD EERER
(2B EW] SRS, AT v RN, NTUAR—F— ZRCRIETHE (in vitro) ©
FRERESE, A A TF vy R, R T UAR—F — ZRRIHT D RFXT ROPBELERE
10 imol/L CRIT L7558, W ROBIIC b (50%% B2 5 MERHS) Lianot,

[RkBR 15 ]

FF3MEOAMEESR, A AL F v F, FTUAR—F— ZEEICHT D FF R T RORBLLERE

10gmol/L (n=2) TaHi L7z,

Bt LR, A4 v F v, b TV AR—F— ZRETITROLEED,

- BF v raAdXUr =8 (C0X-1) | B/ T IUAFUE—E-A MA0-A) , BT I VAT UL —
£-B (MAO-B) . #FHEMNO GRkEEE (INOS) . TEFLay =R FTF—8, FHrFriFo g —+8

CAF TR ANV AT AL Ve Ru B U UESEND, ATP MK T v 2 (Kap)
FNTUAR—=E— VT RV F I U R IFUVAR—F— R =V b TV AR—F—

CBER . TT vy ) L TRLFU Y (e s Biv Ba Bi) L B TFTEJ AR (CB) . KSR
v D) . KRR UTEBE Y, GABAy, FVF I VR, BEAZ IV (Hi, H H) L ARV =

aFy, FEFA R, Ba b= (5-HTy, 5-HTa. 5-HTs, 5-HT,) . PPAR (a. )
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HEHER
(1) BRI 5 HEEHR * ©

BN I/ | B RS FhG8 (ng/ke) BIE OBIER (ng/ke)
SD 7 v b MERES 5 #&B |0, 500, 1,000, 2,000 1,000
>1, 000

B =7 A PR | MR 1 #&F |0, 10, 100, 300, 1,000 | (300mg/kg, 1,000mg/kg T

Wi 708 72 5 41 72)

X o4 JERIRE N GEIEABROE S 1| BB O BeRIEL O FFX T FREEICED . &
PETEE 2 S FAlh

(2) RIE‘ G SRR ©

1)SD 7w o> 13 MR N bmthakin (MERER 10 f1l/8F, #5-8 : 0, 30, 100, 300mg/kg/H)
300mg/kg/ AREDMETIRE DA 300mg/kg/ A FEDMERE THRIMEE, ~F 7 v B RE,
~< 7 Uy MEDEDDRZRO LN, W OZL HIRERIC K Y BHEMESR R STz,
72¥. 100mg/kg/ H#E K& T 300mg/keg/ H #E D MERE T E DO XN, 300mg/kg/ H HEDMEHE
TR e FRIRLAR S, 300mg/kg/ H #E O HE CTHFAIIL O VE I/ MER DA FE D LIz ds,
SRR SR OFFEA/E R BE U 7oA b & B 2 bivie, MR 100mg/kg/ H
LHEEINT,

2)SD 7 v hd 26 HERE OG- maER (MRS 12 /8, Be55 0 0, 12, 60, 300mg/kg/H)
300mg/kg/ HBED BAEREREEDOHE 1 HIKL O T 7 A4 FEF*ORE 1 FI233E 1 L1z, 300mg/kg/
A FE DM TR O | AREHEINEN ] AR ORI NS AR MLERE, ~F 7 1 B U REE,
~v F7 Uy MA, I/ 1%@5(0)1&9# 1O HILTED, WO HAKREEIZ L0 B MEN
RENTZ, Flo, REREIZE/MEOHMA RS Hivie, 7235, 12mg/kg/ HHE K TN 60mg/kg/
Hﬁ@%ﬁw*mm@&yﬁﬁwm%?HWEg®%MHmm&yHﬁ@ﬁ&@%mym/
H B O MERE CHFAAL R 2358 80 B 7223 TS AR O K8 /E N B L 7o o tE A
fb&E 2z i, MR 60mg/ke/ H EHEE S iz,
X oo MAEPIEMRERNE Z BR9 L U72RE CoPHREE « MERESS 4 BI/BE. FFX T FIRGRE

WERESS 12 1511/ 7F)

3) =7 AP 13 R Qi Gt (MERESS 3 /E, #5810, 10, 30, 100mg/keg/H)
100mg/kg/ A REDHE 1 5l %2 2 KREEAL D 7= 5. 71 B BICUhARICHE L=, AF Tk
B F IR TR OB RO B, RIMEREL, ~EZu b U RE, A~ by
U ME, BimERE, R OE LW EOEAEO b, £72, &5 48
MRFHIRRA TNE 7 1 B R O K ORI Yo 0 B 25000 N 2358 @6mﬁo$ﬁ
B ClE, 100mg/kg/ H B O TRAIEY ML DO HE NN 2GRS H A7z, 100mg/kg/ H HED M
1 FICIE s 13 WAEICRMEE, ~EZ o @ ~< 7 Uy MEDOEDRED S
Ay A A B ol 2 B TR K OSKBRE OB BEMIR OGO Hiviz, WThDZEk b
RIEIZ X0 [ R e, SEERE M A Cix, BfEMROBmMAERO bl 2
BITT VKD G722 DI NRBD HivTe, Mt i%mmyakﬁmémko
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4) J1 =7 A Yo 39 W O Fe G-tk (MERES: 4 f11/FE, #&55 : 0, 3, 12, 50mg/kg/H)
50mg/kg/ HREDME 1 5l % 2 E RBEBEAL D 7= D #¢ 5 84 H HICULARZICHE L=, ABITIE
B AR A C ORI OBEE, il AKHE, AR, PERESEN)N & R Mdes O HE R

RIEMZALDZRD BTz, 70k, ifﬂf WD BT H ORI SR A LTI RN
ZEDOHRME R G ORENERIIIEETE RV OO, Yo 13 RO &5 E
PR (B m%gmmy@ww&UKﬁ%@mm&yaﬁ®m@@%fnﬁ®%ﬁ#a
DOHNTWRNT & BEDIRIFZ R T BARBAENEO T OBELFTANFEEL TN Z &

. BRBAERE T LR E 2 b7, £72. 50mg/kg/ B REDHE 1 41 2 Fii X
%)”%"Tﬁ@f:&)&’%u 85 H HIZHlERcfit U7z, MEEMEEIL 12mg/kg/ B & HEE ST,

(3)E=EMHHER
RAIF 7 AWK ORI & F T A8 i 28R 8 BB T, RENS TR OFFEE T R OFEFF
EFT, RFXT NIZL DB TZERE E%%éf RO LRI T,
CHL/TU iR % FA U 7= Yt (R B3 3R i ﬁ%ﬁ@k%@fﬁ?&@%ﬁ@?? BB e
FEE (10%LL 1) Z# % 2 Yeta R S M o I BUBEE OB INNGR O Hiv, RFXT R
CHL/TU M6 L CHe AR R 255845 Z LAV ST,
Z v bERWE/EERER (in vivo) MOYT v ML Z AW 72 A ES DNA A pkalEk Cld
NZEN RF X T RIZ L D /MEAR MERFEFEME K& OV DNA B EFRMEITRD Hive o7,

(4) A TRIEEER ©
MK B6C3F1 ~ 7 A (45 50 il /#E) M OMIERE F344 5 > b (4% 50 Bil/Ff) (2, RFX T R0, 3,
10, 30mg/kg/H % 1 H 1 [\ 104 AR O £L LI2AER, FFX T REGICEE LA
ZALAT ONZ AEBS PRI 28 K O FERES I 28 DB ANITRRD S e o 72,

(5) EIEFE SRR
1) ZMEER OER E TOYMMEAEICET 258 (F >~ b)) @
MERESD 7 > b (4% 20 BI/BE) IZ KT X Z K0, 30, 100, 300mg/keg/H % 1 H 1 [ 05
L7 (BGWIRIEZ 2, B ARCAT 4 B2 G MEHIMARTH £ <, M AT 2 EH
NOIEE 7 HET) #5555, 300mg/ke/ HREDOHERED BB T, BT E DO K OV EH N
i, HEOBEMW TRE ORI NS IR, AR, A DOWD RO b T, M
WD BLENY) O — ik K OSBRI 2 67 £ M FE M il NS WIS AR 1Tk 3 2 Mg
X, Wb 100mg/kg/ B & HEE S iz,

2) IR - BRIRRAICET 2B (T b, v ©
ﬂ%&xmy%u91imﬁWﬁ)_%%37Fo\w\maswmmya%ﬂ%7aﬁ
517THETL A 1FERRAKRS LR R, 300mg/ke/ HREDORENMY T, EEFE DR, KE
HEINENE], ARE OB 2T B AL, 300mg/kg/ HEEDNR IR T, BAEER (F/INERIIIE. 72
EIRFEE . BEHEEE) ORBBEEOHEMMNED bz, B O —ik & OV FEkRE
*ﬁﬁéﬁiﬁiiv IR - BRIEFEAEICHKT T D MR, WY 100mg/keg/ B & HEE
Sz,

BEHR NZW 74 (19 3% 20 fil/#8) 12 RFXZ K0, 10, 30, 100, 300mg/kg/ H % hTH 6

H2H 18 HET 1 H 1 BRRAOKE LI-FER, 300mg/kg/ HREOREM) T, BEFEOHRED
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(REEEE NS AF E ORI 358 51, 100mg/kg/ H L) Y 300mg/kg/ HBED RGN T,
B GEERINE K OMEHERTR]) TSR OB ST IME 2358 Hiviz, £
i O — ik & OVERIFEREI 33 2 MR ME & T 100mg/kg/ H . IR « BT A T332 i
FPERIT 30mg/kg/ H & HEE STz,

3) HAERT & O H AR OFRAN IS RHADOMEEICB T 238k (7 v h) ™

AR SD 7 b (20 Bl/BE) 12 RFX T R0, 30, 100, 300mg/kg/ A Z4LHE 7 A 25 o3 itk
21 HETI1 A 1 MRAKE L2k, 300mg/ke/ A REDORENY) T, BETEORAD, (KEH
fngndl, REORCD | AR OIER 238 BTz, 300mg/ke/ B FEOHEFLATO AR T,
AR HAER 0 B OAEFR, AFHARE. HAER 4 A OAFRIOWA I N BEFLRF
SSOIREOWMEE 23558 41, 100mg/keg/ HEEK O 300mg/kg/ B BEDEEILE O HA W T,
A YR oD S AR AE T B DO AR SE RS 300mg/ke/ A FEDRBEFL % O AR T, MEH AR
OB O OBNARD S iz, M A %2 A8l X7 A FHRER A (PIEIZCHE) Ti,
100mg/kg/ H#E & OY 300mg/kg/ H #E CTRBZH DD, 300mg/kg/ H #E TR DPD M7 H
B AVTz, AR A I RE AR R & SR AL E BN ) [ OV AL BN & AT B A M AR R oD
AFEREM A GEINAZED) 76| RRRRR O MEROWBA T A RITER L7 Z e & 2
biviz, RREN O —fkEtE i OVESEBERE Ik 2 e &I X 100mg/keg/ B, HIZEIRIZRET
% M BT 30mg/kg/ H & HEE S 472,

(6) BFTRIA R
LR

(7) ZDthnHEHEN
D) PiEtRER (ELEy b, wUR) @
Mt Hartley E/VE v & AWTREINEGHT 17 0 7% 0 —I& (5 61/FE) KORRES
HEET 7 0 7% —0k 6 BI/EE) ARG LToRER WTILbREMETH D | 1 BALB/c
~ A (6 Bl/#E) KOWECH ~o A (6 6/ #HWCERESHLET 71 7F%F—
FOGERF LR, WInbBEETho7z, b0 EnD, RFXT RIFELE Y
MO~ A2k L CTHURMEZ RS RN EE L LT,

2) s MR ER (in vitro) ™

HEAVERED =27 A4 YL 56 DOHERIRLEEME RFXT RE TL-2 GRi&HEE 30U/nL)
TRONES HTHY 72 B A > % 2 _X— 1%, BrdU QM ~DE Y AL ZHIE L, B o
sz U RO OFEIE & U TR L7258, 300 1w g/ml T U /R ERGIELAEHI 2358
OOLNTZZ e, RFXT RIZH A0 BRIk L THEER 2835 2 & 23R
Sz, E7o, RS CEAEOBARABME G6)) ROKESD 7> b B4 »HEREL
7oA A TR L 72/ 8O sl B 300 1 g/mL TV 1, 000w g/mL TY /8
ERMFAVIERITE D 6T, RFX T RO U ERFEFAVIERICITFEZEZN H D Z & 2R
Sz,
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3) MR L O (in vitro, 7w k) ™

MESD 7w b B BI/EE) 120 RFXT K1, 3, 1omg/kg/H%A 1 A 1[H7 HERAKS LR
R FFXT REZ v M LT, 1~10mg/ke/ H O ETIITEMAGEMER ZHE L2
LR ENT, ETo, MESD T b B HI/EE) 12, RFX T K 30mg/kg/ H T 300mg/kg/ H %
1H 1A 14 BEEOEE LIRER, FFXT RiE7 v MaxF LT, 300mg/kg/ H D& T
TR R 25T 0 2 LRz,

7 v MR Z HWT, RFX T REE 1, 3, 10, 30, 100, 300 umol/L T® CYP2B1 &K
CYP3AL IZXfF DA EA 2 Mt L7ofR, RF X7 NiZ7 v MFMlalzis T CYP2BL @
FEMEMAR LI EZ DN, 723 CYP3AL [ZOW T, BMERIR (7= /N LE X —
JL1,000 pmol/L) CHIREZRFFEIERN A LT RO Z YR SN2 Do oo DR
i CX7pnotz,

4) et (o k) ™
I Long-Evans 7 v & (5 il/#f) 12, KFXZ KO0, 1, 10, 100mg/kg % H[FEFEOF 5 L,
UVA Z gt L7, KX T REGICBE L2 O WIRMELEE, EhEolE, IRE
FHIRAN ONTR B R A I B T A2 biEA BT, RF X F NiX Long-Evans 7
v MZxt L TREEEZ RS VW EB X BTz,

5

~

I har R TISHT 2R EOME (in vitro) ™

HALE T v FOFENS I har R 7TRERZAR L BBEEHENES AT 22T
S hary R T7OREREZRIE L. £7- MitoCheck® Complex Activity Assay Kit (%7 3/[0»
TharRYT) EHWT bay R 7EEESEROERAZE LR, FFXT
IZEDI har RY THEDREZ T LI EMMETRESE Y X 7 2R/ 4 2 RITE O &
AWAIEY

6) AR AREDME (in vitro) ™
b TS C- FFX T K (RAEHRE 10 umol /L) ZHINL T 2 KA > F 2
— ME, IO BSRELZHIE L, ARG BEA2FHE L72RR, FFX T FIC XKD
~OLEFES 2 LIRS ) X 7 2R 2T RIT3RD b7z,

T)IL-8 BEAZH4RIE & LT=#at (in vitro) ™
THP-1 Affa (b 2 BERM: A s fBRAIRER) 12 RFXT R4 3, 10, 30, 100 zmol/L
DPWETEIIML T MFI 7 1Y — AfF(E T C 24 FERIEF R, RGO IL-8 I & U
R AEAFSR 2 - L7258, R FX T RIC X 250 EBOS ORI Z 9 L= TS U 2 o
ZeRR T 5 T RAITER O Bz o T,

_81_



EENERICEAYT SIRE

. REIX S

o Fl =) R*BE0.5mg * Img ¢ 2mg  ALFEEESKLT
) HE-ERMEOLGEIZLVERTL L

By : RFXT K S L0

. A
3 4R

. BERETORE
EStiTRESES

. RO EDFER
ML

. BERITEM
BEMERELT AR 2L
K<FVoLEY : &Y

. B—HS - A%E

[F—psr : 72 L

FZhE . bV 2E v b, 727XV REZy b, Turl) ) —)L R XT7a~vnay
JERIEIE - Y L7

—W AR R LW

. EREEERH
2020 4£ 1 H 23 B (HA)

- BLERGTAREABRVEARES. EMALERHEFAB. REMIKEAR

e SRR H B HGRE SEMMFEVENGAEA B | RGeS R
o U AHE
30200AMX00020000
0. bmg
o U AHE
Img 202041 H 23 H 30200AMX00021000 | 2020 4E 4 H 22 H 2020 45 H 25 H
U 2§
- émg b 30200AMX00022000

. BDREXIEIHEREM. FERVAEZEEENENEABRUZOAR
U LN

. BEERR. BMEKRARFABRUVZORNE
A L7
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11.

12.

13.

14.

BEEYRM

84F 1 20204 1 H 23 H~20284F1 H 22 A

RELARSGIRICEE T 5 1EH

AFNTEFESLTH D720, JEAIEE SRE 107 5 CERL 1843 H 6 Af) k3%, 2021

FEAARBETIE, BEI1E 4 BDEREE SN TS,

£Ea—F
B S EE {8 51 = 3 iy HOT (9 47) L7 NER
fR7E4 SRAM F HE I a— R =5 AR 25
EIEHa—F (Y] =2—FR) a— R
U AHE 0. bmg 3949005F1022 3949005F1022 127036501 622703601
2 ZE lmg 3949005F2029 3949005F2029 127037201 622703701
) AEE 2mg 3949005F3025 3949005F3025 127038901 622703801
RiEfEfH EDEE

BARNA
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XI.

SR

51 Rk

1)

2)
3)

4)
5)

6)
7)
8)
9)
0)
1)
2)

—= o

—

3)
4)

—

—

5)
6)

—

—

7)
8)

—

19)
20)
21)
22)
23)
24)
25)
26)
27)
28)

29)
30)

FENEERL BB 7 = 7% V) 24 hx el (2020 42 1 A 23 H7KGR, CTD 2.7. 6. 16,

CSR FYU-981-014 (&%} 5.3.5.1-4)]

Hosoya T, et al. Clin Exp Nephrol 2020 ; 24 : S71-9 (PMID: 31970593)

FENERL : B X7 m~ o kB [2020 45 1 H 23 H7&GR, CTD 2.7.6. 15, CSR

FYU-981-011 (&%} 5.3.5.1-3)]

Hosoya T, et al. Clin Exp Nephrol 2020 ; 24 : S62-70 (PMID: 31980978)

AASRE R - JRIBEBE T2 TA RT7 4 VWG EBS SRBIE - WEOIRETA N7 A

95 3 Wi @2l & IEMAL 2018 114-7

FENERE - RIS D HAI#E 550k (2020 42 1 H 23 H7KGR, CTD 2.7.6.2)

Motoki K, et al. PharmacolRes Perspect2019 ; 7 : e00533 (PMID: 31788318)

FENEEE - SRR IS D e e G-aBR (2020 4F 1 H 23 AZKER, CTD 2.7.6.4)

FENERE - B AICR I 2 B FO B ER (20204 1 H 23 HAGE, CTD 2.7.6.1)

Neogi T. N Engl J Med 2011; 364: 443-52 (PMID: 21288096)

Wortmann RL, et al. Clin Ther 2010; 32: 2386-97 (PMID: 21353107)

FENE R - R E R - BTHIES I FERAER [2020 4E 1 H 23 H/&AFR, CTD 2.7.6.13, CSR

FYU-981-003 (¥ ¥} 5.3.5.1-1) ]

Hosoya T, et al. Clin Exp Nephrol 2020 ; 24 : S44-52 (PMID: 31754882)

FENERE - I EUSHEERER - %015 AREGR RS (2020 45 1 A 23 H KGR,

CTD 2.7.6.14, CSR FYU-981-006 (&k}5.3.5.1-2)]

Hosoya T, et al. Clin Exp Nephrol 2020 ; 24 : S53-61 (PMID: 31792640)

FENERL - IR R P 535 [2020 47 1 A 23 H7KFE, CTD 2.7.6. 17, CSR FYU-981-010
(&8 5.3.5.2-1)]

Hosoya T, et al. Clin Exp Nephrol 2020 ; 24 : S80-91 (PMID: 31875931)

FEPNE L - RN IC 31T D B aBR - 55 T AREER (2020 4 1 A 23 A ZKGE.

CTD 2.7.6.3)

FENER . = 23T 3B (2020 481 A 23 HA&GR, CTD 2.7.6.5)

FENERE - BEREREE S T B AR SKEE AR (2020 4F 1 H 23 HA&RR, CTD 2.7.6.6)

Fukase H, et al. Clin Exp Nephrol 2020 ; 24 : S17-24 (PMID: 31823130)

FENEEE - ITRERERE (2 d 1 2 B REFEEER (2020 42 1 H 23 AZ&GE. CTD 2.7.6.7)

Kumagai Y, et al. Clin Exp Nephrol 2020 ; 24 : S25-35 (PMID: 31760530)

FENER - w0 D REREEEEER (2020 4F 1 H 23 HZKFR, CTD 2.7.6.8)

Nakatani H, et al. Clin Exp Nephrol 2020 ; 24 : S8-16 (PMID: 31889230)

FEPE L - R IC 3T DM A/EM (2020 4 1 A 23 A7KFR. CTD 2.7.6.9)

Furihata K, et al. Clin Exp Nephrol 2020 ; 24 : S36-43 (PMID: 32076889)

FENEEL - QT/QTe il 7 v 2 A — S —5dlik - 55 AHRER (2020 4F 1 A 23 AKGR. CTD

2.7.6.10)

FENERE - JRLRISE ) R - 5 TAERUER (2020 42 1 H 23 H2KGR, CTD 2.7.6.11)

Okui D, et al. Clin Exp Nephrol 2020 ; 24 : $S92-102 (PMID: 31734820)
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31)
32)
33)

34)

35)

36)
37)
38)
39)
40)
41)
42)
4 3)

4 4)
45)

46)

47)

48)
49)
50)

51)
52)
53)
54)
55)
56)
57)
58)
59)

FEPERE « FERURIEK S ek - 55 T ARRRBR (2020 4F 1 H 23 HKFR, CTD 2.7.6.12)
Hosoya T, et al. Clin Exp Nephrol 2020 ; 24 : S103-11 (PMID: 32067130)
FENEE R GHBRIC BT 2R R R HEOMRE (2020 4 1 A 23 H7EAGE, CTD
2.7.3.4.2.2)

FENERE 5 TAE & OV I — B BB O OF ST 12 X 2 B SR s R BRI T
TER GEY4EMfRNT) (2020 45 1 A 23 H7&RS, CTD 2.7.3.3.3)

NG BRI (CHEERRBROIES) OFEFEFLOMYT (2020 41 H 23 HKR
CTD 2.7.4.2.1)

Sica DA, et al. The Kidney 6th ed. 2000; 680-700

Enomoto A, et al. Nature 2002; 417: 447-52 (PMID: 12024214)

Woodward OM, et al. Proc Natl Acad Sci US A 2009; 106: 10338-42 (PMID: 19506252)
Hosoyamada M, et al. Am J Physiol 1999; 276: F122-8 (PMID: 9887087)

AKFELE, i Jm R & BB 20005 240 115-21

Matsuo H, et al. Sci Transl Med 2009; 1: 5rall (PMID: 20368174)
Kakutani-Hatayama M, et al. Am J Lifestyle Med 2015; 11: 321-9 (PMID: 30202351)
FENERL B b ABCG2, OAT1 K TN OAT3 #EBLARML A FH - JREBER YV GA Z P E R (2020
1 H 23 AKER, CTD 2.6.2.2)

Taniguchi T, et al. J Pharmacol Exp Ther 2019; 371: 162-70 (PMID: 31371478)
FENEEE - B BRI a2 O T BREEE D A BRERER (2020 42 1 A 23 HAGE.
CTD 2.6.2.2.1)

FENEEL © B b URATL FEBUMIG A2 RV 72 JRERER Y JA A PHERER (2020 4F 1 A 23 H&GE.
CTD 2.6.2.2)

HNEE : 7Y A~ F VL& v i RERE TEHE (2020 48 1 A 23 HKFR, CTD
2.6.2.2)

FEPNEEEL - CYP BRAE R ONEEMER (2020 4E 1 A 23 HKFR, CTD 2.7.2.2.1.4)

FEPNEE - UGT BREMER (2020 45 1 A 23 HAGR, CTD 2.7.2.2.1.4.2)

FENEEL - AR AR S IZ R T 2T AR (2020 4F 1 H 23 A&

CTD 2.7.2.2.1.4.6)

FENEEE © Y icBI 2L (2020 45 1 A 23 H&AFR, CTD 2.6. 4. 3. 3)

FNEE . T > MBI AR (2020 45 1 A 23 HA&AZR, CTD 2.6.4.6. 1)

FEPNEEEL ¢ AR (2020 4E 1 A 23 HKFR, CTD 2. 6. 4. 4. 4)

HEPERE - AEAREN ORRRSAR (2020 4E 1 7 23 HAFR, CTD 2.6.4.4.5)

FENEEL - A ErERBR (2020 451 A 23 H&GE, CTD 2.6.6.6)

FENERE - IAEER AR SR R O ERBBATIE (2020 45 1 A 23 HZKFE. CTD 2.7.2.2)
FENERL - AREHRE (2020 4F 1 H 23 HA&AGR, CTD 2.7.2.2.1.3)
FEPNEEE : UGT KON SULT 4y F-Fl I K 2 AREEER (2020 451 A 23 AZ&GE, CTD 2.7.2.2)
FEREE . T > MBI AL (2020 45 1 H 23 HAGR, CTD 2.6.4.3.1)

6 0) fENEERL: 3~ T o AR—Z —[HEEA (2020 41 A 23 HAKGE, CTD 2.7.2.2.1.4.4)

61)
62)
6 3)
6 4)

NGB« 22 APEEREREAER (2020 42 1 H 23 H/&KFR. CTD 2.6.2.4)

FENERL - SEEEBRBR OB R K s (2020 451 A 23 H&GE, CTD 2. 6.2.6)

HENEEF - BIREDEEFREER (2020 45 1 H 23 H/&FR, CTD 2.6.2.3)

FENEERF T hOBERE OB EERER (2020 421 H 23 H7KGE, CTD 2.6.6.2.1)
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6 5) tENEE : o 4 BRI O£ EERBR (2020 451 A 23 HA&GE, CTD 2.6.6.2.2)

6 6) tENEE : EEGEMERR (2020 45 1 H 23 H&RE, CTD 2.4.4.2)

6 7) tENEE : B ERER (2020 4E 1 H 23 HKFR, CTD 2.6.6.4)

6 8) fEWNEEL . N AFEMERER (2020 4= 1 A 23 H&GR, CTD 2.6.6.5)

6 9) tENEEL : ZIREEAROER E TOMBIRIEAEIZET 258 (2020 4 1 H 23 A&, CTD
2.6.6.6.1)

70) tENEEL I - JRIEHEAICBIT R (2020 4F 1 A 23 HKRR, CTD 2.6.6.6.2)

71)&W%ﬂ:mémﬁoméﬁm%émo_#%@%%Lﬁﬁéﬁ&(mm&nﬂzsa%
8. CTD 2.6.6.6.3)

7 2) tNEER  HURMERBR (2020 451 A 23 A&GRE, CTD 2.6.6.8.1)

7 3) tHNERl : SaEREERER (2020 451 A 23 HKER. CTD 2.6.6.8.2)

7 4) HPNEEL TGRS S OMET (2020 45 1 7 23 H/KGE. CTD 2.6.6.8.3)

75) fENEE: T o ok EMERER (2020 4E 1 A 23 HARR, CTD 2.6.6.8.7.1)

76) fHENEE: I b3y FUTISHT 2 REORE (2020 451 H 23 A KGR,
CTD 2.6.6.8.7.6)

7 7) HENEE  HERATEORE (2020 451 A 23 HKFE, CTD 2.6.6.8.7.5)

7 8) fENERE: IL-8 FEAZIEME L Liofat (2020451 H 23 HA&ARS, CTD 2.6.6.8.7.7)

. ZOHOSEH
B L
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XI.

EEEH
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