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4-methylthiazole-5-carboxylic acid 4-methylthiazole

C HROEEEETICHITHREMEY

AR 2 O IEFRER (40°C, MHXHRE 756%. 6 » A) ROEHRGRR (25°C, HXHRE 60%.
36 7 A) DR, 727 F% VA% v ME10mg [DSEP| . 7 =7 %Y A ¥ v hE 20mg [DSEP] X7 =
TX Y ALy ME 40mg [DSEP) 1%, BEOTHEE NI W T 3HFERZETH D Z & D3R S 7z,

R | EE | wE ot PRI RE PRAFHAR AER
PTP (PPAL) *
S RS 60% 1
25°C i , 36 » H HIFEN
17 3t RH " TS RF o 7
(500 %)
PTP (PP AL) *
MR || 75% . 1
5 40°C RH =G/ o AT o 7 6 H BN
(500 %&)
w | R ~ ) .
R i 60°C WS H AW () R
% 3»H
L] 5% 4 N
i . 25°C RH AT BT AN (Bike) AN
10 A
e D65 87V | g5 |TOIRE D120 7 Lux - hr
3% | 25°C 7 cl;v(ﬂm)ui RN
(5000Lux) | © VTV BRD lenpee s st T xoLx
L — 1 200W-hr/m2 L I

¥1 :PTP (PP/AL) : RUTFub Ly 74 NA/TAI=7 L5 PTP o —

i7i



. AN 25

X2 TITAF v I REER) T LU MREER) = F L Xy v

3 H L 2T WICELl
<HEHEH >

FMRAR A R, RERRARBR, W SRMEL, BUE. A
WERAR GRIE WD) B, WESERUB. LML BRI WL, A
R OF) REIR, P, EREL, AR

| ARERUBRROR TN

PR L

fEEORETI MELENEL)

AR L

I

HASR R 7V AR BRIE D S LIRS & 0 R AT 5 & 5 BURICIEAT 5.

10.8% - 2%

(DEBNRLELGES - &, SENERLCERSR - ARICHT 1R

MR L
2a #

77XV ALy ME 10mg

"DSEP) : (PTP)

(FTAF v 7R b

77XV ALy ME 20mg

'DSEP] : (PTP)

(FTZAF 7R MV

7= 7%V A%y M 40mg
DSEP]
Q) FREE

B L
(HBBOME

PTP ) #

: (PTP)

PTP:RIFarLr7aih, TILI=ZULE

("SI it

Hooa

A MV o EEER)=FLY
¥y REER)FL
flil 22 A A

1LARRE SN S EMEE

RN

57)

Sy AEMRE, &
G
100 & (10 $£X10)
500 & (10 &€ X50)
500 &&
100 #2 (10 $£X10)
500 && (10 & X 50)
500 &&
100 & (10 $£X10)



Iv. 85§95 HH

12. 2 At
LR L



V. 1BRICEId 5 EHHA

V. JBEICEEY 5IEH

1. BEERIHE

4. REX TR
OfR. &REIMmE
ON AL EREEICf S S REE M

2. ERIIHRICEES HERE

5. MREXIMRICEET HEE

<fER. =REMmE>

5.1 AFIDOWMIZHTe > Tid, B OIBRIEEHFEZSEIC, EWIRRPLEL SNOBEEHRLTLHZ
&

<HAALREEICH S S REEME >

5.2 AFIOWEMRIZH Tz > TiE, EFRHEIEBRTEORIEY 27 258 L CHEISEE 2@ RT 52 L

5.3 AANIBEIZAERK SN IRERZ 2RI DERNE RV o o ML REEE 2 SOl IR T S 2 0 I3 T &
AR

5.4 3 AALTFIRIERIZIAE U 7o i JRERIMUE (S 53 2 AF DA NIE M OV BPEITHENZ L TV 720,

fiER -

5.1 EMIRIENNEL L I 5 BF A HEUNERIRT D72 05t L7z,

5.2 JEFRABEGREDOIIE Y 2 7 R OMEH rIRE 2R A ORHEL B/ L T, AA 2RI REEFELRBIRT 24
BN 5T LTz,

5.3 KA, ¥V ForAx v A —CEMET DL TRBAREMEIT2EATH O, I IREE % E )R
THERIER, DAL X0 WIS GRS EH- L7oE ., BIRMAE IR SN IEET S
T ETAMBAREERIET HEMMERH Y. 2D Y X7 WM Z 5 12O IMIEIREEE 2 ELNC T 508
WD, ZOXIRGEIT. RAILVMOEIEDRIRE ZET HULENH DHI2DFRE LT,

5.4 SRS OERARRER Tl BAALFIIEIEY > TR EEG L TR0 . BAALTFREIERIZRIE LT mIREE
IME DIEFD FATIRFT L T 7= bRtk L7z,

3. RZERUVAE

6. AEARUHAE
<rn 7= PR ER I fiE >

WL, RAICIE 7 =27 %A Xy FELT1IH10mg KVBHMAL, 1 H 1ERAKEST S, 0%z
PR % fesB L7228 HAEEITIL U TR A ICHET 5, MEFFEITES 1 B 17 40mg T, EFOKREIZS U TE
IS 0, HAEG®EIX 1 H 1F 60mg &35,
<DALZEEICH S &SRB I >
HE, RACIE 7 =7 A%y hELT60mg # 1 H 1ERAOKEET S,

3

<A, BRBME>

5 2 5 T B RBR L LI MERO 20 B T, RNC o7 o TIRBAM PR AR 5T 5 2 L ALETHY . BEDOMR
EOMEMZEESH L 1A LERGREAE LV EEZ bR, SRMORERABIEEA S s LKl



V. BICEEd 5

R BN T T =7 F Y AF y ho 1B 1EELTHy2 P RBBE TER (12.56mg, 1 B 1B 5RO
BERIBEZALEE © —81.6224.1%) BELNIZZ LD, BRLOFENHLKPEMERRTT7 27X 24 v K
1 H 1R TR LR, AR OReEN MR shi, o, BERABEIC 727X 24 v b
7 HMRERS Lz EOMmPREBERTEMRIZ, 1 H 2EEGIZHE LT H 1EIEGEOH D, REK T2
KVBIRTHY , BRI ORERBFHROEBY A7 2 A TEXHLBE2N-2 DL, 727XV RH
v FOMEIZ1IH IRINPEE LWEEZZ BT Y,
— A RIEERE T3S K D IGHRAII T, Qi P REBE A IR T S E726 . WEBEEH RPN L BT 5 2
EVRELITWD, ZORDIRETA KT A4 Tl FMMT%%&@T%%L RalCHEZHEMT 52 &0
RSN TV D, RSB OPE THERRBROBRTIIZ = 7% Y 24 v hOFHEIT 20~40mg/ H O
LB LN LD, UBORKRRTIZ, YIHEL 20mg/H D& THDH 10mg/H LR E LT, D
fER, 77X Y AL~ 10mg/ H #5300 Jf JEBIEI R DR BLHIL 0.6% & 77 EHRD 3.2% & KW 2
ORI TWD, T2, ERLOBERBRIZB W T, 10mg/H 25 40mg/HIZ 1 B CTHE L ZHADO 4
AR C ¥R BB K ORI 11.0% Th -7 D2k LT, 10mg/H 25 20mg/ H % #T 40mg/ H |2 2 P T
HE LG5 0RBBEEAOKBERIL6.5% LWL, 7T7vRD 7.9%ERBRETH T2, 2D DREEN
b, 77XV ALy hOFEIX10mg 1 H 1 RI2GHG L., BHRLEG 2 BREILEIZ 20mg 1 H 1[0, #
GRG0 6 BREILAFEIZ 40mg 1 H 1 G- LT 5670 8, e lTEEL TWS HERHRIN S LB X b
4)
2, MiFR %ﬁGMmMLUT$W$%Eﬁ&Lfimbt%%%@ﬁ%ﬁﬂﬁﬂ%ﬁﬁ(E%%ﬁﬁﬁ%@
< 5RBR) ITHBWT, ERIT, 10mg/H T 24.1% (7/29 #5]) . 20mg/H T 51.4% (55/107 f3]) . 40mg/H T
%2%(&&%8@)k%i@ﬁ%u%ﬂb\MmQHC&%%%25%W$K§OKO*ﬁf\%mgﬁﬁ
84.4% (38/45 f41) . 80mg/H T 87.8% (36/41 %) TH V. 40mg/H % 2 5 & TOEMKEOMHONIH S M
PibT DA A LNz, UlEnD, 7=27F% Y A%y NOZREGEMAEIL 40mg/ B & HEr L7,
7272 L, MIEREEE O L= 80mg/ H F TCIRITH EKFANICH R L, FRBROFBR LS Lo MG REEE DL
{31, 40mg/ H T-41.9%. 60mg/ H T-49.2%. 80mg/H T-52.0%T& ¥V . 40mg/H & 60mg/ H B THOZE{LE
D7 (7.83%) 1% 60mg/H & 80mg/HH D7 (2.8%) DfELAETH -7z, F7z, MIGKREEME 9.0mg/dL LA E DI
JB % G Tem RBEMIEBE 2 RIS, 727X Y AY v NOKEAREE 60mg/H & U, #5152 i CHEffh L
7255 S DR G5B DO BINTICB W T, 727 % Y 24 v b 40mg/ B ¥ 5 T {ERERE 6.0mg/dL LLF
ERB IR T HIRF 1T LT, WEBME 15 B B LRI 60mg/HIZH & L7 & 25 52 O ik R EEE
&mMMLuT§W¢1m5%&ﬁoto_hi\7I7%/x&yb®m£%QM¢#&mgaif\%@$
THEV DI 60mg/HETCHEMBEBEZREZ L THALEZZEICXLVIHAINE EE XN, ARBRICE
% 60mg/H D 52 HE TOREMICIIFEDBD bR hoTc T &b, 717%/1&/F®Wkﬁi%
60mg/H & L7,
AMEFFEARAR (RABEHABRERC 5HR) 2ME L-AEMEREIE 6.0mg/dL UL TFERME

10mg/H
(n=29)

20mg/ H
(n=107)

40mg/ H
(n=238)

60mg/ H
(n=45)

80mg/H
(n=41)

1575 PR AR A

24.1% (7 f51)

51.4% (55 f31])

83.2% (198

84.4% (38 f)

87.8% (36 #)

6.0mg/dL DL TR %)
1Y% PRI O ZE (b= -30.1%

-49.2% -52.0%

-23.9% -41.9%

<HAALEEERITHE S SR ERMIE >
TRV AH y ME, DRE. SRR OZEET 60mg ¥ TOHE TEAREIE L TEBY ., FORIZHE
it L7 e OIRBROFE R 5, 1 B 1[0 60mg TOREMEZHER L T D, DS AALERIEIC X0 B3I i



V. 1BRICEId 5 EHHA

PRIGAEDS B5H- U756, BIRME IR mNEE T 2 2 L IC K BB REORIEDRHRIENRH Y, DY
A7 Z MR D T OIT MG REAE 2 eI T, FIREICHER CE 2 1L - HEZ®INT 5 2 L EEITR
Do, Flo. BAALFHIERAT T EOBE L, AR - SIRERIMEO B & B v e mBIfi% OFEREE) 0 U X
7 MRN8 S O S MAHERIRRER O ik - &L, WEEIIHWTIZ, 1 H 1R 60mg 28R L7z,

oy TRER S % & o PUBIERE 3R X DAL & M T 7 E OEMEESEAE (AifFm, Vo oNE, BERA) &
KHGUT FEME L 72 5538 5 0 55 AR BRARARBR 035\ C, AR FEEHEE B Tdb 2 R 5-Bani ) b ¥ 554
% 6 B HE TOMBEREMD AUCIE, 77 %Y 2AHX v b 60mg/BBRLGOXBECHLTRTY J—)L
300mg/H (BEHEEEREEDOH 584 1 200mg/H) #5162 IELMENHGES iz [BER 2 /b 7Y
[95 %IEHEX[H] : —-33.61 [-70.67, 3.45] mg-h/dL, FELHME~—T 2 1 150mg-h/dL] , 7= T F I AH
~ 60mg/ H D512 K 5 Mg REAE X5 5-B4 6 B £ TREFAICHED U, (LS5 764 (2 s IRERE O E5A
(&0 2 ELL R UM iE REEE ORAILEM D FIR (7.0mg/dL) Z#8 2 I-WRE 1TV o T, £, fE
R BERE R 2 JEE L 7B E 1 1 T o 7oy, MR RAIEER O LIRAB R 72 2 LICK D RIET
W7o 7,

PLEOKERNG, 727 %Y 2K > K 60mg D 1 H 1EFEOEGIZ X0 B AALFRIEIASE 5 & IR EE MUE O 5 E
PR R T E 7272, 60mg 22 5 HEORFHIANE TH Y | BAALFERIEITHE D @ IRIE MEE 25T
H7 27XV ALy bR HEL LT, 60mg & 1 H1EKEO®SGTHIZ L E L, ( TV @GRIIME
BR) 0IEASR)

4. RERVHAEICEEYT 5IE

7. BERUVAZICEHET 5EE

<f@R. =KL >

1 JREERE THRIC X 21RBEINCIE, P REEEO S K TS L v R RBIER  OfERIE) BEEInd
ZERBHLHDT, AEIOEGIL10mg 1 H 1HINGEG L, BERMGD 2 HFELIFEEIC 20mg 1 H 1
B, B5BALEA D 6 HELIBEIZ 40mg 1 A 1 B G L3578, e llii&T52 L, 2k, HERIT
a0 Bls T 52 &, [8.4, 17.1.1-17.1.3 ]

<DNAAEZEFEEIZH S S RERMAE >

7.2 KANZ, DAALFEERMG 1~2 BRI &G 2T 52 L,

7.3 BRARIER R OM P REEEZ T =2 U 7 L b, AL FHERIE S B ETRE T2 2L, i, BF
OREIIG T T, KEHMEZEELERT 2 2 L,




V.

IERRICBE 5 IHH

#R3

7.1

VI3.QEERUHAE] 0HEHAZM

7.2 RO 7.3 (L FBRERAT T E O LRSS B Tl PR AR B RERE P 0 72 D I AL S HE AT 35 PR R
BT I T LEND D, EGAREIEGEREZIE AT A 2 A (20183 hR) CTlHbFHIED 1~2 H
AN T 2T XAy NG9 52 LRI TWD, Fi2, e OE NS IHE KRR 0T
E. BRI A X A EBEC ALFRIED 24 RefpT GFPEHH « 24K 27 =27F Y 2%y hoEh

ERBR LI Emb, 727XV RE y OB EIGE .

(D3 AALTFIRIERR A 1~2 Bl LRRE LTz,

—RENT S AR R 1, AL PRIER AR 12~72 R ICRIE LT W S Tnd, 207D, 7
=T XY REy NORGHITDR LS ZOMRNEZEOUNERS D LB R, THICESE ] R
DOE N ARG AR FER Tlix, (bRED 24 FERTIC 7 = 7% VY 2% v hO&E 528t L, LFEIER
G5 HEETO6 HM®ZEGETHZ L L Lc, ZORR, 7=27F Y A& > |k 60mg/HIZ LV MiEREE
b FRIEBR A2 6 B B £ TRIFRDICHED L ALFHRIERATH I MG REME O LA X0 2 [ e
U T LI PRER A O A A BB 0> b PR % 8 % 72 BB M OVIEIES A B (B b 4 J80E L 72 B 12 e v o
Too FEio. BEIEAATIE, MBLE B OENALFERIEAS OB VOB K0 | B AT R O FIE
REHN I LR IE B AR T 24 FERIDLIA D GEE % & 2 WIFEOERIZ ETLkx TH D 7, JERLDENE

ARG AR SR TI, BIES A BE D

RV EGHMOERZ ATRe L LTz,

RERICHAANT T2 AR T 2LEMIETE, BE ORE

PlbEXbv ., 172 BANE, NAALERRERL 1~2 BRI OESGZBEBTDH2 &, | . 17.3 BRERER
KO HIRIBEEZE=2 U 7 LR D, (bFEERGS HEETRET S &, ol BEOIREE
I UT, BEMMEEEERET S Z L, | ERELT,
5. ERPRRE
(VERERT—2 /Ny r—o
<fER. S/RE.IMAE >
R
RERA BEFR Fifh R SRR 4 POE 55 Be G- E R
i . ) 0.2, 0.8, 3.2
i e |TMX-67 5 1 AREGFAR fERERR A B 56 |2y OO 24 .
W UREERE SR | e T i 825, B
N . mg
e |TMX-67 BN | MER AR TERERR A B VE 24 N
55 1 tHE R 53ER-2 B TS 11 42 53 k) i 80. 120, 160mg H[m]
e P TMX-67 % 1 fHEEKRR fEFERC A B 12
BURRRORERR | wmgnricsi s 2 50p® b 12.56mg M
S B DI K B HLEIE 5 TMX-67 Fof&dif) v o R RS B RE R A B 1 32 10. 90. 40m ¥
B R OEEORAMNE | HERO#KS) RBL ORHEOERER 5] o g
W | y e TMX-67 5 1 AR ER FERER A T M 20 12.5mg : 1 A 1 [8/7 A H
;H 5 1R B G- 1 (A O By 53k Eg) 151 12.5, 25mg 25mg : 1 H 2[8l/7 HH
" o e |TMX-67 8 1 FIERAR BERERL N B 11
5% 1R e atBR-2 (AT 11 BB AR - 25mg 1H 1[E/7 B
- , I TMX-67 JBANZE 1 FHBRIRFRBR fERERL A B, 56 |40, 80, 120, 1H 1[E/7 AR
BRI GRS | (e e k) pi 160mg 1 A 2 [F/7 AR
EHBE L E RO
ey ] - 4 AE 1 ) ’Eu % H H ae] N
gyj’;gﬁﬁbﬁTﬁﬁ%‘il—]&% ;Tihl\%g( ?;Eﬁ;g;ig; BT GRS EJ%%JEH&T’EE% 14/20mg Wi el
I
p BREREE R RO
He } . WHEAE TR ICI5 1T 2 k@ pg| T TeIELL T
e ey I it P 29/20me 1A 17 AR
A\ A\ Y [ ’fﬁ‘lJ
o TMX-67 & R ME R 123513 % PK/PD
EI? RURER E B PR/PD 3|36k 1R PR B I R 10. 20m 1 A 118l/6 #HfH
| (1fn. 7% PREBAE D B NZEED K& OSSR ERE D #R| D10 il ) g GEAHM 2 3R

)




V. iBRICEEd 5 HHE

i IR 2 2 e e PR P

. TMX-67 FHi5 T +E55R 0.8. 1.6, 3.2.
I TR 1 : % 118 i 1H 10 2 R
(A m oy M ERIRARER) £ 7199 fi 6.25mg
R 4 B R )
P TR 2 TMX-67 #8155 TR Bk 345 e 5. 10. 20mg (;iéﬁ@%;ﬂ)
ERETI45 FAMIR] 2 EH R
e - Iia SR\ % o v R I .
I TMX-67 H135145 T1HH B bkt 10 1 [E/8 HiH
P AR 3 (40mg BEENAE) e 5. 40mg GE A 2 )
HBE 715 B
P AN % TMX-67 P %R EH EE%EU“ o 9. dom 1 1[E/8 R
CRERARSOCRS | RROTIER (R e [ + 20, 40mg CE A 2 )
TR BB \rvixee samem i p i e | LS T IR 10 90 40, 1A 1 E )
et RRRCIEAR GEOETIRG)  [gr. o |60, 80mg /16 1
. |F10, 20, 40, F1 B 1 =)
A SHRAEE AL TMX-67 A % IEHER ﬂf% AR 6 /16
PRIR LSRR (I AR BR) 240 o] A100, 200, Al B 1~3 A (i)
& 300mg /16
P AN % TMX-67 P kM — 5 £ b ekt gﬂ%'ﬂ?“ L some 1 18 R
TR L B S 7 =p . N . |

5 | BRI (SR 102 41 CHE AT 2 D)

it \ P .

I |A e fe 1 TMX-67A %1~ H 5 WL BT ISR |10 40mg F1 B 18 i8R
—EE R R (AR 175 A100, 200m (HLAJR 2 MR
A e e %0224 {3 : g Al A 1~2[al/8 ¥

TR A T B R )
40mg % TORMI BRI TMX-67 S 5.5 i 10, 20, 40mg |y LIV

& H# 0303 fil

i — TR 4 T BRI
A TMX 67 ?ﬁﬁﬁk%a?m%ﬁ&mﬁﬁ%‘% e 10. 20. 40. 1A 1 G52 SR

KL Ui B G R Eoims ) |60ms

aNRBRIEZ B G ST RE S D) EAEEL M L E T m e X (N wy bR r—b) TRGE S Uz A
[xi5e a3 oo if, H R ]

7)=17.0mg/dL, A)=8.0mg/dL, 7)¥EE >7.0mg/dL, & RERMIEAJHEH Y =8.0mg/dL,

9.0mg/dL, =) =9.0mg/dL
A:7a7) /)= F:7=7% 2%y b+, P: 77%R

R R RE & PFE 72 L =

BEE R
R4 RET K% R B R
" , . ) 1 B 1[E(10~240mg/H) 1H 1EXE2[E/14 AR
W I RRE SRR BERERA D154 B 1 H 2 [(60mg/ H) (B 5 BT 2 A H )
SWEFAC E 2 ST (kB FEHE R 922 {51 ?jf:;’f/’ 'E') b 1 2160 1H 167 AR
FiR poft e T A S FER A% B H
B M R 5 B %‘fgﬁﬁ ROBRIEE TR o) o/h 1H 1T B R T)
B A A T A S H
FPHEAEE T2 e 5 A %‘fg‘ﬁﬁ ROBRIEE TR o) o/h 1H 1 E/7 A
HIREAINC & 2 S IR | BEEERRA 924 1 i_fﬁ i gom | MG
. R 48 51
i T MR O B A o
. i B ORI D 52 AR (18~40 5. 65 B2l 1) 80mg/H 1A 1E/7 FHEGEEET)
| T i A 80mg/ H
s A8 My & ORI AR B AE B RER R P27 il (/b 1377 50mgl B 2 [5) 1A 1[E/5 AR
1)
B 0 2 R S 3 HEHERA 928 il fb}gi@éﬁ‘;’g Some W g T)
FY7 AT KT B AR AR AR | HEHER A v22 e e D) 1H 19 A BGEST)
WFAKIT 5 W (R | EEHERRA 933 1 3jfﬁr:fgﬁﬁmgl § o) 1B 1014 A
F7° whty b IR AR KRR 927 3] f;;mfg S00mat 11 260 10 17 B
ny)T V)T AT KT B IR AR HAE AR . 120mg/ H
B Rk A 36 151 (590" 11" dmg HAJa) 1A 1[E/9 AR
QTc [ A RFAmARER Partl TR 12 51 300mg/ H 1H 1E/7 B




V. BICEEd 5

Part2 R A 44 14l Averox®400mg/ H 1H 1[E/4 AR
[1CIF D3R @hEA Bk R A\ B 1 6 43l 80mg(iE#Al) HA[A]
VIZE8 Ml VAN ('S ae ) . 120mg/ H
S T B 1 BERERLA P21 {3 O I R = L) 1A 1[E/14 ARMGEET)
V2R MR VAN (e S a4 . 80mg/ H
SR T B2 HERERL A 28 {3 OV I R = L) 1A 1[E/14 ARMGEET)
th Tyt N IZ LD S 80mg/ H o
SR L 056 1 (£ 279577 | 50mg) HHIGER D
FT AT B TR | R 80me/H
F474)2)
o s \ . F80. 120, 240mg/ A 1A 11al/28 HERE
A L sk 7
A RUP AHRILEARAPEY) | FEEE 1072 6 AL00. 300me 1 (EXCEL ~ OHEGERH)
. . . ; F80, 120mg/H 1 H 1[E/52 HfH
- R H S - BT
ﬁ A SR EAER- 1(FACT) ¥ SRR 750 il A300mg/ (EXCEL ~0 k654
*H S HE L s - . 07 F40, 80mg/H
A fHE il BR-2 Ji R ©.772269 A200. 300mg/[] 1H1[E/6 5 AR/
A KRR « R FREE 181 B 1140, 80, 120mg/H 1 F 128 AR
A300mg/H
5 Ei# 5 5k-1(FOCUS) I BB 7116 F40, 80, 120mg/H 18 1R/#EE 5.54
1 . s )E BE OAPEX 3 ONC FACT| FS0, 120mg/H B
B Wi# 538 -2(EXCEL) T BB 1086 AL00, 300mg/H 10 1E/&E 40 » A

a) TR A 5 SN FE L b)18 ik~55 DA B L o KE D v~F ¥4 (ARA) XLV ERIh/omm
OEEERH D, IBIEREL TV DHE
[t 5: F838 o i H IR A
7)=8.0mg/dL, )<8.0mg/dL
A:7e7Y) /)= F:7=27F%VRAZy N P: 778K

<AAALREEICH S S REEME >

R R
PB4 R e Beh & e 5 [m1 550/ 31 R
. e i o 77" %24y b 60mg/H (1 A 1 [\[#5)
— S EE R PRLEE ﬁ,/ \E.“_‘\ . A
gty |77 ARORER (O R IO o) o 200me R 2 ) |6 I Gk 14 6D
P 300mg/H (1 B 3 [a#5)
ATRBRIR 2 B G S - 4k (GCP Aasrfl 1411 % BR<)
BB EE
PR WEFR K5 @ b e 5[50 R
TOTY AR TES | e 737 R0 120mg/ BB 1 [ )
IR [ He iR ggﬁif‘“ﬁmmmmﬁﬂ%ﬁ 797" 1)1 200,300me/ A (1 B 1 F425) |7 HR (k9 B R
(FLORENCE) 600mg/H(1 H 2 [ 5)

ENEETE S SR AW 1 E



V. iBRICEEd 5 HHE

(2)ERIRF A BR
1) AAEMHHER (BE. RE)
B[R 5 R 89
HARNEERERR N AME 32 Bl 2 x5 & LTI EERABROMER, 7=7% Y 2% v | 10, 20, 40mg (KHEZ 2
MERE, 40mg DOABZRICH G, & 8 #) ZHEREAKE L& EOREMHIIRIF TH o7, BWERIL.
40mg % ZERERFE G- L7z 141 (12.6%) (ZERE O THEERE, RRENRD b,

AR NEERERR A B 24 Bl b L7 7 AR EEREBROMBERE, 7=27F VA ¥ v b & LT 80,
120, 160mg (£HE 6 ) ZHERAOKG Lz X 0AFMIRETH-7-, BWERAIX. 120mg BT 1
(16.7%) =, BEDRF A Y 7 A8, R 7 a—ugin, JRPERE (U, v 732w na) #EINRE

BT,

REHREGHE Y

BEEERR AN 1 24 B2, 7 =7 %Y A%y b & LT 40, 80, 120 KT 160mg (%#E 6 #) Z#&H%IC1H 1[H
7T HRIRER OG- L L S OFRFMEIIRL CTh o7, RITEAIL. 80mg/H T 1 i (16.7%) {2 F M EREHE N,
160mg/H T 161 (16.7%) |2 ALT BB S, WTFNLERE TH - 7=,

) AFOARSN-MEROCRAEICBT DI KGR 60mg/H TH 5,
2) EHZEMEER 10

R Z B e m R ERIIERE 1002 RE LT, 727 F VAKX v F 10mg 2 1 H 1[0, §l&%ic 2 BE&E
%, MEFFHE L LT 20mg # 1 H 1 BRAARIC 4 BEEE L, 727 %Y 2% v MEEREO MG REEED H
NEE 2T Lo, #5-814A0T 8.7mg/dL CTd - 7= MiFREEMEIL, MHFFHEY (20mg/H) 5 4 BHOERY
EATT 5.96mg/dL, #5- 2 K21 5.82mg/dL, 24 Fff]#&1% 6.40mg/dL TH -7,

) AEOARSNT-RAEROCHAEICST DHEFEIX, 8% 1 A 18 40mg TH 5,

H. 5mEIE x56HE 6 BROMBRREDER (FRZEUSREMAERE)
12 7

10 A

i EPRER(E (mg/dL)

6 5 ABASEHT
(FEREEA)
47 pEammEE =10 . e

s, TS IRER IR 5.5 24 W ETO A TR

(HEFRE4ER)

—zal—é:ll—éol—;s.—;z‘—la‘—‘4 0 t; :IL tls | 1I2 | 1# | 2;3 | £4
5% (h)
3) QT/QTc FHMstEa 0™
TxT7 XY ALy 80 KV 300mg & 1 H 1[H4 ARERE Lzl & Dk QTcF OFEED 7 7 R R
L DT 2.2msec LINTH 72, #5 4 HAIZ QTcF M 1EH (=430 msec) 7S5 (>430msec 7=
450msec) ([ZZEAL L7=#BRE L, 77 B REET2H 6%) . 7= 7F Y AFZ v bk 80 X 300mg BECTENLE
26l (5%) RO44 (10%) . HBHOEF T 7 ax4 0 400mg FET 1141 (27%) . %51 XZ4 H
HIZ QTcF MR (>450msec) L7o#RFILIA OGN oTz, Fio, #5 4 HEIZ QTcF B _X—R 7 A »
225 30~60msec IER L 72 #BRF LT T B ARET 2 6] (5%) . 7= 7 F YA H v | 80 KTV 300mg #ETH 3
B (7%) . EXT 7 %P0 400mg FET 1961 (46%) Thotz, b, 727 F A% v k80 &
U'300mg 1 H 1 RIKEHEGIZH W T, QTeF IZx7 5 ERAICHE KR 2P OB IBIE Shii o 7o,



V. BICEEd 5

1) AANOER SN MEROCHEICE T 2R KEE 7T 60mg/H TH 5,
QY RERICERRAER

<f@RE. SREMEICHT HRR>
1) ERNATEISE I HAERREER 12

HOH

N A

w4

T a7l )=V IRV LR SR LR

B M=)

I EVE B Lo s R R IUE B 2 5510, B RBEZ R L2 FEFHMEEA S LT, 7Y/
—/L 300mg/H & 7 =7 &% YV A X v b 40 KO 60mg/ H DF % LT 5,

BT A

Zhiax kR, 7T a7 =R BEERAL, FEEMR. WATRERH LR

xf %

TR I\ 2 Lo e PRI ILSE A8 40 B

ESAER TS S

(D4 @ 20 2L L
(2) 1fL 7% PR EE .
¥ R #E > 7.0mg/dL
HOHED & 5 & PR EE fE B3 @ 8.0mg/dL LA
A PFIE D 72\ i PRI E B4 P 9.0mg/dL BA
a) JREGFEA. mIMLE, SABMAE, MHFEEESRH Sk 2 FANER UTHIE 2 M B L
T 5 EE
b) JREEHE A
LW

R, R ME T RE B A Sk 2 SRR TR E & L b

T RbRAN A TE

(1) B SR AR AR Ry K OV G IR EMEBIEi R 2 2 L TV 2 B3, & L IR B &R &
% 2 RGO B

(2) BRERIF I SR BIE A LIS OIRBTIE AT 1 o RHEHIRIESE (NSAIDs) & 2 W EITE
HAT A R OMHIEERS) LTWo B

(3) BRI T EFEF (MiF~” L7 F =2 =1.5mg/dL)

(4) FFEFEEE (AST, ALT OV 03 & B O SV LIRD 2 528 2 5 )
mE

W BRIk

R A S E RRIIEREICH L, 727X Y 24 v b 10mg/H % 2 MG L, Z0#%
20mg/ B IZHE & L 72, 40mg/ H #EIEH 5-Bia1 6 I L% 16 £ T 40mg/H # & 5-L 7=,
60mg/ 0 #E1%, #5-BI4AT% 6 18 T 40mg/ P ICH B L7, & 5-5I46% 10 @0 16 £ T
60mg/HZ %5 L1z, 7=7F Y A%y MEIWI NG 1 H 1 REARZICRAOKE L, 7
27 —/REE, 100mg/H%A 1 H 1[0 28], §E#ICEARS L-#%, 200mg/H % 1
A 2E 48H, §15REBICERAKE L, &56A1% 6 ML 16 1 % T 300mg/H% 1 H 3
B, RS BBIREOEE Lz,

T EEH I H

5Bk 16 38 o i 1% R IR fE AL 3%

A R EFAT I H

B 5-BA461% 16 I O I iE REEME 6.0 mg/dL LLFER R
B 5-Bi461% 16 B O I iE REEME 7.0 mg/dL LU FER R R L

EEEEAMm
#5506 16 B OIMIE RBBEZ(LRIL, 7 =7 F Y 24 v b 40mg KX 60mg % 58 T-
42.96%., —52.47% ., T a7l ) — LR ERET-36.55% T o7,

BE5RR% 16 B MAERBEIEELE

=}
e

175 PRI AEZEA L 3 D(%)

BeHBE 1375 JR A H A (mg/d L)




V. 1BRICEId 5 EHHA

B (B Y 72) TR (R HE (R 75)
7 a7 7 —/ 300mg/H 19 8.34(1.16) -36.6(18.6)
77 ¥V AK b 40mg/H| 10 8.64(0.77) -43.0(13.3)
727XV ALy k60mg/H| 9 8.48(1.15) -52.5(9.8)

Last observation carried forward
a) RFATT SRR £
b) I iEREEVIME (3 5-BAART O MG REEE) (Cxi4 % #5344 16 38 o ik R 02 kg
AP
#e5-bA4A %% 16 B O MG REAME 6.0mg/dL LA FZMHEIZ, 7o) ) —ARETT73.7%., 7=7
XY AH v b 40 mg/ HEET 90.0% TH 7=,
RE5FIR% 16 B O MBRELE 6.0mg/dL LA TEmE

N ) & REEAIHE (meg/dL) | IMIERERE 6.0mg/dL LL T
na
Y (R e 75) nb R (R e 75)

7r7Y ) —/ 300mg/H | 19 8.34(1.16) 14 73.7
T TXI AKXy |

10 8.64(0.77) 10 90.0
40mg/ H
T T X ALKy K

9 8.48(1.15) 9 8/9 13

60mg/ H

Last observation carried forward

a) PSR A

b) #5-BAMAT 16 3 TS REREAS 6.0mg/dL LLFIZEI5E L 7= 4 %
e 5-5840% 16 B O MG REEME 7.0mg/dL PL TR, 7= 7% Y A% v b 40 X1 60mg/
HEEC, 10/10 1 (100%) . 8/8Hil, 7 v 7Y /) —/LEET 15/19 %1 (94.7%) TH-o7z,

ek

BIVEH (BRRMREMORE LB EZ ET) 13, 7= 7F Y A% v b 40mg/HEET 60.0% (6/10
) . 60mg/ BT 20.0% (210 %)) . 7u7F U 2 —AEET25.0% (5/20 ) ([ZRDBH

Too EREWERMIZZ =7 %Y 2%y FEETHEBE % 2 6] (10.0%) | KPP BI7nrn
UM 2 6] (10.0%) . RHE RV ZUED REN2 6] (10.0%) . TaTY =BT
e EPERIEIZE 4 1 (20.0%) Th otz ek, RRBRICBWT, G HILICE S ZRITEM.

HERAERITRD ShRholz,

ER®&HE 1 HARKFER 19

H OH N
RO 4|77 RMREEAC CE SRR
I & & e RER IE FBE 2t 8, s IR A LR 2 EEAHMBHEAE & LT, 7=7F%
A B o H R A% > k10, 20, 40mg/H O ESIEYEL NS 7T B RICxd 2 50k VR e 2 B3
Do
R T A V| SRR, 7T v R, EEAL, THEEMR. WATEER iR
xf G 9 B\ % o SRR ILE FE R 117 1)
. e |(D) A 20 UL E
f SER 4 Y
BBEEE o) R > 8.0mg/dL




V. BICEEd 5

(D) BEEFTRAPEERZ 2L T2 EHE . A L < I30R R BIEREE P 2 B3 AR O 8

Fe BRI ENE|(2) BEHEREIR T (MiE 2 L7 F =2 =1.5mg/dL)
(3) NFkEEAEE (AST, ALT OWT DK EEER O LE LIRO 2 52 B 1 HBERE
TR A St E R IERE IS L, 727 %Y XXy F 10mg/H% 1 H 1[0 28/, #a%

BRI

IREARE L. £0% 10, 20 i3 40mg/H %z 1 H 11[8] 6 ], #lggickn&ks L, 7

ZEARRET 1B 110 8 M, PI&ZICRO#E Lz,

TR TE

¥ 5Bt 8 W o IR EE LR

AR EFAT TE H

B H-BAME% 8 D MG REAE 6.0 mg/dL LA N EERR R L

FBEREAM
B HBRMAT 8 O MG IR A LR OMRHEIX, 7 =7 %Y A% » k10, 20 LT 40mg/ H &f
T, HEOHEIZfE>THARL, T XTOHTT IR LEOETIAEThH-72 (P<
0.001. Dunnett-Hsu &) .

R RR% s AN MmEREEELE LR

e | g I PR EE A (mg/d L) | I iEREAEZ (L3 P(%)| Dunnett-Hsu M€
TR REHE(R 72) P HE(R 72)
7T &R | 28 8.82(1.01) —0.3(10.6) -
10mg/H | 29 9.21(1.38) -23.9(11.2) P<0.001
20mg/H | 29 8.97(1.26) -33.5(13.2) P<0.001
40mg/H | 31 8.97(1.14) -43.1(8.4) P<0.001
Last observation carried forward
a) ARGk BRE S
b)  MiEREEIHIME (5 BRAGRT OO LT IREAAE) (2R3 % B 5 BRtATE 8 ¥ O ik RIEIE D2 LR

BN G E(]
B 5-BtR % 8 3 o i IR
40mg/HBEE 7T B RBEE OEIFABE ThH -T2 (< P=0.003 }2 O P=0.001,

A Z YR o

JRERIE 6.0mg/dL LA FEMRIZBWT, 727 %Y 2% v b 20,
a3 AT

5 FE® 8 B MmEREE 6.0mg/dL AT EME

i | oo My IRER W E(mg/dL) | MIEREEIE 6.0mg/dL LLT | v P AT ¢ v
P REUE(R 72) nb 15 (BEHEAR 72) =l o3 BT
77K 28 8.82(1.01) 0 0.0 -
10mg/H | 29 9.21(1.38) 7 24.1 P=0.114
20mg/H | 29 8.97(1.26) 19 65.5 P=0.003
40mg/H | 31 8.97(1.14) 24 77.4 P=0.001

Last observation carried forward
a) ARGk BRE S
b)  #5BRAE: 8 I TR
74k
BIWEFDORBRIL, 7 =7 %Y A% v b 10mg/HEE 27.6% (8/29 #1) . 20mg/ HEE 17.2%
(5/29 Bi) . 40mg/HEE 16.1% (5/31%1) . 77 AREET1% (2/28 ) Th-o7z, Fiefl
ERE 7 =7 % Yy 2%y MEECHEBIEIR 8 1] (9.0%) . IR, ALT $in+4 2 i

PREZEZS 6.0 mg/dL LA N IZEIE L /-5 44




V. 1BRICEId 5 EHHA

(22%) . FIBRBHETB-NTEFLD ZrayI=F—LHhN, M CKEM, R
Btk 161 (3.6%) Thotz, HEHILICESTZEIERIX. 7= 7% Y AZ > k 40mg/H
T 16 (ALT ¥, v -GTP #0) 188D bitiz, AR\ T, HELRBWERIZRD
5Y AWAY/ESCV/ e

(4)IRFEAIHER

1) AMERGEAER
<f@R. BRERMEIZT 2HER>

O SEALFTHBAERICLERGAR —ENZ LS IHERKRRHER 19
H H NOE
R OB AT T B ARRTREES L BSOS AR
T JE\ A T o i PRI HLAE AR A PRI, LA JRIEAE 6.0mg/dL LA N iR 2 FEEHEEE & L
MEB OB T, 7=27FYAZ v b 20, 40, 60, 80 mg/H O HESISHEN N7 T RIS 5 H%
PR O Z 22 Rt 5.
RERT A v\ Bl kR, 77 R, BEAL, CEER, WATRERE, BT
xt G 9 B\ 2 5 o e SR IR IfLSE A 202 B
(1) #n : 20 LA L
(2) i PRERAE -
g BB > 7.0mg/dL
BOHED & 5 @ JRERIIE B @ 8.0mg/dL LA
ERREAYE AOMED 2V EREELE R P 9.0mg/dL LA E
a) IREREA, mME, SIRMEE, WHHERERE (3 2 ANSR UL 2 L LT 5
B
b) REEREA . mLE, EARIAE, HFERES I 2 AR R XITRIE L LE L LR
WERHE
(1) A B ERATAR AT ML K QARSI IR BB EI R 2 2 L TV D BFE . A7 L <13 B BIE 2 1
Ktk 2 ARG O BHE
(2) (B EERF (T BB E AR LASN O TR R CIEA T v A RUEHIRJESR (NSAIDs) & %\ IEIE &
T2RBRAMERE) BARAT rA REERER GHHIZRS) LThWHEE
(3) B rEIK T (IyE 27 L7 9 =2 =1.5 mg/dL)
(@) g EE (AST. ALT OWT A ERIER O LUEE LIRO 2 528 2 2 8%) 7
E
R Z G ERBIERE T L, 727 %Y A% v b 10mg/H % 2 BWEHEE L, Z0%
20mg/ H #£1% 16 1 & T 20mg/H # 5 L7, 40, 60, 80mg/HAfIZ7 = 7%V A X v K
10mg/H % 2 W5 L7-1% 20mg/H % 4 W& G L7z, £DO1%. 40mg/ BRI, #5844
OBR 5 1k|fR 6 ELIME 16 £ T 40mg/H 25 L7z, 60 &KUY 80mg/ HBEIX, & 5-BHAAT 6 # T 40mg/
AR L=k, B5BIAAH 10 LA 16 % € 60 ik 80mg/H 25 L7z, WI DR
H1H1IEMIEZICRO#KE Lz, 78R8T 1H 10168, Si8%ICROKE L
77
T HERAGE B | 5B 4414 16 38 o Mg REAME 6.0 mg/dL LU T R R
AR FTARIE B | 5-BR 4614 16 38 o Mg R E =R 2 &




V. BICEEd 5

fiE Hr

Tl

B lBAARTR 16 38 O MiE IRERE 6.0mg/dL LA T EARICOWT, KB W4 £ 5B a6 AT S

+ H|JRERE%JE & L7- Mantel-Haenszel (R E%1T o7z, 78R ET =TV AZ v MERHRE

MO kERIL. SHAEFEND OHFIETIT- 7=,

BEHER (FAS)

75 b R T T HRIAZ Y |
S X5 (0=38) 20mg Bt 40mg Tf 60mg B 80mg ¥
(n=43) (n=41) (n=36) (n=41)
PR Ttk 37(97.4) 41(93.3) 41(100.0) 35(97.2) 40(97.6)
n(%) 1ot 1(2.6) 2(4.7) 0(0.0) 1(3.8) 1(2.4)

El (5%) | F¥IEESD | 56.1+13.3 | 52.1+14.0 | 54.0+11.8 | 51.2+11.9 | 49.9+-12.8
kE (kg) |VFHELSD|72.34+10.54|76.83+11.86|78.66+13.63|74.51+10.51|71.87+12.88

7T AR
JE B I +SD | 91.19+8.05 | 93.43+8.00 | 93.72+8.47 | 89.53+8.04 | 88.20+8.97
(cm)
24, o7 23(60.5) 26(60.5) 24(58.5) 23(63.9) 22(53.7)
n(%) | mEEehsE | 15(39.5) 17(39.5) 17(41.5) 13(36.1) 19(46.3)
vV P i fr a)

MR IR AR EHE+SD | 8.94+0.99 | 8.80+1.29 | 858+1.09 | 8.58+1.00 | 8.60+1.32
(mg/dL)

a) ARARTO M IE R ERE

FEFEAM

FG-BkATE 16 38 O MG JREEME 6.0mg/dL LA T EREICB W T, § R THOT7 =T F Y ALy
"L 7T R CHERENHRIES N/ (P<0.001 : Mantel-Haenszel BRE) , 7 =7
XV AKX k20, 40, 60 & 80mg/HEE T, AEZHABMGHENRD bz (P<0.001 :
Cochran-Armitage f&i€) .

’ERAR 16 B D IMERELE 6.0mg/dL LI FERE
et | no M9/ R A 6.0jlg/dL PLUF 2Rk o R L 95% 15 #H X [#]
i (%)
77ER | 38 2.6% - -
20mg/H | 43 46.5% 43.9% 28.1~59.6
40mg/H | 41 82.9% 80.3% 67.7~92.9
60mg/H | 36 83.3% 80.7% 67.56~93.9
80mg/H | 41 87.8% 85.2% 73.9~96.4
Last observation carried forward
a) A S R S

AR
FH-BAGTR 16 W OIMIEIRIEIEZ(LROMEIL, 7 =7 F Y 22 v FEETHEDOEINI
STHRKL, 7I7CRBLEOETTRTOT7 =T F YA vy METHHFNICEE CTH-o T2
(P<0.001 : % 5-BHAGRITILIE R ERME A A2 & & 9~ 5 00 o tr)

HE5 A% 16 BOMERERELELE

0 R 4

1. FR 5 (/L) |

T (%) SO
) T E )




V. 1BRICEId 5 EHHA

77 &R| 38 8.94(0.99) -2.1(12.6) - -

20mg/ A | 43 8.80(1.29) -29.6(11.5) F=107.26 | P<0.001
40mg/H | 41 8.58(1.09) -40.6(15.8) F=152.21 | P<0.001
60mg/H | 36 8.58(1.00) —-48.4(17.9) F=161.99 | P<0.001
80mg/H | 41 8.60(1.32) -52.0(17.5) F=230.35 | P<0.001

Last observation carried forward

a) AT xT G R

b) M REEWIHAME (B G-BRAARTOIMIE RFEE) (Sx3 2 ¥ 5-B4A% 16 B O i REEHE O LR

% BG-BRAGARITILTG IRIEME £ I8 & & 3 2 I WA

fraeslis

BIVER (BAEREMOREL#ZET) (X, 772 RBET184% (7/384%)) . 7=7 XV R
% b 20mg/ HEET 23.3% (10/43 ) . 40mg/ HEE T 29.3% (12/41 ) . 60mg/HEET
13.9% (5/36 f51) . 80mg/HEET 29.3% (12/41 %) (D Bz, EREWERIX, 77k
AHECHREBIEI R, DA 2 41 (5.3%) . 7 =7 %V AKX v b 20mg #f T RBIEI K
4 5 (9.3%) . BB 2 (4.7%) . 40mg RECHAJERIE 2% 3 6] (7.3%) . i TSH #4/0
2% (4.9%) . 60mg BETHELBIEI% 3 1 (8.3%) . 80mg A T EBIHi % 8 B

(19.5%) . BIfiZe, VORI, ALT $8i0& O o CK #8452 5 (4.9%) Th -7z,
B, BHEHRICESTAERGI T 27XV A% v b 20mg/ HRETERRIZ, ALT 850 -
AST #800 + v -GTP #00, 52 - FFHERESRH . 80mg/ H #E T HURIREEBETTHEIE N & 1 I TH
oz, ARBRIZEBWT, BEEZEWERIZGRO Lotz

7B, HREHE TORBBEASROBEIFIITRO LI ThoT,

RERBEHXDFKEE D
BE5# | nP|  0~2WLTF | 2BB6HELT | 6 10 HLLT | 10 @ 16 WLLT
e 0.0% 5.3% 2.6% 2.7%
77T 38 (0/38 f31) (2/38 f3l) (1/38 f31) (1/37 31)
4.9% 2.4%
20mg/H | 43 (2/41 1)) (1/41 1))
(20mg/ H ] (20mg/ H ]
7.5%
40mg/H | 41 o o (3/40 1)
0.6% 2.5% (40mg/ F1)
(1/161 #i) (4/161 #) o >
(10mg/H) (20mg/ H ] 3.4% 8.8%
60mg/H | 36 (4/116 1) (3/34 #1))
(40mg/ H ) (60mg/ H)
17.9%
80mg/H | 41 (7139 1))
(80mg/H )

() NIRNEZE o 7 =7V 242y NORE
a) AEFEFSHLLTORHAR
b)  FMx SRR S

E) AFIOEZEINT-HELECHEICB T AR REG 8T 60mg/H ThHh 5,




V. BICEEd 5
© ENFEMBRKREAR (75t RAMBREERCZETRILERAR) 19
HOH N A
A B 4|77 RN REER I EE R RGAER

A RO NE D]

I B\ 2 o m R BB UE AR 2 )51, I IREEME 6.0mg/dL LA T k=R 4 L EaHIEE & L
T, 798 RICHTH7 =7V A% v b 20, 40mg/ H DA N2t 2BEd 5,

ART VA |\ Bkt F, 77 BRI, BEAL, “EER, WATRERMILEGRBR
%f G A A & o PR IR MUAE B 102 451

(1) 4 20 mLL I

TR (2) MmiEREEMH : 8.0mg/dL LA |
(1) BB SR AR AL R e OV BRI LS BB e 2 22 L Q0 B B3 #5 L < 130% R B B Jede etk
14 H ARG 0 BHE
TR BRAMENE| (2) BREREIR T ARE (12 L7 F =2 =1.5 mg/dL)

ONFFEFEE (AST. ALT OWT N IR O B LIRD 2 fF 2B 2 5 BH) 72
v

BRIk

iR B e m R BRME B ICKT L, V=27 ¥ Y A X v s 10mg/H%AZ 1 H 1[5 2@, @&k
IR O&E L, £0% 20 XX 40mg/H % 1 H 1[0 68M, FlgBickn&keE L, 7%
AREX 1 H 1A 8 Wi, #MRRIcROES L,

T2

B G-BAA% 8 O MIEREEE 6.0 mg/dL VL TRk

A

Fe5-BihatR 8 I8 O ik PREREER R 72 &

e 5-5846% 8 T O I IE IRIEEAE 6.0mg/dL LA TR 2 B S, #EH23A %, migkR
MUHMEZ AR L LIcn VAT 4y ZERAITICED . I BRHLE 7 =2T7F Y 22 v b
BEDOFRN R A LL T D 2 SO FIEICHEVEE LT,

@© Ho:p (7=T7FYAX>y b40mg) =p (FT7&R) |
Hi:p (7=7F%YAX > h40mg) #u (FT7k&R)
@ Ho:p (7=7FYAX> s20mg) =p (FT7&R) |
Wb 3 g Hi:p (Z=27F%Y A% L 20mg) #u (F7ER)
A A o - i .
BeGBRIA: 8 MO MG RMBELELEE HIOE S, BGREZALE., WIERBYIHEZ LE
e LSO AT, IR 727X R Ey NEOESINEEZLLTO 2 5O F
MELZ eV RS L7,
@® Ho:pu (Z=TFF¥YAXy F40mg) =pu (FTF7&FR) |
Hi:p (Z7=27% VA% v F40mg) #u (7 7ER)
@ Ho:pu (Z=T7F¥YAXy F20mg) =pu (FTF7EFR) |
Hi:p (Z=7F%YAX > h20mg) #u (FT7k&R)
BEES (FAS)
5 bR TRV AL Y M
4 %4 A A 3 v hiE
(n=33) 20mg B (n=35) 40mg F(n=34)
51 Bk 33(100.0) 35(100.0) 34(100.0)
n(%) ek 0(0.0) 0(0.0) 0(0.0)
4k B ER %) | EEESD 48.2+13.4 50.9+14.0 43.4+13.6
RE (kg) | FHEESD 71.87+10.22 72.94+14.05 71.63+10.15
g I JE 19(57.6) 17(48.6) 14(41.2)
n(%) e PR I MM JE 14(42.4) 18(51.4) 20(58.8)
yE A a)
MAFIREAL | o b+ gDy 8.95+1.13 8.5140.88 8.52+1.00
(mg/dL)




V. BRI

B4 25 EH

a) O RO M FRBL

Eee: S i

P HBRAG T 8 O MIESRERME 6.0mg/dL UL FiEMERIZ, 7= 7% Y 24 v | 20, 40mg/H
HOWTNL 77 ERREL OD%li‘?“‘%Jr”B’J ha

BTbhoTm (EhZn., P=0.007
0.001 : #% 5-BALART O L 175 IR BE il &

EELE LG ZAT 4 v 7RSI
5k 8 uo).[ﬂl}ﬁ FREZIE 6.0mg/dL LA ZERE

. P<

M35 REA A (meg/dL) | 5 REEE 6.0mg/dL LLF| v A7 1 v
B AE | no - FERE [ HT
S (R UE AR 75) nb
(%)

7S5 &R | 33 8.95(1.13) 0 0.0 —
20mg/H | 35 8.51(0.88) 16 45.7 P=0.007
40mg/H | 34 8.52(1.00) 31 91.2 P<0.001

Last observation carried forward

a) HENPIE 4w

b) 5 BRMA 8 A CIMIERELIEDS 6.0mg/dL LA FIZHEIEE L - #aE &

P BB O MG RBE A ILEE L Lz AT ¢ v 7 [BROHT

VR RFAT

WEBIA% 8 MO B RBMELRIL, 727 F Y 2 X v b 20, 40mg/ HEEOWTNE 7T
YRS OEITHMEFINCAR ThH o= (P<0.001 : #&5-BAHART O M7 R ERE % 28

fEl L
Te 0BT o
RERtA% s A mEREEELE LR
LY FRERAE 2SR b)
e | o o| BREDHmgL) @K%&f{* St
-1 (REEAR 75) -5 (R E AR 72)
7Z %R 33 8.95(1.13) -1.7(12.0) — —
20mg/H | 35 8.51(0.88) -27.7(11.6) F=114.12 | P<0.001
40mg/H | 34 8.52(1.00) —43.7(13.5) F=241.69 | P<0.001
Last observation carried forward
a) FTATG X S R 4K
b) MG SREEWIEME (B 5-BRAARTO MG FREEE) (25T 2 I G-BlAH: 8 W o MK RERME D2 (k=
X BSBRMGRTO MG RERE 2 IR & Ui
Erae il
il

WERDOFBRIZ, 77 F Y A% v b 20mg B 11.4% (4/35 ) . 40mg #f 20.6%

(7134 61) . 7T vREE6.1% (2/334]) ThHoT-, EREINER (WIFHroREi
FoRE) IPFEEBHSA T, 727 XY 2 X v b 40mg BEIC

=7 XV AL v b 20mg HELOT T B AREEHCIZEET)

ARBRICBWNT, HERBWEM., BEICE - ZEEA KOG PIEICE > ZEIERILERD 5
Nigho iz,

2 FilLL
11.8% (4 f5)) B L= (7

@ SBIMAEERKREER (7R T/ — L BREEAL-EERLERRR) 10

noE

Tu7 Y ) — vk RS L T A R AR




V. BICEEd 5

T I\ 2 5 e v PRI MU JEH 26 RIS, $eb5-Bilhatk 8 18 o Iif IRIRIEZ (LR & T ZAHIEE &

AEBROBHMLT, 77U —1200mg/H &7 =7 %Y 2% v b 40mg/ H DA M V24V % Hig
T 5,
RRT YA |\ ZhaskdbF, 7u 7Y ) — i, BEA, X7V I - EER, TR RGAR
xf S8 B A o IR R LE AR 244 51
BT E;; EgﬁggfgiimgldL
(1) B ERATIR AT I S OVEERIRE IR R BE R 28 2 22 L QW 2 R, 35 L <13 mBEE ik 14
A RO BHE
F e BRAN R UE| (2) B RRIR N ERE (g2 77 F =2 =1.5 mg/dL)
3) IFfEEEFE (AST. ALT OWT NN ERERE O EEME LIRD 2 5482 2 8F) 72
R
R E S e E RBIIEREICH L, 7=7F YAy b 10mg/HZ 1 H 11012 HRE, #&#%
IR L, £D% 40mg/HA 1 H 10144 A, #I8ZICRAKRE L, Tr7) /) —
= B o5 VML 100mg/HA 1 H 1R 12 AEEIRZICEA#EE L, 0% 200mg/H% 1 H 2[F 44 H
M. W5 BZRICROES LT,
X 7Ty —AOoMEMAET DRE. @REMAEICE D & MEEIZ IS T 2 @ REE MAE DR IEIZ R L
T) OFRIN TSI, 1 H&E 200~300mg % 2~3 IEITE“E&T%Z)
TG B | £ 5-BtA% 8 o ik IR i E AL

Al R AT I H

B 5-BAA . 8 T DI FREAMH 6.0mg/dL LA T EEAR
PG BAAT% 8 o M IREAE 7.0mg/dL DL T 2Rk

P 5-BRAAT 8 I O M iEREMEZ(LRIC DN C— B E S N 21TV, RO R % L
TO 2 OOFNUENAFIR TG Lz, FEHME~Y—T 0% 5% L L, BRBIEOAEAKNE
AR 2.5% & LT,
® Ho:p (Z=T7XI2RZy L) =p (TrTII—N) —A,

H:yu (=722 y k) >u (Tuary/—n) —/

ﬁ@ﬁfﬁi@@ Ho: u (=7 RF k) =p (7Y /)—) |
Hi:p (Z=7F%FY2FyR) >p (TurY—N)
B -5 8 I O I IRIEEMH 6.0mg/dL J Y 7.0mg/dL LA FEEARIZ DWW T, & 5-BRAAHT I
EIRBRE, MEax (Tuvr) 2dEEBL L0V AT 4 v Z7EIRGTICTCT 2T AL
MEET R Y ) — VR R LTz,
BEE=R (FAS)
HHA X5y 727 ¥V ALy MifE(n=122) 7Tu7y =N EEn=121)
o Btk 119(97.5) 118(97.5)
n(%) ok 3(2.5) 3(2.5)
W (%) FfE+SD 51.6+13.1 52.6114.0
i ES hE (kg T +=SD 71.71+12.45 71.49+12.48
L4, i J2 54(44.3) 59(48.8)
n(%) R R 68(55.7) 62(51.2)
7% PRFEAE (mg/dL) | -2l + SD 8.83+1.32 8.861.30
a) 0 JARFo ML IF R
FEEEAT



V. 1BRICEId 5 EHHA

B G-Briat: 8 IA O MG IREEEZA LRI NT, T r 7Y 2 —/L 200mg/HIZKT 57 =7 %
VAL 40mg/Ei DOIELYVENKFES Lz (P<0.001 : FELVE~— 2 1% 5% % 5-BALART I
TEIRERME, Mgk & L& & 3 20 )

B 5%k 8 BN MERERELELE

TR PR ORI | TP DR B ZETE D | (ot o B 2
Be 5% na (mg/dL) (%) (%) S5 B A AT
S5 (R A 75) S 25) (R A 75) [95% 15 X [#]]
77" )=l B —6.24
200mg/ F 120 8.89(1.24) 35.2(14.7)
727 ¥} [-9.65~— P<0.001
40mg/ A 122 8.83(1.32) -41.5(12.1) 9.84]
Last observation carried forward
a) BEIBSEI &
b) ?éi%%ﬁ?%ﬂ%ﬁ1ﬁ (B B-BAGRTO MG RERE) 1Sk 2 B 5-BA% 8 I o ik IR Fefii D 28
R
X EGBMGEIIEREEE, Mzt A AR LT OB
B ETA

BH-BIG% 8 WD My IREEE 6.0mg/dL DL F#ERRIX, 7= 7% Y A ¥ v b 40mg/HEET

82.0%., 717U /—/L 200mg/HFET 70.0% TH VY, WEEOZITFHFFHICHAE Th-o T2

it | (P=0.034) .

T/, BG5BT 8 WMOIMIEREAE 7.0mg/dL LA FIEERHRIZ, 727 %Y A% v  40mg/H

BET93.4%, 77U J—)L200mg/HEET 90.0% T V. WRERIZHEH A A B2 E1T
PO bR o T (P=0.326 @ B G-BIMGATILIEIRERE, MikZzLEFE LTI AT 407

[EFHT)
K5 RtRE 8 B MFRELE 6.0 mg/dL LA FEREE
IMy& JREE M 6.0mg/dL UL T ‘
; @ n® 95% (FHXR PV AT A Y7
RoHE | n R (%) T R
(%)

u7" )= B

200mg/H |20 84 70.0 61.0~78.0

VEVAESY Y PR N B

40mg/ H 122 100 82.0 74.0~88.3 P=0.034
Last observation carried forward
a) FFAM sk Sk Bk H

b) £ 5-B4h Tﬁ8ﬁf[ﬁl{ﬁﬁ<@&1ﬁ75>60mg L UL ISR L =gk

X B EBRAARTILIE RIAME, MREFLERE TP RT 0 v 7 BRSO

A

BIWER (BEBEEORFELEZET) 1. 727 F YV AX v MEET 8.2% (10/122 1)
Tazly ) — L RET11.6% (14/121 ) (@R LNz, EREWERIX., 7= F VA X v b
HEC R EREI A 4 Bl (3.3%) . 77— /LRECHREBEI K. TR, EEEN., v -GTP
& 26 (1.7%) ThHotz, 2B, BEFPILIZESTEWERAIX, 7url ) — LTRSS
N 1HEED b,

ARABRIZEB N T, EEREWERIZMEE L bR 5ol
FEFRELTHRBL-RERBEEHROFERE

BeGRE na 0~12 HELF 12 HE 6 LT 6 W S WHLLT
1.7% (2/121 $1)) 3.3% (4/120 1) 0.9% (1/116 f31)
(100mg/ H ] (200mg/ H ) (200mg/ H )
727 ¥y b 40me/H [122] 1.6% (2/12261) | 5.7% (7/122 1) 3.3% (4/122 f)

787" )-) 200mg/ H 121




V. BEICEE3 5HE

(10mg/ H ) | (40mg/ H ] | (40mg/ H ] |
() NRSERE o7 7Y ) — AL E7 =7 X% Y A4 v hOR

a) RGeS R 4K




V. iBRICEEd 5 HHE

<HALRRERORBRIEICHNT 2R >
ERFEMAEERRRR (7RT) / —)LdBIELMHRR) ©

H H N A

RO A\ T T — R IRIEE R (LR ] LR R

(CHEBRAT T2 OB RS 2 /BRI, 7= 7% VAKX v FOBEIER RS T o
FU = ERBE LSRR, B R, EEAL, SATRERRRBR CRAT 5, A
S E BAAIE A A 1B B TR S B 6 H O ML REE AUC & LT, kHREHC X
T BEL IR RIET .

ENL SN N

WRT A |\ Zisk3ER, 7 e ) — R EEA L, FEER. TEATREM LGB

- g [EFHRE Oy FRRARA & THUBMEIRIEI) Rty 75€ O BMEMEE# 100 f1 2
a) GCP AEESFHER] 1 612 Ede, NS (FAS) 13 HRXIER]Z BRI L 72 99 6,

(1) 4 : 20 %A B

(2) FBMEREE T D b iE (O TR 2 B OPUEE SR ) OF 1 a—ANEE I T

TG B

(3) ISR BEGERERRAE ) A7 3 Y A7 OF ., XIET7 ATV h—BEFEHT 2 TFED RN
Y AT DF

(1) MiEREEMEAS 10.0mg/dL LA LD

(2) Laboratory TLS*1, X% Clinical TLS*2 L Wi s /=%
(3) JmEPHHIREZRE L T DHE

(4) BHREICHEEDHHHE (eGFR<30 mL/min/1.73 m2) 72 &

ER RS EYE

(L ERIAT O 24 e AT (24 ) (27 =27 A%y NXET7Twr 7Y J—LvoRh %5
L. 6 HRHEG Lz, 72k, EMOHWICEY, &K 14 BHoFGE2TE Lz, 7=27F
Y AHy MEI6e0mg/H%E 1 H 1RIER&%ZIC, 727V /—/Li 300mg/H% 1 H 3 [AER#%
OB IE(IcE e LT,

7L, Tazy ) —RET, BEEIRTE T 0= REKAIEHEHERE (eGFR) <
45mL/min/1.73 m2 OWERF L, T e /—)L 200mg/H & 1 B 2 [BlE], Y BHKICHEE L
L7,

THERTARE B | 452 5-BRAGRTIR A 2> D I 5-PRAATR 6 A O MiFRIEIED AUC

D) AR RIC E5 1 5 LI R OB

) 4 5 BELANE 2 B> B AR 6 B TIT, 2 Il L5l L C i SRIB A AS B AL S L
(7.0 mgldL) % 82 7= Bt DBl

lar | D IR B AR 6 R % T IR O 5 AT R & T IS 5\ C RSN

BEWERE (Laboratory TLS™ 1 X% Clinical TLS*2) % J&JE L 7= #BE OEIS

%1 Laboratory TLS (LTLS) D& : MIGKRERE. G0 U v AME, MIFY AfEDO S H, Wih
2 JH DL ES Bl RIR A X 725G

%2 Clinical TLS (CTLS) D EZF : LTLS (2Mx T, M7 V7 F = MENFLEME ERD 1.5 1%
Lhb, REARGEL, SEROWF ALY 5A,

1 R AUC O SRERZEO M 95% FHXM & HI L7z, Hdtt~—v v %
150mg + h/dL k0 /RS WBAIC, IEHHERHEE ST L HBTT 5 2 Sl LTz, ks, (R4
P B 45 5 BRLARRITOD L AR R C AR L TR L, UV IRIRIES 2 ol DAkt L TR o
LR T R D B OIS A SR 2 JE LT R OB, 4 L L
BEFM L, GBARTRED M RAEI A R & L CMH BEL TV, BERLE L,
) 7u7Y —ro [FhEE - 3R] 1XTFRO@EY T,

[ZhiE - 20R] (T a7V ) — LV ORMSCGE X0 Sk

TREDH AT % mRIRILIE O 2 1

L, RIR AR 2 & b 72 5 i i FEAE

fig Hr &t

|

pa{it




V. BICEEd 5

BEHER (FAS)

HHA <oy 7T Fx ALy MEEN=49) 7Y ) — N EE(n=50)
PRI Bk 30(61.2) 27(54.0)
n(%) L 19(38.8) 23(46.0)
il (%) Ml +SD 64.6+13.3 68.7+10.1
BMI (kg/m2) SEHJfiE+SD 22.87+4.13 22.02+2.20
TLS ZE D 2/ 58 S D 34(69.4%) 35(70.0%)
mY Rz 15(30.6%) 15(30.0%)
MIEREEME (mg/dL) ¥ +SD 5.65+1.35 5.52+1.76
[ if. 55 5(10.2%) 5(10.0%)
)if;&‘f U o8l 33(67.3%) 33(66.0%)
A8 A 11(22.4%) 12(24.0%)

a) Day-1 O REEE

EsUE i

B G-PARRTRA ) & G-BRAA% 6 H O MIERIEE AUC IZHBW\W T, 7 u 7Y ) — LR

L5727 XY ALy NEOIEDLERREES N FESHE~—T > 0 150mg-h/dL) .
#ERR#% 6 B E TOMAEREEE AUC

by My FREEfE AUC (mg-hr/dL)

n e/ R s 95 % {2 4 X ]
787" ) ) 50 513.44 13.13 487.38~539.50
20092, 300mg/H ’ ’ ’ ’
T T X AL
v b 49 479.82 13.26 453.50~506.15
60mg/ H
M= — -33.61 18.67 -70.67~3.45

AR TS - B 5-BAsART A O B 5 BRAAH 6 B O MG IREEE AUC & H L=,
B 727XV RZy ME—T 7Y ) —)LEE

HHE~— 0 1 150mg-h/dL

a) 7u 7Y ) —/LEET 200mg/ H 2% G S - w13 3 4

Bl R EEAMm
T2 T XV AX v b 60mg/BOEGIZI Y, MIERBBETREGEKBE 6 B £ TREFIIZED
L7z,

(mg/dL)
8 -+
- 7% 28w 60me/ B FE(N=49)
O- 7R 7))/ —)200”, 300 mg/ B Ef (N=50)
6 -
iir}
&
R4 4
3
&
2 4

O T T T T T T 1
1841 1 2 3 4 5 6(H)
LR M) BREREHN FYHEERE

;& PRERME DRERFHEFS




V. 1BRICEId 5 EHHA

a)

DAALZEREIZ 1 BB OBME L, AR A FRERG A 288 LTRL
77

B BRI 2> b B G5BT 6 H & CTIZIMyE IRELIEAS 2 M2 e U CRAr 2L HEfE LR

#ET 34l (6.0%) Th-o7- (P=0.490, CMH &) .

Tu 7Y =BT 200me/ H 35 S -1 3 4l

(7.0mg/dL) %X I-HHREIZ, 727XV A Xy MET1LH (20%) . 7rT7Y /—)

MEREEIEA 2 BILLEES L TREEEMBE LREBA -HREDEE

T2 T XV AL v b 60mg/ .
787" /-V 2002, 300mg/H CMH #7E
H
N 49 50 —
n 1 3 —
SRR
2.0 6.0 P=0.490
(%)

ST G R 4
n : MIEREEEAD 2 FILL B U CRARHEMO EIR (7.0mg/dL) %8 x 7 BE 4%

% : n/N X100
a) 707U J—/LRET 200me/ H 23 G S 7-4%BaE 1T 3 51

PG BLAR N DR 5BIAATE 6 H £ TOMIMICH W T, JEEHEERRE 2 F0E U 7= g5 i3,
Tz TRV Ay NET1IH] (2.0%) . 7ua U s —AFET2H6] (4.0%) Thol (P=
0.708, CMH f&7E) ., ¥z, HHEHMAIEE LHAICBVTHREORETH 72, W
NOPEERE & FIE L7 D% Laboratory TLS ™A Td ¥ . Clinical TLS DOFRJE TR 5172
Mmole, B, TNHOO L, MIEREBEARAFEER LIRA B 2 72 2 &1 80 EERREE
BEREZ FIE LT WBRE 137 0 7Y ) — VD 1 Hlo R Th- 12,

BB RRIRAEIR B A RIE L - HEREDEIE

N:

77" )24y} 60mg/ H 787" ) )=/ 2009, 300mg/H CMH W&
N 49 50 —
n 1 2 —
FEELR
2.0 4.0 P=0.708
(%)
N : Bl S £k
n ;MG REEMES 2 [FILL R U CIRAEZEUEED ERR (7.0mg/dL) %88 % 72 PB4k
% : n/N X 100
a) 7ua7 U J—/LRET 200mg/ A 3 BEE S g 1T 3 6
frgeny e

BIWER (BRMEMmORELEZE5T) 1T, 727F 2%y MNET 2.0% (1/49 i : ALT
#ahn, ASTHIM) . 7a Y 2 — BT 2.0% (1/50 il : ALT #8h0) 1238 Hii,
BB, HHPILCEST-HEEFELIIT a7 ) = LHETTRN 1D bz, ARBRICEk

WT, BRI, BEELBIERITRD bhahoTo,

3) REMHER
<ER. =
O R#KE

FRE&MAE 1269 DR >

ER 10

H A

%




V. 8RB 53 HE
A OB 4 |40mg F TORYIE AR
B H T R 2 & o i RRIIE ;B 2 /R IC, 7 =7 %Y A% v b 10~40mg/ H % 28 M X% 52 i
M L7z & X OFIER R RETT 5,
RERT A |\ Zhagk LR, EER. B GHER
xf S 9 S\ % B o R I IfLE B 303 4
BRI (o 6.0 mgL L
(1) FEBPBERREC AR R E R 2 2 LTV DB, & L ITHIFEg 2 8 MmO BE
- A A S (2) BRI TEE (g2 1/779’”‘M/21.5mg/dL) \
(3) MFFEHEMEE (AST. ALT OWT N0 EHRERE O IEHEME LIRD 2 (548 2 5 BH)
e
AR & Do RRIE B ISR LT, =7 %Y A% v bk 10mg/H% 1 B 1A 480, #&
T, BICROKG L, ZO%IMIERRIEE 4.0~6.0mg/dL (ZHEFF T 572012, 727XV 24
k% 10, 20, 40mg/H OHiPH CERER 72 HEREI 21TV e 5 1 B 1 [BIFR%IC 24 X
% 48 RO &5 LT,
FE Al TH OB (R 5BRATE 28 XX 52 1 £ TOIMEIREAE R &
B
W GREKL O 52 I G-HE & HICHEBRLAE ., 5-WIM ORI - 72 MG REE DK T

BRSO B, KGR 28 1 £ TREROHER 278 Lz, 28 #EF o Mg IRIEE L 28 iz 5
BE2N 5.85+0.92mg/dL, 52 il 58 5.96+£0.82mg/dL Th-7-, 28 LK, 52 #Hi&E 5
FEO MG R AT 6.0mg/dL LN CTHER L. 52 HIFO M i IREAMEIX 5.77+0.94mg/dL
Tholc, £, WilEE HITEGRGEHOWT I ORER SISV TS G BfART & ek L
TIMIEREBEIIHFFICE BRI T Lz (P<0.001 @ 1A t BRE)

(me/dL)
12 -
-o- 28 A5 8¢
10 4 O 52 AR5
8 -
m
=
A
R 6 %
i3
&
4 =
2 4
0 T T T T T T T T T T T T T T \
0 2 4 8 12 16 20 24 28 32 36 40 44 48 52 (@)
EEHM
(EiEE )
WEISE (16T (163)  (162)  (160)  (160)  (158)  (154)  (158)  (154) () ) ) ) -) -
ShEMESE (132 (130) (1) (280 (129)  (128)  (128) (2D (128) (12D (22)  (124) (123 (20 (124)

FHIT i - AR R O B O L SRl e B L7z,

. & PRERME DRERFHEFS

74k

AIEAZBLRITAFHT 22.4% (68/303 f7) . 28 W& 54 22.8% (39/171 #]) . 52
T 22.0% (29/132 1) TH Y, F/ebOITImEBAFIZ% 34 1 (11.2%) . v-GTP N 7 4
(2.3%) . AST ¥ 5 4 (1.7%) Th-oic, EARIERO EZRRERICET 2 4 @40 HH

W5

BIFEHRIL, 0~4 T 8.9% (27/303 f5]) . 24~28 WT 1.7% (5/289 f5) . 48~52 H T




V. 1BRICEId 5 EHHA

0.8% (1/125 ) T -7z, HRMRAEMEDOREIEMIZIRIT 5 4 HEOBIFBIFEIRIT, 16~20
T 2.7% (8297 #) | 24~28 T 1.4% (4/289 f3]) | 48~52 T 0.0% ThH -7z,
AKRBRIZPBNT, EEREBIERMOECICESZEWERIZRD bR d o7, BE5HIEICE
ST-RIWERIE, 28 WHELHET 461 (BB, 2H 2, BOLHUR, WUETRE, OEMEF - LA
B3 g 16 | 52 M GEET 1B (AST A0 - ALT ¥40) 12389 iz,




V. BICEEd 5

@ REYHBRSHERS

H OH N
RO A|RWRGRER
B H i JE A B e R ME R E 2 65T, 7= 7% Y A X » b 40 XL 60mg/ H % 52 &L L
o 7= & X DFER O E a5,
RRT VA N\ Sk, FEER, B GRER
*f G 9 R\ % o PR B ILE RS 171 1)
. 4|1 il 20 UL L
Vs &= b4
i [ A mg/dL UL I
(1) B AT A M OV R IR AR R 2 R L TWAEBRE . 35 L < IR A HER D
13 HEE L TWARWERE
- oA L U (2) BEREF R BB EI R U OFRABTIERAT o A RHEFRRIESRK (NSAIDs) & 5 VIR S
h 2T a4 REFEER GHHIEERLS) LTWbEE
@) MLiE 7 V7 F =28 1.8mg/dL L LD B
(4) =B (AST, ALT OWT N EEE ERO 2552 B2 5) 728
A G eE RBIMERE I LT, 727 %Y 24X v b+ 10mg/H % 2 BREE L%
20mg/H % 4 i F'EJ%EELL Z D% 40mg/ B % 4 BB E Uiz, &REBHE 10 3 CTIEREE
OB 5 IEES 6.0mg/dL DL FICEE L7213 52 I F T 40mg/H 2 &5 L. 6.0mg/dL LA FIZEEL 72

ST HBE IR GBI % 15 W B LIS 52 18 £ T 60mg/ H 2% 5- Uiz, AiEIZ 1 B 1 RIgA%R
A5 & L7,

AF fli A

FG-PART% 52 I8 F T O MIHIRERE

A RE

T2 T X YAy hO, BRENREGEOEIMC IV &5A% 15 HURE, 40mg/H %
BEINTRE (40mg/HEE) KOV60mg/H Z#&5 S 7=fE (60mg/ HRE) & Hic., MmigKRE
IR T U, B RO R E M B E% O MG REEEOFAEIZ, 15 ML 52 # £ TOA %
BERFRIZHBWT, WS HIZ6.0mg/dL L FThoTz, 7o, 52 IO, ENZFNDIMIE
JREAMEIX. 5.17+1.11mg/dL K% 5.29+0.81mg/dL. TH - 7=,

F7o, 564G 18, 26 KON 52 HKREA TH{EREAESY 6.0mg/dL LA FIZEE L7z BEOHF
A& GERE) 1X, 40mg/ BEETIX, 93.5, 91.5 X1} 86.4%, F£7-. 60mg/HE Tl

74.4, 71.4 KON 87.5% T -7,

(mg/dL)
12 4
- 40 mg/ B
10 A O- 60 mg/ B
8 4
m
b
R 6
%
i
4 -
2 B

&5 FREHE 2 6 10 14 18 22 26 30 34 38 42 46 50 52 GH)
%55
€12 4]

40 mg/H (129) azn (124) (126) 122 (123) me) (1) (s (114) (18 mn [S80)] a2 1oy
60 mg/B (400 (39 (38) (40 (39) (39 (38 (38) (38) 3n @n (34 an (36) (32)

AT SRR AU FS U 2 IS JRERIE 6.0me/dL LA F a2 Bt L7z, S A

;M B FRELIE DIEFFHERS




V. 1BRICEId 5 EHHA

LA
BIVER (BRRMR A O RFEEB 2 5Te) 13, 36.8% (63/17141) (40mg/H#f 37.4%
(49/131 #1) . 60mg/H I 35.0% (14/40 f5l) ) IZRO LT, EREIFERIL. 7=7F%Y
A4 b 40mg/ B BECHaEBIEI % 26 B (19.8%) . BIETH 761 (5.8%) . DU 4 4
(81%) . 7=7F Y AKX v b 60mg/HEE T EBIEI % 9 B (22.5%) . BAEIE 3 4l
W5%)\E%W3WJW5%)\m%ﬁmﬁzﬁJwﬂ%)f&okoﬁ%ﬁﬁwﬁwmm
T OWIRMBGEELET, 4~8 A% 9.4% (16/170 ) b, FO®%BA L, 48~
&m?&%ﬁ%ﬂ%%)?%oh

AHBRIZBWTC, BELQBWER. TICESZBWER. KOG HIRIZE > ZBWEA LR
LRI,

(5)8% - FRIEAISER
LR L
<BE M EEM>

@ FH#I<L A EHADKRE
— AR\ & G e RIBR ILE BE 2R & L7 ENERIRRER (231 2 S il figpT e

R A Gt E RERIMIE BB 26 %R & LT BEA LI TREM ELi iR BR 53Rk 12 B 1 5. FEElE (65mA
i) . mEinE (65 LA L) B RERME6.0me/d LI T EER =R K ONILTE IR B E L 2R1%, Freo@b T
Holz, BHWERDORBERIL, EGEE & EE TENEFNL8.5% (71/383%1) . 19.2% (15/78%1) Th

-7,
WAL TRBEERRICS T IESHRE. SBREUD
;& FREA1E6.0mg/dL L T E R E B U B BB 2 L 2=
L PR T
\ o ISR | I REREE LR (%)
1 Fy | no (ng/dL) .
S 6.0ma/dLiER % —
Sy e Tt (RS
657 A i 200 8.80 1.21 81.0 —41.1 12.7
40mg/ H
65k LL I 38 8.51 1.13 94.7 —46.5 11.3
6575 A it 40 8.57 1.03 87.5 —48.9 15.8
60mg/H
655 Ll I 5 8.48 1.04 3/541 -51.3 24.5
S VS - B RER SIS A MG RMBEOFK IR ELZRE T 5 & & bic, BEBWBRIZIEEIC L, HHRER A

T & OIMIEREEEDZALROFLRHF =2 R L,
a) AP SR
BEAEETHEALBEHARICEVNTIITXVYRE Y FDI10~80mgER S LI ED

FEiE. SEENORERARERE

i 657% A i 655% LA =
REMPSE 4 & 383 78
BIVERFR B (%) 71(18.5) 15(19.2)

AT A RAR RIS T D G RRIEOTLERF RARHT 5 & &bl BEBnpTz LEEC L,
FRAERR Z & OMIEIRBIEOZELFE OB BE R L,

GMEANT—%) 19

g (655 LA B) MOVEFE (18~40m%) Z X5 L LIANEE [ HERRBRTIX, 7=27F V22 y
80mg/H DO7HBKERO#&E T, FliX 7 = 7 X Y A v h OIYBIRE K& OV H SR ERK T 1E I 2
BhzpnZ Epnmran, VLI0O.Q)F&HEUMHADEE WEAT—2) | OHEEZSMH

) AREIOKR SN HEROHRICBT 5 k5 2&1360mg/ A TH 5,




V. BICEEd 5

Q@ BHEEICLITIEROKEE
— R B\ A E e s R UE B 2 b B & L 7 [ENERIARRER I 31T 5 g Bl fihir20

T JE\ A G o i PRI HLAE B 2 b R & U 72 SR 2 (A T REE T LG RUBR 53R K VR 118 -3 R 23 B oD 3 1 TR
BT, SRERIRIEIE EHERE (eGFR) 20 f5MEIC, OBMEELEY (90mL/min/1.73m2=eGFR) . @i
FERFEREIC T (60mL/min/1.73 m2=eGFR<90mL/min/1.73m2) . @ ZEERKAEIKT

(30mL/min/1.73m2=eGFR <60 mL/min/1.73m?) . @HEEEHKEIXT (eGFR<30mL/min/1.73m?) (T
JERl L7z,

727 F Y ALy FOMIEREES.0mg/dL LA T EAE & MG RIBEZ LRI, FTEDE) Th o7,
VR LA TRER FLRGRBR I B 1 2 RIME S BLRIT. BB IR, B BRI T MO S BRI T
T, £NEN19.4% (12/62f1) | 17.2% (49/285%1) KT21.9% (25/114%1) T -7z,

BB GBI 0 DRWERESRSR G, Thth, 36.2% (17/4761) | 27.4% (83/303%1) . 23.5%

(28/119%1) ThH -7z,

KERED, 7=2T7F 22y NOFIMERONZEMET, TEEE TRELZZIT RN PRI,

HAE B M ATRERE LB BROEER S &5 1 2 B AEAI O
I ;5 FRE&E6.0mg/dL LA T AR B U ME FREFER L3

- St | 0w m%%)ﬂiﬁﬁg JIIREY S (e (%‘) _
6.0mg/dLiEK ) TR 2

1EH 30 80.0 -38.0 12.4

40mg/ H BREIKT | 156 87.8 -42.6 11.3
PEEKT | 52 71.2 -42.3 15.9

i 7 5/711 -35.8 14.9

60mg/ H BT | 28 92.9 -52.8 14.0
HEEFEER T | 10 70.0 -48.4 20.9

a) BHkeE
E% : eGFR=Z90mL/min/1.73m?
REKT : 60mL/min/1.73m2=eGFR<90mL/min/1.73m?2
AL T 30mL/min/1.73m2=eGFR < 60mL/min/1.73m?2
b) fEAT G BR A L

BEAE%40mg/BE LE-RBBREHRIZE TS
2858 % U528 B 0D B HERE Al 0D I 5 FR BR1E6.0mg/dL LA T ZE R R O ME REAE L L 3R

M {7 PR ER A MG REEEZEE (%)
BEEE | EHEE | o S - - i
6.0mg/dLER R N3] T HEAf 72
EH 21 52.4 -30.5 11.8
. BN | 176 60.2 -34.4 11.2
2814
PR | 78 56.4 -33.8 10.6
BT 2 2/245 -41.4 —
i 1EH 5 3/54) -35.6 4.7
521
BT | 81 63.0 -33.5 11.9




V. 1BRICEId 5 EHHA

KT © 30mL/min/1.73m2=<=eGFR<60mL/min/1.73m?
HEMKT : eGFR<30mL/min/1.73m?

LT | 38 76.3 -38.0 8.6
BHEKT 0 — — —
a) BHne
E% : eGFR=90mL/min/1.73m?
BEE T 60mL/min/1.73m2=eGFR<90mL/min/1.73m?2
AR T 30mL/min/1.73m2=<eGFR< 60mL/min/1.73m?
HEMKT : eGFR<30mL/min/1.73m?2
b) AT e SR Sk
R FAE%60mg/B & LI-RPREHERIZE T+
52:E DB HEEE R O M FFREREG.Omg/dLUL T ERER UV M;EREELELE
y=E 7 yE il R f | 3 o)
- —— o [ﬁl{ﬁﬁiﬁiﬂlﬁ‘ MIEREEEFE ( A‘) _
6.0mg/dLiE R R RIS TR 2=
EHE 13 92.3 -40.0 17.0
BT | 75 82.7 -45.0 11.4
40mg/ H
PERKT | 21 95.2 -49.1 8.3
HET 1 1/141) -75.3 —
1IEH 9 8/91 -46.2 10.7
BEKT | 20 90.0 -47.8 11.1
60mg/ H
HEEET | 3 2/311 -53.9 16.2
HET 0 — — —
a) BHRE
% eGFR=90mL/min/1.73m?
AR T 60mL/min/1.73m2<eGFR<90mL/min/1.73m?
FEE KT 30mL/min/1.73m2=<eGFR<60mIL/min/1.73m?2
HEKT : eGFR<30mL/min/1.73m?2
b) fEMT SR L
EEACTHITHMERHABRSHRICELVTIITIFVYRE Y FD1I0~80mgZERE5 L& ED
BHEERIBIERARIEER
EHRRE 1IE% BT ST
EENPSE T &g 62 285 114
BIERZ BB (%) 12(19.4) 49(17.2) 25(21.9)
¥ BHERE
5 eGFR=Z90mI/min/1.73m2
BREEC T @ 60mL/min/1.73m2<eGFR<90mL/min/1.73m?
FEE KT 30mL/min/1.73m2=<eGFR<60mIL/min/1.73m?2
KRR EAEBR2HRICH 1T 5B HEERIEERAFKRE
e EH R PR HEET
BEPIE T T TR 47 303 119 3
EIVERR B (%) 17(36.2) 83(27.4) 28(23.5) 2(66.7)
% eGFR=90mL/min/1.73m?
BEIET : 60mL/min/1.73m2<eGFR<90mIl/min/1.73m?2




V. BICEEd 5

R, PEEFE TOBBEIK THRE 2R E LIZENE T HKERGRBRTL, 7o 7%V AZ v b
20mg/ A A#1H1EI7AF, §I8%BICEE Lz & & O MBERIAEZEIT, EFEE, SR P, PEERT
HZznZh, -33.5%. —31.3%., —36.8% CTh o7, £lo, KRRICB T L7 =7F Y 2% v FOREIWEA
X, EEBECREORELLE, \EK TR T, BED N2, 33 Th o722,

(VI 10.B#aefEEEE ) L (VL 6.Q)BHEEEETEE ) ODHEASM]R,

NBEAT—%)

I BB 2,26901 2 k15 & LI2ANVE O B MARERRRER IS B W T, 7= 7% Y A ¥ » 40K U80mg/ H D IfiLiE
PRIEE(E6.0mg/dL AT ERNRIL, HEE E COBEEIR T CHES Loz, £, BEAREEL, 7=
TV AH y F40me/ H R GRETIE, BHEREIEFIE20.1% (56/278%1) | WREIK TREL6.3% (57/349%1) |
RN TREL19.2% (256/130%1) . 7= 7% Y A% > h80mg/ H 5 CTlk, BHAEIER #E18.6% (47/253
Bl) | BERTHEL5.3% (56/36761) | FEEAKTRE25.0% (34/136f1) THh - 7229,

¥, HEF TOBEBKTHRRE 2R L LISNES [ HERGRR TS, IERIBRHEE R, B
B, BREACRRE, PR, EEKNEEEN T, —58.2%. —63.6%. —56.7%. —55.1% & BHEREDE
BIIRD SN2 o7, o, BWEAIL, B8R 3114 (EHEED) | mESLE 2114 (EER) . Uefk
(BREMTRD . UTH (PSR TR . P U7 (P TR o 2/81F (EEK TR Thoio
24))

[VI10. BHEEEE EE ] L VIL6.Q)BHMEIEERE 0HEHASH

) ARIOARSN-RAEROCAEICBIT 5 EKEEEIT60mg/ H TH S,

BREE2209 1R E LENABEFMERRICE TS TFVRE Y MEEHTO
BHEERIBIE AR E

B HH 40mg/ H 80mg/H
B RE EH BN | PEEIRT EH BN | PEERT
A G R A 278 349 130 253 367 136
RITEFIZEEBIE (%) 56(20.1) 57(16.3) 25(19.2) 47(18.6) 56(15.3) 34(25.0)

% EHERE
E% : Cer=90mL/min
LT @ 60mL/min = Ccr<90mL/min
AL T 30mL/min = Cer<60mL/min
) AROEBENZAEROCHEICBT SRk 521360mg/H TH 5,

(6);A8 A% A

1) ERREHEE - HEEARERE BUBD - LERARERER (TREERER)
DR L

2) FREME LTREFEONERILER L RBOBE
KPR L



VI S HEC B9 5 IHH

VI. ExhEFEIE(IZEY 5I1EH

1. EEZHCEEHSLEMRITILEWEHF
FHoFroAFey—€ (X0) HESE
Tary )=, fErFY ALy b
HE  BEOH 2ILEWORREXIINREF T, BFORNLEFELSRT L L,

2. EBEAR
(L)IERERGL - 1ERRF

JREEIZE MBI D7) VIRORKR#ED THY . ¥V FrdFvy—E8 (X0) OFEMICEY, BAR*
T FUNEX YT UERTEASND, XO XTI, /MG, B LS NESOMRICFET D,
XO 3B & RH# (W) 722 & TREMGHM O - EoRENZL L, B X0 76 eh X0 12
72%, e XO E, U S EE DS ERE AL DB T R IR XO \CHEAE L L., Fi Rl E
R D LR FREE 22D,
T2 T XV ALy ME XO OERAZET 2 LICX Y, JREEREAEZ Pl Ui b & OUR FIRBEE 2 KT &8
L, HETHLTuT Y ) —EXO DEETHLX T LU FEEE AT HDICX LT, 727
XYRLy MEIFY U F o LB GETY BK) A L. XO DS OO H#TES 2 LEY
T, XO ITRIRA A HETE M A 7R 29,
T2 T XY ALy ME X0 OREERHAWAOF v RANIC, ZEREE#HD S L 512 LT X0 LREICHESTS.
Wh W HEERE A OIEEFR LOEICESHEFEATHL Z ENMEINL TS 26, LeRn-T, 7=7%
VZAHy ME XO Ol - EIUREBITEKAE T, B LR XO o EbEoicbiEa L, IHEEHR LR
R

717X VRE Y FOERKERF

RO HATHESNS
% B ®E-ATP-GTP
N ¢
N «

BFA

(BIN—TE8)

it

— ¥YF
BEL D2

/ (XO)




VI. S FEMIZ B4 55

QQEMZRMT HHBRAAR

1)

2)

3)

4)

FHUF AR —EHEFFUERUVBEERR (invitro ) 25
V7 BRI XO 2 VT XO ILETEE A O FERRZRE Lic, TORR, 7=27F V2% v
M XO (2 &L DIREEFEL 2 IR ERFRCILE L7-, Lineweaver-Burk 7' v v MENT CIXIRERIOME
Bz R L, B bR ONE o XO 14 2 EES (Ki MOV KVE) 1324 0.6 2T 3.1nmol/L
Th ol

fth DB HEERIZ T H4ERA (invitro ) 2527
TV REERTHH 7T =TT I8, e ARFY T I T =R ARI AUV T AT
77—+t (HGPRT) KOT'V X7 LAY RARAKRY 7—8 (PNP) , VU IV R#@EETHLAR
MERARYRIIV TV AT 2T =Bl RFT 0 F OB T INRX L T —PORERIEIEIC G LT, 7
=T HY ALy MIWTHORERITK L TH 100 u mol/L £ THEEH A RS Ao Tz,
b bR I R R HIaRR T D AB49 MIfBICkB W T, Y ViR ThHH T =0T T 21,
HGPRT. PNP, 77 /> T 7 I —BROT T =V ARAKRI ANV T AT =T —8, U IV
REERTHLEY IV XTI LAY RRARY T —RBOBRIEEICKH LT, 7=27FV AZ v MI
WTHILOEER IR L TH 16pmol/L £ THEFIEED 2N EXRS TN D,

BRIERBYMOX Y OF oA F A —ERETEERCEERK (invitro ) 29
vt MF 7 v Yy — 233 e MNEBEFHIIEEZ 2 in vitro (REERBR CRH SN 7 =7 %Y 2% » b
DR (6TM-1, 67TM-2, 67TM-3 KT 67TM-4) 22\ T, 7 I /L7 BH3EHER X0 2 HvT X0
PRI O ERE R 2R Lz, ZOREE, 67TM-1 (R) X TN67TM-1 (S) (67TM-1 D EMIK) |
67M-2, 67TM-3 &1 67TM-4 [T\ Tt XO 25 < i L. Lineweaver-Burk 7' = » MgHT CIEPHERR
NF7 = 7F Y 2%y b EFRRICT R TRAH TH -T2,

BAERBUAD D S 2 LY BRBEE XO T3 5AEEM R UEERR

R4 Ki(nmol/L) Ki'(nmol/L) AR
67M-1(R) 0.6 3.7 RA
67M-1(S) 0.8 4.2 RA
67M-2 1.6 4.4 RA
67M-3 2.0 10.5 IRAH
67M-4 1.6 8.2 IREH
(2%E) 7=2TF I AKXy L 0.6 3.1 IREH

Ki fi : B LB XO (25§ 2 FHLE e
Kifi : 3&ocf XO 12xh4 2 fEE K
SREEIAE S v MZH 1+ 2 MEEREBETIER (invivo ) 29

ERRF RV EOENELRRY T oWEAZIICD LT DT LA LD IV I V—BEH
T L7, RBIZEICT 70 M SRt S D, 207, v U 1 —EREHZ v CTFER
LIERBIET v M7 =27 %Y 22y NEOT 7Y ) — L2 BERAKEG L, &5% 6 £ T
DMIERERE (AUCo6) 1T IR TEM ZLLBRFT L7, 20K, 7=7F Y 2AZ vy FeTr7Y
J =, B TREEHERNICA B MERRE IR FEM 2R Lic, =22 b e — VRS9 5 1
RIRMBEOKTHRNS, 727XV AX Yy 77 Y J—L® EDsofi (95%FHEX M) X Eh,
1.6mg/kg (1.0~2.2mg/kg) K& ) 9.1mg/kg (5.3~14.9mg/kg) TH YV . BRMIMIET v MIBITDH 7 =
TEXYARLZy NeTa T =L OMERBK FERORREIL 5.7/ ThoT,



VI. $Eh3EMIC B+ 5 IEH

(mg = hr/dL)
18 -
16 T
14 4
% 12 1 N
10 - * T
- T u
= 8 1 * T *
(AUCo. 6hr) T %
T
4 -
2 -
0
avko—)L FxTFVARE v (ng/kg) 7R FY S — ) (ng/ke)
1 3 10 3 10 30

P<0.05vs = Fu— L& Williams O % & KR E
)+ AEHERZE (n=6)
Tz TFVRAY FRUTATY/ —)LOBERBIES v MIHIT 5 MBTREE~DEZE

(%)
80 -

o JxJXVURAvE
20 4 o FAFY/—L
60

50

- mRAEE

40 A

30

20 T ————rrr ———rrrr
1 10 100 (mg/kg)

k58 Tt AR EE(R &= (n=6)
JxJFVRAY FRUTOTY / —ILOBREIES v MIET 2 MTREIETE

5) BHEET - SREMES v B T2 MBREETER (invivo ) 29
BHSHEIR T > b (BRo 5/6 ZHith3 2 Z LIC L 0 1ER) 1o, v U —ERAER & A& LT & RER M
JEAERL, 7= 7% Y R4y MR OEG U, mSEREMK T EH 2 BHRE A3 1E 5 72 B R fE 7
v M EWERE LTz, ZORER, 727 % Y A&y MIBEEIRT - ®RBEMAEZ » MW T B
REIE® - BURBRIIE 7 » b & [FRRE O M RBIK TIER 278 L, BHEBIK TIZ X 22O e A8 X
RO Lol



VI A SEIZBE 4 5 T H

(mg + hr/dL)
35 - O B#eEER
N BHEEET
30 4 *
25 4 * %
2
?ﬁ 20 A
i3
B 5 *
(AUGo, 6nr )
10 *%
5 4
0
avko—)L 0.3 1 3
2xIxURA vk (ng/ke)
*P<0.05, **P<0.01 vs O bO—/LE Dunnett D Z ELLEHRE
T + FBHEFE (n=6)
M: 7x7FYREY FOBHEET - SREBOES v +
RUBHEELES - SRBIES v MIH TS5 MmBREBIETIER
6) EEZY MIBTE2MBRVRFARE. 753U b2 FHUOFUERY

FHUFUBRRRICHT H4ER (invivo ) 29

EFHZ7y MZ7z7% YAy N7 a7 /) —)v& 28 HEKEROKRE L, WETORE, 77
VA UEORY U TF A, R DR - T T M UREHEE LR T U HR R, RO
FURAORBBEZ LI LTz, TORE, 7=27F /24y he7u7) ) — s HEK
FFEY 72 IAE R O JREGIEIR T & 0 2 F U EIN, R OURFOREE - 77 > b A Uit B KT & %9
VIR EIN AR LT, IO DOIERICK T A7 =T XY RAZy hoT e Y ) —ilxtd HH
BT, WIS 1/30 005 1/10 ThoTo, o, IV TFUADORIICKEIT L7 =27 F Y A F v
roT7we7Y ) —xtT 2 HERITKN 1/8 Thotz, ARBEDOXY U F U Rk EEZ TR G E T
WLIEGE, 727XV 2Ly "7 )=V E DX U FURAEAETSTVENS 2 LT
Nolz,

(ymoL/100g/24hr)
140 ]

] RERUTSV A2
120 4+ avka—L
b - JxJFxURAwE
100 - O FaJFys—L
] FHoFy
80 - X arka—iL
E ] A JIJXRYREYE
B 60 A FaFYI—IL
#
=40
20 ] r_//l
0] X
-20 A . . . .
1 10 100 1,000 (mg/kg)
BEE
T+ iRERE

(=6, 7O 71/ —)L10 mg/keiZ 5D H : n=5)
Jx7XYRAY FRU7AETY /= LOEBREWRIZEITAEES Y FORFRE- 752 b U8



VI LRI B4 5

HERUF YO FUBHEBICRIETHE
Jx7XVREY FRUTOT) ) —LD 28 BEREREICL2BEORAREHRE

s

e

=

==X

(mg/kg. p.o.)

TARILA - MO
L T- BB B B

wE (%)

a2y hr— - 0/30 0
1 0/30 0
3 0/30 0
T TXIAL v b 10 1/30 3.3
30 30/30 100
100 29/29 100
3 0/30 0
10 0/30 0
Tary )= 30 2/30 6.7
100 28/29 96.6
200 27/27 100
HEALE — 0/4 0

() AFRIREFRE - Frigehrfa

MR L




VIL_ W Ehie I B4 5 T H

VII. ZEMEREICEET 51EH

1. MAREDHRE
VAELEDGODRE
VILL.QEGRABR THREIN-IPEE) OHEESR
QEERARTHREIN-IPRE
1) HERE#EE
i) TEERRLA 89
TEEERR AN 531 30 Bl 7 = 7% Y 2% » K & LT 10, 20, 40 X 1) 80mg Z#af FHERO&KLL Lz & &
Beh% 1.2~1.9 K Clem M FIRE  (Cmax) (ZEE L, HEHNE 6.2~7.3 R TH -7,
727V ALy b OMIEPIRE — R i N ifE (AUCm) 13 EITIEIE A LT L 7=,
(ng/mL)

10000
—o— 10mg

(n=8)

—&— 20mg
(n=8)

m 1000 5 —A—— 40mg
3 b (n=8)
rh

7 —0—— 80mg
x B (n=6)
7

T 100+ mean+SD
A .

5 4

v _

T i

[

K 04

1 | | | |
0 12 24 36 48
§f (hr)

RERAICE T2 EEKREROMEHREHRRE
BERACE T HHEEKREROEYFE/NS A —4

TEENRE N T A — X
Jil i n AUCint Cnax t12 Tomax
(ng-h/mL) (ng/mL) (hr) (hr)
10mg 8 1537.0= 430.9 496.2* 166.0 6.210.9 1.4=*1.1
20mg 8 3296.2+ 751.9 1088.3+ 178.9 6.2+1.1 1.3%£0.5
40mg 8 7085.2+1341.2 2270.3*= 866.7 7.3+1.8 1.2+0.8
80mg 6 | 13300.5%£3032.3 | 3765.3+£1008.3 6.9+-1.8 1.9*1.0
(Mean+S.D.)
) AFNOAR SN HEROCHEIZE T 2k KBG 213 60mg/H TH 5,
2) REHRS
i) BRERRLA ®

A B 12610, 727 %Y AZ Y hELT40 KT 80mg &% 1 B 11 7 ARKERD#KS
Lickx, MR 72 7% Yy 2%y NREIIEGL% 3 BN TERIRIBIZE LT,



VIL_EYyEhielc B4 5 HH

AUCo24 D BFERS (5 7T HHMAE 1 HH) 1340 X 80mg/ H 5 TENEN 1.21 XK1 1.15 TH
0. KEEGIZ L DEBETRD bR T,

(ng/mL) O 40 mg/ B (N=6)

10,000 —o— 80 mg/ B (N=6)

1,000

100

o 37 =

(o] 2]

TRl T ¢ AN AL H BB
71

0 24 48 12 96 120 144 168 192 (hr)
B M

TR
BERANIE TEREBREHONRTEEHS
BERANZIBTOIREREHOEMEFENSA—42 (LRVUFT7HAE)
N N Cmax Tmax AUCO>24 t1/2
BGHE | n| BE (ng/mL) (hr) (ng-h/mL) (hr)
1HH 1,019.1+343.2 1.8+0.8 3,658.5+625.6 6.3+1.6
40mg/H| 6
7THH 1,299.8+312.6 1.5+0.3 4,442.1+729.5 8.8+2.2
1HH 2,683.4+842.1 2.3+1.1 9,612.0+1,987.8 5.5+0.9
80mg/H| 8
7THBH 2,634.0+442.2 2.7+1.0 11,078.6+1,668.0 6.8+2.3
WHfE = SD
ii) = PR ES I fiF B3 10

FIRBRIEBE 10 Bllc 7 7% v 2 5 » | 10mg/ AT 2 M, 20me/ A% 438 1 H 1 EHIRE RS
Lick &, BB 6 8ICH0 5RMBIE AT A — 5 HUFO LB ) Thotk,
BREMESE S 5EMBE/ S A —4

Bel 1 n S s (e bl e
20mg/ H 10 541.8-227.8 2.2+1.6 2092.3+463.2 8.2+92.4
(Mean=S.D.)
W) AFIOER S AER RIS 55 KE 58T 60mg/H Th 5,
(3)hEE
R L
LHEBE-HREDODEE
i) BEOFES

fEEERR A B (1661 127 27 %Y A X v b 40mg ZBBICHERAO®KS L-L &, ZZEFFIZH T Coax X
28% KT L. AUCintl 18% K T L 7=,
TEEHEUVEBRICHITHERZOKREHOENEIE/ NS A —4

Be 1 n o) o (ap-hrmD) e
MR T 16 2049.1+782.3 1.2+0.8 6538.3+1263.0 6.8+1.7
BE#®E S 16 1456.0+514.8 1.8+1.0 5321.6+ 910.4 6.3+1.5

(Mean=*S.D.)



VIL_ W Ehie I B4 5 T H

i) HrRAEOZE

<EBRRHEICERT H2EMHEEER (nvitro HER) 30>
RO AIBIEIC LD e MIUER AR S OMAEENEZMF LR, 727XV 2%y hOBEAKEEITA T
Tadxy BT TIN, RY T4 TT—h, UL TV VAR RTIRINANKER= L VE
VOB EZ T I ol £ 20ugmLU TFTD 7 27XV ALy MI, ULV T 7)o A7 7072,
NINRINKER= L VB OEAMERICEEE RITE R0 o7,

<BREPHEEERARR WEAT—42) 319>
SNENBEREEBRE 2RI 7 = 7% Y A X v b EGFH &2 WREMED & 2 35/ 2 VN TR BAE R
% e L7z,

@® FIEEFI DEE 3V
BEFER A 24 BIZHIEEHR] (BmL HIZKER{b~ 71 oD L 200mg M OVKEE(LT /L =7 A 226mg 5 H T
HEAHAD) ZHEREARERGHZIZT7 =T XY A X v b 80mg FHEIEAKEG L&, 727XV ALy b
? Cmax XN AUCInS (ZZ2NE4 32 LN 15%IE T L7z,

@ JLEFUDEERVILEFUOADEE 2
fEFER AN 22 B 7 =7 %V A% v b 40mg & 1 H 1[0 7 HEKER DS L, FlZ4~THHIZareF
V& 12mg/HT1 H2REIKEROKEGE L&, 727 F YV AX Y bD Cmax LN AUCo24 1FZNE 4 12
KO 7% FH LT,
fEFER A 26 Bl 7 = 7% Y AKX » F 120mg # 1 H 1A &N/ F % 1.2mg/H T 1 H 2 [0 14 HFX
EROEE L&, are T OHMABRITHEERD LTI BEREGHED Cna FTNLTR 12%E T LN
2% b5 L7-, £72. AUCo-24 1% 3%IKTF L7,

©) AVRARDUDEERVA VU FAR D UADRE Y
fEFER A 26 Bl 7 = 7%V A% v F80mgZ 1 H 1[BIKA > KA XL > 100mg/H T 1 H 2[5 HEX
RO LI-EE, 727XV AX Y FO Crax (T T%IKT L, AUCo24 1 2% EFH- Lz, £72. 4 KX
222D Cmax X N AUCo-24 DIX FIE 2% LN TH - 7=,

@ FT7OXtEUOEERVFTTOXTEUADEE
RN 25 Bl 7 = 7% Y A% » F 80mg 2 1 H 1L et 1,000mg/H%A 1 H 207 HEX
wERORG L&, 7 rOHICEY, 72T RV A Y bO Crnax KO AUCo24 1T T NZEH 28
KO 40% EF-Lic, —H, 7=7F%F 22y FOFRICL 2T 7 aF D Cuax D EF KON AUCo24 T
X 1% LN TH -7,

® TOTIIUADEE
RN 18 Bl 7 =7 Y A% v b 120mg % 1 H 1[0 9 HREIKERO&KE L, &5B% 6 BiIcT v~

v (ENARKGR) 26mg ZHEREAOKE L&, TV 7 7 I 00 Cnax KN AUCKt 1TZFEI 16 K&

‘Um%iﬁbto

® TILT 7T R LADEE D
fEFER A 13HIC 7 =7 F VY A X v h120mg E UL T 7 U F U A (ERNRAR) (HEIXINR &5
YECERE) # 1 H 1A 14 HEIKERDEGLZEE RREVS- TV T 7 U D Crnax KON AUCo-24 D 1 5-
X 5% LUNTH T, £7o, T 7 7 U L OIET)FOZE(L (INRmax D E5-. INRmean,24 DI T L O VI K]
FAEIEEEED B 13X TR TH -7,
BEREREL A 2T BllC 7 = 7% Y 22w b 80mg L UL 77 U rF MU v s (ERNEAER)  (HEE INR 25
HEIZERE) 21 H 10 14 HEKEROES LZEE, RV T 7 U D Cmax X AUCo-24 DI T IE 2%
URNTH Tz, Fl2, SSUNLT 7 U D Cmax DK TRV AUCo24 D LT 1% LN TH -7, /2, U
77 U DHEI)FDZEA (INRmax & INRmean,2a DR N KO VIL K-FEMEEEEO LHA) 1 4% LN TH



VIL_EYyEhielc B4 5 HH

<77,
@ ErRE ORFT7Y ROEE
RN 33l 7 =7 F VA Z v F 80mg &b RuszunF 7Y R 50mg ZHERRO#KEGEL-ZEE, 7=
THV AL FD Cmax XN AUCins @ FFHIX 4% LN TH - 7=,
® TAIT 4 ~DEE D
fEEERR A 28 Bl 7 =7 %Y AKX v K 80mg & 1 H 11 7 HREKEROEES L, 5% 5 BicT 4~
1 U 400mg ZHEEA#RE LIz & 747 4 ) D Cuax LT AUCint O EFIT 5% UNTH o7,
@ AT UBTUADEE D
fEEERR A 36 BliC 7 =7 %Y A% vk 120mg 2 1 H 1[0 9 HMERA®KEE L, BE5EHB% b5 Hice vy
&Yy (EHARAR) 4mg #HEROKG L&, a7 U H Y D Cuax DI T &N AUCe O L5
X 6%LUNTH-7-, [VI.7. MEHER OEEZEMR
VE) ARFIOAR S i R O RIS 5 ok 5% 60mg/ H Th 5,

2. EMERERO/INTA—S
(LR A&
M EE R L
(2) AR FE 5E 35
M EE R L
QVHRERETEH
M EE R L
HoI75 A
DR A ®
TR A B IE 24 Blic7 = 7% Y A v b 40~160mg % 1 H 1[0 7 HREIXER DS (FHAZE6H) Lo
LEOERGHB1IBBEETHEHO2E 2 V7 F A2 (CL/F) 1£6.31~10.87L/h THH- 7=,
BEBRABHICTIz IXVYRAE Y b2 7 HERERS LI-B® CLIF (L/h)

5B 40mg/H 80mg/H 120mg/H 160mg/H
1 HH 10.873+2.286 8.417+1.981 7.537+1.843 7.858+1.245
7HH 9.232+1.674 7.365+1.170 6.3101t1.082 7.067+0.982

(Mean=*S.D.,%& n=6)
O B\ 2 B o R R I FR A 10

ERBEIMIERE 10 Fllc7 =7 %Y A4 v | 10mg/H % 2 ], £D% 20mg/H % 4 HRE 1 A 1 [BI&H%
ICER AL Lo &, #586% 6 BICH T CLIF KO 27 U7 F A (CLr) Ol + R (R4
I, N F 9.93+£1.92L/h LT 211.2+140.6mL/h TH - 7=,
(3% HNEANT—%) 39
SME MR A B 6 Bl 1MC-7 =7 %V AKX v b 80mg AR FTHEROEKE L&D 72T XY A X
v ~® CL/F Ol 1 HER 1% 9.86£3.10L/h Th -7,
(OFe ik
(3% SMEANT—H) 39
hE AR N BYE 6 FillC 4C-7 =7 %Y A X v b 80mg ZH R FTHERROZ G L E0T7 2T X AH
v N OEFIRESAMEFE (Vss/F) OB+ IR 71 52.3+28.3L/h Tho 7z,
VE) ARFIOAER S i R O RIS 5 Rk 51T 60mg/ H Tb 5,
(6)F Dfth

KPR L
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3. BER (KEal—ay) @i
(L) BT 75 3%
LR L
(2085 A — 5 EHER
R L

4. |% IR
WNAFTRASEY T«
AR L
(BB HNEAT—H) 39
HMEAERERR A BIEIZ UC -7 =7V AKX v hE LT 80mg # & AT HIkAlZ B A#EEG L& &, #h
PR SN2 7 27XV AZ » ME8~16% TH o2 EnH T =7 XY AKX v KORILEIL 84~92%LL
EHEE S LT,

(3% : Ty, AX) 0
HEPE SD 7 v MZUC-7 = 7% Y A v b Imglkg % RN &R OIZ X0 BRI G Lz & & Offixtiy 1 4
TRAZEVT 41X 784% Th o7z,
A XN UWC-T7 =7 F VAKX v b Imglkg ZHEARN EROICE D HERE Lz & Ot A 47 X4 T
U7 41X 48.0% Th -7,
) ARFNOKR SN ER OAREICBIT 2K 5 &% 60 mg/H TH 5,
Q)W UERAL
Y ERR L
(3) W=
V4. (1) "AFTXATEVT 1] OHESMH

5. 5 A
()i — AR BA PH st e
R L

(BHB: Ty h) W
HEPE SD 7 v b (n=3) 12 UC-7 =7 ¥V AX v b Imgkg % 14 HMKER OGS Lz & & OMNREET,
RKIRECTH D 5% 1M CIIETFIREDOK 1% TH 0, 5% 24 BERELARIIRH FIRAM TH - 72,
(VI 5. (5)Z D DB~ DT OHEAE SR,

(2)Ii% — R BEBAPT @B 1%
AR L
(B5B: Ty h) ®
SD 7w b (419 HH, n=3) 1T UC-7 =7 X Y A ¥ v M 1lmgkg OG5 ETHEREAEKE L, 5%
1. 4. 8 KUr 24 KefE I BB MAE M QYR IR DRk A 6 L7z & & | IR VREEER K OMRER oD U BB IR FEE 13§
ALORER T HIFFFH M TIRKG CTh - 72,

BEIRZ Y MM UC-T 2 TFXVRA Y FEHEREREOKRE LIz Z0MBSM (Sv k)
KRR AR 2% (ng eq./mL or ng eq./g tissue)




VIL_EYyEhielc B4 5 HH

lhr 4hr 8hr 24hr
R &) ifn 365.84 363.37 243.53 11.19
e Va5 n.d. n.d. n.d. n.d.
L n.d. n.d. n.d. 5.61(n=2)
m T e 3.40 6.85 7.92 2.37
n=3 T, n.d. : B TIRAT
QR)FET~DFBITHE
RZMER R L

(BE: 7y ) ©2
A SD T > b (n=3) IZUC-T7 =T XV AKX v b Imglkg DG ETHEIROEE Lz & & itk
ST 514 4 FEC Cmax ([ L7o%, Bh51% 48 REE CRAIRE D 2.6% £ TR LT, it likkae &
MAEFGTRE & DX, 5% 4 RILIE, 1ZIE—E (6.6~T7.91%) Tholo, /o, AMHBHREDIZE A
CIERE MK TH -T2,
AR~ DBITH
NG ER L
(5)Z Dt DA~ DT
Mg E L
(3% : 7> k)
HetE SD 7w b (n=3) IZUC-7 =7 XY AX v b Imgkg OFHET 14 HREERORE LZE X, K
B ORLRR O HREIT R 55 1 BB CRORIBE L 7o 72, Fe 514 1 FER CIEH IR b SV G REIRE AR
HAL, BTG, B, R OB ONEIC AT L 0 & @O B REIRE S R STz,
FyRIHC- 7z TXFVYRE Y bE 14 BEREREORE LI ZOHBAE (Ty k)

S HETRERE (ng eq./mL or ng eq./g tissue) (tm
1hr Shr 24hr 48hr 96hr 168hr | (b

il | 379.98 88.05 9.76 5.41 n.d. n.d. 28
il #% | 701.69 152.32 15.56 6.58 n.d. n.d. 19
ik 9.49 4.39 n.d. n.d. n.d. n.d. n.d.

it 296.30 177.22 92.74 56.09 29.44 19.32 66

i B | 134.54 53.61 25.86 13.65 6.86 4.48 60
i) iR 73.50 38.62 24.84 14.97 8.42 4.10 57
I B | 1141.81 499.62 260.71 202.66 133.56 100.80 | 110
& % | 1559.84 409.85 86.01 57.92 35.11 27.18 90
i & | 266.68 199.59 112.67 78.28 42.29 25.27 67
i3 B | 135.45 78.95 36.93 16.88 9.28 5.86 59
K W 83.12 47.60 20.25 10.86 5.94 3.72 62
KOBE OB R 81.61 50.30 20.80 13.29 7.04 5.33 75
(O 7] 40.32 18.58 8.08 5.26 2.75 1.97 72
fig fh 37.30 27.78 20.66 13.40 7.45 6.68 92
/SO N N 142.41 n.d. n.d. n.d. n.d. n.d. n.d.
ook | 21751 126.52 78.25 37.47 n.d. n.d. 23
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BN M| 157.27 86.76 54.82 28.30 14.75 9.74 61
THRARY > o8| 149.75 59.95 59.68 36.86 22.77 12.00 65
AETEIEE Y > % | 162.33 90.00 45.24 35.78 14.44 9.63 62
iR Bk 24.52 10.47 4.80 2.90 | 2.09(n=2) 1.62 | 100
£ B 123.05 54.86 20.05 9.74 10.45 n.d. 92
il | 386.33 285.72 135.68 75.02 36.35 21.93 57
% it | 899.25 273.39 49.59 22.19 13.44 11.21 75
%% B | 196.84 106.00 66.02 37.55 15.46 11.76 59
Bz J& | 218.90 159.30 129.42 89.65 40.99 47.91 | 100
t8 g M| 125.15 74.94 52.82 32.44 18.46 11.43 68
B 6459.35 703.00 81.61 44.26 20.94 12.41 55
7N % | 1565.63 365.90 127.70 66.35 25.73 25.78 64
N M| 254.64 | 1446.10 149.27 48.99 22.03 14.78 47
n=3 CEHi
nd. : B TR, ne. : HHET
(6)MFEAREE

(in vitro R BR) 30
RSB LD 72T X AZ v b (0.4~10u g/mL) @Ot bUEEBAREERIT 97.8~99.0%THY ., T2
EEEAIEIT LTIV ThoT,

6. £ &t
(L) BHER AL B MR SR R 830.3943)
t MF 7 e Yy —2A KOt NEBEIFAEZ V2 in vitro SRBRRTIE, EREME L7 =T XV A X v |
DTN v CEBIEEGIR (LT 67T-G) 2RO biv, ZOMIZT7 =7 F Y A%y FObE#Y (6TM-1, 67TM-
2, 67TM-3 Jx 1} 6TM-4) 3388 vtz MR ABIEC 7 = 7% Y X4 v h &5 Li- & & 0L OR T
DERHIIT 67-G TH V| in vitro TRO LN (67TM-1, 67TM-2 KT 67TM-4) b =4
77



HYEREICPE T HIHH

v
S
HO 67M-3 UGT1AT Intramolecular

glucuronide
ox s
CHs UGT1AS CHa
CYP1A UGT1AS
‘gi UGT1A10 ng,
1 COzH UGT2B7 [ g CO2-Glu
HaC ﬁ HaC 67-G
Febuxostat (TMX-67) jﬂo
CYP1a1
CHa cypiaz  CHs CN
CYPIAT CYP1B1
CYP1AZ CYP2C8 CHs
S {
CYP2C9 A
| 2
CYP4A11 S Cco:H
COz
HsC 0 67M-2
.y o
/\r\ CHa CN
67M-2-G

67M 1-G
and
CHs  67M-1-S

N - R
A &7 COLH (Dehydrated 67M-1/67M-2)
O S l
*
Ho/u\(\o 67M-4
CN

e — Dehydrated 67M-1/67M-2-G
* Z{§¢’L‘%TT CHa

727X YVREy FO#HERBIRE

QQRHICEET HEBER(CYPIS0 F) DR FiE. H5HE
(in vitro 7 %) 3049

BHRI 70 Y = AEAWTERRANL 7 27 % Y 24y FORBHITIFMIERH ROV 7 v s OB 5
MWD H AL, #% CYP (CYP1AL, 1A2, 1B1, 2C8, 2C9, 3A4/5 K U* 4A11) KU UGT (UGT1A1, 1A3,

1A7\ 1A8\ 1A9\ 1A10 &U\ 2B7) %*ﬁzﬁ)ggﬁsé‘é k Z) ﬁﬁﬂ éh?‘\_o

bt MFI 7Y —bzHWERENL 727 %Y A% v ho CYP1A2, CYP2B6, CYP2C9, CYP2C19 KUY
CYP3A4/5 IZxF AREIXRO N hoTz, —FH, 727XV A% v b CYP2C8 KO CYP2D6 I

KifElZ=h £ 20 LT 40 p mol/L TH -7,

t

WRNTHIRE 2 W Te gt 6 7 = 7% ¥ 2% » ME CYP1A1/2, CYP2B6, CYP2C9, CYP2C19, CYP2E1,

CYP2D6 K} CYP3A4/5 Z#FBE Lo 1=,
RWEEENROEERVZDEE

%4

BER L

BE: Sy bk, 4X)90

7

W,
A Xl

MZ UC-7 =7 XV AH v b Imglkg % H[E 5% 168 Kl £ T RFER P HEIR 2 5t Lo BRic ks

F AR G- & 8 101 352515 0D BARA IR Th JEHIE SR O R 5 8 DRI 71.83% S HERE ST,

T, WRIRAIER G- &t 1 e B-F D BAREIR th R SR D LR 7 B DRI R 1T 62.83% L HEE S hTe,

TUC-7 =7V AH v b Imglkg ZHEEEH% 168 KifE £ TOBBER PHEIERZ BE L2 BRIk )
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AHREFYOFEDEERVE L., FELLE
KRBEWID in vitro XO PAEEM (KifE : B nmol/L)

ZEAE T RN 0.6 67M-2 1.6
67TM-1 (S &) 0.8 67M-3 2.0
67TM-1 (R 1) 0.6 67M-4 1.6
7. B
(LHEHE R VR GEAT—42)
PR OVHE
()it ®

TR AN B 24 B 7 = 7V AKX » FE LT 10, 20 XN 40mg & Haf FHEROKRG Lzt &, 5%
24 B K TN 96 B[] £ COEGRBIZHT D7 =7 X Y A X v hOJRFPEIRIZZNZI 2.1~3.8% K (N 2.2~
3.9% Th-o7r, Fiz, BhH1% 24 FEH LN 96 FEH F TCORLGEIINTH T =T XV AX v NOT VT a VR
TARO R FHEIRIIZ NI 46.7~49.7% K% Y 49.0~51.6% CTH Y . T OMOELIHY (6TM-1, 67M-
2 KON6TM-4 OEEHE) 28 9.7~12.7% Th -7z,
(B%E . SAEAT—2)39
TEEER A BE 6 Bl UC-7 =7 F Y AKX v b & LT 80mg 2&H T HiiAl % A THER OGS Lz & s,
5% 4 K E To MR BETERIT S 2 REMIK KR OREED 7 v 7 v USROS 1T
83.8~95.8% K&K * 2.3~6.8% Th o7z, #H51% 48 Kfil £ TCORE(RDRPHEIR (5 EITHT 2HIE .
PATEER) 13 1.1~8.5%., #51% 120 FE# £ TOEPHEHRIL 7.8~15.8% ThH > 7=,
F7-. REM & O T IFRE DO 514 216 Wil £ TOR KL OFEFHEIRIIZ N Fh 49.1 K1 44.9% TH -
776

) ABORR S HEROHEICB T 5 R A# S &% 60mg/H CTh 5,

() HEMEE
(VI.7.(2). 8kt 3] OHEZ S

8. FIVAR—E—IZEAT B1EH
B R L

0. BAIEIC L HBREE
DR L
(5%)
7T %Y ALy MIMER ARG ESE D, MEEN A RREE TR EELBRS,

10.BRENDEREEHT HESE
(1) BHmeEERE
B (56)) MOHWEE (7)) OBMEKTAEFIC 727 Y 2% v 20mg 2 1 B 1 REIRH%IC 7 HRMKE
ARG LS BERTRICBT 2BEBTRERTHO Y 27 % Y 24 v b O Crax (TEHEREETHE (9 1)
EEDL IR, AUCo24 [ ZBEREREIE I FL L T 53%1E N L7,
A AR AEIX TAED Cmax XY AUCo-24 [XEHEREEHAFICHER L T, 2 Th 26 KT 68% M L7z, 55
A% 7 H D Cumeanzan 2L ($25:%% 24 W £ TOMIEIRER TR E DZALR) 1T, —33.5% (BHEBEEREE) |
—31.3% (BEECEHKAREIC THE) KO —36.8% (PRI FHE) T, BHMEOREIC L 2ZEITFRD bk
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mofe, BIVERIE 29 B9 2 Bl 3 F (BREREERRE 141 11 CEL) | PEEEHREI TR 162 £+ (FHD )
BOOLNTN, TOBRETOVTINLBETHH- T,
Cer (mL/min) 2 X 2B HEEDRE R

RXFEAE IEW : 80=Ccr, #EEKT : 50=Ccr<80, (LT : 30=Ccr<50

BERUVHPEEOBTHREETEECSTIRERSHOENTE/ NS A—42 547 H)

WENRE T A —H RS RE I B (n=9) AR T #E(n=5) HEE R FRE(=T)
Tmax(hr) 2.3+1.7 3.8+2.3 2.2+14
Cmax(ng/mL) 495.6+157.6 504.1+146.5 621.8+270.9
AUCo-24(ng - hr/mL) 2123.4+461.3 3238.1+1088.8 3557.8+1096.3

t1/2(hr) 6.9+1.0 7.4%2.1 8.2+1.6
(Mean+S.D.)
HEANT—45)29

BE 66 . BEE (7T6) LOEE (T6) OBMEKTEEIC7=7% Y A v F 80mg # 1 H 1 [HF&
BIlC 7 BREROES L, BEBTRHIIBITSZ 727X Y AF 2 D Cunax XN AUCo-24 1F. BHERETE
WEE (1160 (Chbi UCHREE, PR, HEEBHKER TR TENEN 41 X1V 48%, 2 KN 48%, 4 KN 76%

EHL=,

Cer (mL/min) (2 X % BEHEEDERNHL
FHHE 25 : 80<Cor, BEEIKT : Cor=50~80, LT : Cor=30~49, HEMET : Cor=10~29

NEANBHREETEECSTIRERSHOEDNHRE/ NS A -4 &E5E&R7H)

HWENRE T A — 2 | BRI EFRHO=11 | BEETHO=6) PR T REM=T) | BEEETHGO=T)
Tmax(hr) 1.1+0.5 1.3+0.9 0.9+0.5 0.9+0.4
Cmax(ng/mL) 2865.6+1248.7 4034.8+1685.9 2916.8+1060.1 2983.7+2186.0
AUCo24(ng-hr/mL) |  7502.4+2680.1 11135.9+1356.3 11130.6£2924.0 | 13228.9+-11561.2
t/2(hr) 4.7+1.1 7.6+3.5 9.1+4.0 7.0+2.3
(Mean+S.D.)

[V.5. (5)E& - WEERIRER] L VI 6.2)BHAEETEE OHEHAZW
AR TVIL6.(2).9.2.1 EENEREEESTESE 0HAEBH

HEOBHRERE O H 5 BEH 2R L LBRRRITER L Th7ew,
1E) AFNOAGE SN ER OCHEIZEBT 2K #E 583 60mg/A Th 2%,

(2) FHEEERE GEAT—%) @
B (841 MOHERE (84]) DOfftérelk FE# (Child-Pugh A, B) 27 =7F% VA% v | 80mg % 1H 1
[EIRATIC 7 ARBAER NG L & &, BEMEEREKTHOKREGR 7T RICBT 5727 %Y 24 v bO Cnax
K O¥ AUCo24 12, ATHEREIERHE (11 61) &L TENREN 24 KT 30% LA L, £7o, PHEEATHRRELT
HED Cmax XN AUCo-24 13 ENE I 53 KO 55% EF- L7,
NEIAFHEETEZFICETARERSKHOEYTRE/NS A —4 5% 7H)

IENRE X T A —H JFHEBE I B (n=11) PR T RE(n=8) H & K T RE(n=8)
Tmax(hr) 1.2+0.6 1.3%+0.5 0.8+£0.3
Crmax(ng/mL) 2841.6+941.5 3509.8+780.9 4359.3+2364.1
AUCo-24(ng*hr/mL) 7610.7+2645.4 9869.6+2553.7 11772.4+7065.2
tue(hr) 5.5+0.9 6.91+4.3 5.6+1.8
(Mean=+S.D.)

) AFNOABENTRELOCARCE T 2 & KIEEREIZ60mg/H Th b,
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(3) EMEUHIDZE NEAT—5) 19
SAEAmEE (65l L, BYER UM 12 61) EAMEAFSESE (18~40 k. BHEROLMES 1261 127 =

TXY ALy h80mg = 1 H 1FEIRRNC 7 HEIXERORE Lz E X, #5% 7 BICRBT 5 &S (24 §)
@ Cmax &N AUCo2an ITEEE (24 41)) 126 L TENEFN 1IBIETEN12% FH LT,

o, KUEPERERE (24 B1) @ Cmax KO AUCo2an (I HPEHERERE (24 ) 1T L TEN LN 24 KT 12%

o Tz,
NEAGERE - EEEICETOREREROENBE AT A—42 (RE#7H)
HBERENT A —H | 18~40 % (n=24) 65 %Ll - (n=24) BiEn=24) 1 (n=24)
Tmax(hr) 0.940.4 1.0+0.3 0.940.4 1.0+0.3
Cmax(ng/mL) 4080.3+1618.4 4046.01205.0 3620.9+1473.9 4505.4+1221.2
AUCo24(ng-hr/mL) | 8155.0%2693.0 9127.5+2629.7 8166.2+2893.9 9116.3+2411.5
t1/2(hr) 6.2+2.6 7.2+2.3 6.7+2.7 6.7+2.3
(Mean=S.D.)
) AHI DA S = AR ORISR T B ki 550% 60 mg/A Tb 5,
11. 2 Dfth
HAE R L



VIL 24t (A EoEES) (B3 5EA

VIIl. €% (ERLOXESE) I3 HEHR

ERNREFNDER
EIN TN

B

2. ERRRLZDER

2. B2 (ROBHIZIXBELLENI L)
2.1. RANID I x LIBBUE DBEERE D & 5 BE
22. ANAT NN UK IET VF AT ) U ERES T OEE [10.1 ]

fEER : 2.1 RAN O ITK L CGREVEDBEERE O & 2 BE T 5 — 72 E B FH
22 NL7.MHREZEZOER OHEEZSHR

3. MREXIIMRICEET TR L ZNER
V2R EHRICEET 5F8 ) OHESR

4. HERUVAZICEET 5FE L ZDEH
VARZERUVAEZICEET HEIE] 0EAZSH

5. EELGEARMIE L T DEHR

8. EELEARMEE
<%heeFE >

8.1 JHHEREMRENH LD D Z LN b D DT, REREPITEMIHRE LTS 2L, BEOREL 751
Bldsrz b, [11.1.1 28]

8.2 AFB G- HHIZHRRBIE O ROA A HE L, B3RO O NG A PR RE R Ot 4
M5z &,

8.3 LMLEREZ AT HWEME 255 & Lo ERaBRIc kW, 7 e — ARl L T =7
¥V ALy METLIMERDORBEI G N E N -T2 L OWEND D, KHIZHEGT H5EA I 0Mm SRR
DOHFERH - R BBUEET L2 &, [15.1 B
<f@R. =REMmIE >

8.4 AFTIRMERE FIHTH Y . JWEBIEIR OFEIEIE) FBERFICIMPRIREA KT S5 &mEBIER OF
EFME) ZESELIBTNNS D, AFIEEANREBMER GFEREME MR LG T, ER
MBIFEDLET, AROREGEARBLRNWI &,

Fo, AFIEE PR EBE R GREFEME) BB LEGAICIE, AFOHEEZEET D Z L &h
ERkGEL . ERICE D are T ERT aA REHIRIEA], RIBREAT oA FEEZIFHT2 2L,
[7.1 &HE]

fEER © 8.1 LMD ENA D BRI EICE W THERITEERENRE SN T 2L bEERESDH 2 & &
L7z, Sesédn O EWNORRKRERIC BV TIFERERE S, ITREEO®RE (W bIEEE) 2"l b T
BO. WTFNLSBEMERD 2 < BRRBREEOEEB OB DIEFI ThH o722 L b, EMIITHREZTT O
T L bIEEME LT,
8.2 7 v FOEHKRGHMERBRICE W TEHETRE Lz L&, FRIRA/LVE O FRRROIER,



VIl %24 (i EorES) B+ 5HE

WERAEO DN TWD, ZhbliE, 7 v FTIEFRRFLVE CVEREARE (TBG) MAREBLL TV
W2 & BRI VR E RN 2 & R OHARIR AR VB o DIEE MO ELAVC KT 5 S M
BMWZ EFICER L7 v MERNRRIGEZEZ bV, BIZ, TBG Z2H T4 XTE7 =7 %V X
4y hOBFMERBRICE W T O MR E THIRROZERRBO b, b MIBW T, RURERALE
DEEPAEC D W RetEIRN B2 b, —J7, ERNORKRE TS TSH #8239 1 (0.9%).
TSH /008 2 5] (0.2%) RO HLILTND Z Evh, AIRICFEH LT,

8.3 KEIZH T HARFE AR LMAEREA N FORBFIGR I (78R HEIT e 7Y 2 —L
B SHLTT7 =7 %Y 2%y METEWHEAIZ RS 2720, KERLEIRELF (FDA) Off
RIZE Y CARES 2 Ehi <7z, CARES BROFERICHNT, 7R Y ) — L7 7%
VAL NTILAEFED Y A7 B2 &Rl SN 9, DIEEE W) BEERERTHLZ &%
B E 2 Uk A T2 OMoOEE] IS5 L CRESIRIET 5 & &b, THEERLAWIEE] 12
BWTTPHRBLE O LM AE R EOHEESLH -2 BBUER T 5 FOREEWE L T H50LENH DT
B, ARIEIZFLEK LTz,

8.4 [&EIRBRIMIE - JRDVRIRAT A R T A 5 3 (H AR - IR T2, 2022 FHBHIR) | 40LUT,
NRIRTA RTA4 ] WD) #2E(Z, mAEMEER GREIEE) BObnzLEDEREL LT,
P G-Hi & B G-y CREE LT,

<iz5RIcERBEE X (ERREE) AROonf-HE>
NEWITA F7 A4 ) TiE TREFSERHC MG RBEZ EB) S5 L BIEOHEZRO D 2 LBELN
72 BIEPICIREER THAB LRV L2 RAIE T2 BATEIN TV D, BT
% UBEIEIE) RO ONTZHEIL, JERDB S E D £ TRAIORGZHIG LW

<E5dIEREEEX ERXEE AROLNIZHE>
NRIREATA T4 ) Tk [—RANEE L LT, WMERIEPIITE 2720 ORZHEE2kD, Bilx
MAL, Bl RT 5, WEFEEPIORERE T EO®R LG 2T 2 L RIELBESE 0T, &5
BB LTI R LRV, 2720, REBETHROKREEZ1T> TV A5G, FAE LTHREEZPIEE
TIZEOEEMASE, 2/LeF 2, NSAID, E'Jm&"gx?‘ﬂfl' REZMZ THEET 5] BEDREHES

nNTns, EPEEBEELR BRIEE) NEELEZBEAICE. AFOHE2ET 52 L&
5%%ﬁb\ﬁﬁtiwzwt%y\#XTn4bﬁﬁ%ﬁﬂ\ﬂ%&EXTB4F#%Wm¢5_
L,

6. RENEREZHIHBEBICHI HERE

(VEHE - BEEZFDOHLHEE

BRE SAUTUV e
)BHEEERE

9.2 BHREREELE

9.2.1 EEOBHEREEEE

HEOBEREREE O H DB 2GR & LRI FEm L Ty, [16.6.1 ]

fRER . ERMOENEIRKRRICBNT 7 27X Y 2 Z v MR SNZEEOBKEBK TEZ X, EAEY 2
HBRIZH T D 3BIOHRTH -7, — 7, E¥aeIEH# (CCr>80 mL/min) 7> b H & BHEEEIL T A (CCr10
~29mL/min) Z x5 & L7 AMEOBRKRER T, Eﬁm%%ﬁT$%8W’7:7472ﬁyFS%@M
G L E oM REIE, BHEREERE &K L T Cmax ICELITRO b oTzb o d, AUC
X 18 fFIC ER Lz, 2 b 0RRABR TIE, EEOBHKEIK FTEEIZBNT, 727XV A% v hOH



VI et (B EOEES) (IS4 HEHA

EMEOMEENRBEEIND LD RERMN EMEE R I AEFFRIIRD LN TR N2, L LR D,
HE OB FRFIC OV TIEB I N R ERBRIID 2 BITEE 250 HE O BRI R RE
WX T o7 =7 XY ALy FOREMITITHENL L TV RN,
[V.5.5)8% - mRERFER LV [VIL10.1)BHEEEETEE ) OHELSR
QFFtrEIEE R E
9.3 FFHaefEERE
HHEREREE O & 2 B 3t G & U7 RRIRILFE N L Ty, [16.6.2 ]

fiZsn %% @lW@ﬂ¢%mIﬁﬁﬁm@ﬁ%&Uﬁ%&ﬁﬁ%fiﬁ% FEATLEEERIIL T
%o Fz, SNEORGRIEHRER TIX, EEOTFHRE u%(mm&h@ﬂb ITHAAN BN TE BT,
%-¢%E T HA ﬁT$%(mmdﬁgh S AL )a@@%%%i&ﬁ%@ﬁf%oto
ZOXEDITTEREREEDH 2 BFIZOVWTIIRERBRN D, 7=2T7F Y 28y bOREMIT 71T
ST LT,

VI 10.(Q)FHEEREEZ EE ) OHASHR
AETEREE BT F
BREIN TN
(5)hE8%
9.5 iTiE
PRI SUTAEIR LTV 5 ATREMED & 2 ZeMElZid, 18R Eo A st fatt % LRl 2 &l S 25 A1
ARG H L,

fRER « ARV L TV eV Titdk L7,
BE: 59
ﬂ%?yFKMO7:7%72?yFh@&g%%@%ﬂ&ﬁbtk%\%ﬁ®ﬁﬁ&@%%ﬁ%w1
P PITHFHENGRD ST, BILEEEI T B ﬁﬁ(@mmﬁﬁ)&o%ﬁw%®£mm#%%
BLUT R IEBATRIT, %ﬁ1Eét9&5m%%§®om%%$ﬁ&%mén TSRED IR ~DHAT
¢ RN Z RS,

9.6 ®ELim
18R EOFRMER ORI RBEOFRMELZBR L, RAOMGEXIITIEEZRFT2 2L, BMER (7
R) CARFIDHLIFICBITT D 2 ENMRE SN TS, £2, BWER (T v MBI 5 HAER KL OH
A% DOFREAI NS RHADIRREIC BT 2 5UR) @ 12mg/kg/H (60mg/H ToO b b O MBEFIRE RO 11.1
%) UL ETHAROERIZ V> TF o EHEE SN D GRS & 5 W T4, 48mg/kg/H (60mg/H TD
b oMmAEPREED 39.3 fi7) THELEROMK T, WEMRMEZR EOFEEFIMHE, FARIRO KTUL K OHR
R EE BN OB M 23588 HAL TV D 449,

fRER . WA~ O ARBRN 2, o, BWER (T v b)) IZBWTT7 27X Y Ay O F~OBITH
WOLNTND Z ENLRIE LT,
(BE .90
OBAT7 v M UC-7 =7 ¥V A% v b Imglkg FHER OGS Lz L & Hit PR E T & 5%
4 R ChREEZ R L, 5% 48 Rl E CIUIEPAURRBIRE L v &ffia " L7z, [VIL5.(3)%Lit~®D
BT oEEBR
@ 7 v FOHAERTR O AR OFAIL N RHROREREIZB T 235 Tk, A% 12mg/ke/R (MAEHEE
YEFEREITE M2 60mg/ A& G- Lz 20 111 e HEE) U bERRnE452 &1k y, i<




VIl %24 (i EorES) B+ 5HE

T A U3 A ERERL R DT USRS 22823380 DAL, AR ORBEIRIC b BB & ko 21k

BRO LTz, FIZ, 48mglkg/H (MAEHIRYIREERITE MZ 60mg/A G- LIz & & D 39.3 fF L HE

) B TiE, ARECREWARD b, HERTIIERLROE T, REEMER EOREMmHE, 7

PRAROD KA Je O FUR IR B OHPINME R 23580 B vz 40, B TR bl 2 b o2 kid, #at

I LIARKOBRIZ LV AL O Ex b, R 2.0)EREELSHRR OHESM
(T)/hR

9.7 INRZE
INREE A g & U BRIRER BRI S M L TV 72y,

RS - NS Z BRI LRI & F2li L TV Rz Bt M OEZMMEIIMEL L TV W E AT L7z,

(8)=EnHE

9.8 EthE
BEOREZBIE L, MRICEBELENOAREZRGTHZ L, —BRICEFEENMETFLTWS Z 2N
2\,

fRER . ERNGOENOEKRAR CEBE T 2R 5RBRIIH SO0, —RREE L L EE#H Lz, (V.
5.5)EB%& - FAEANFE KO VLIO.Q)E&HRUVEANDFEE HNEAT—4E) | ODIEEZSHR

7. tHE{ER
QOGRAZZ LT DEH
10.1 GEAZESZ (BFRALGEWI L)

SHIA 5 BRIRIER - $51E 715 By - febRiR1
ANAT NTV K | BEEMEISEORWER 2 HE | T F ATV CoRBW AN T T R T DR
(vArY) THAREMEDR B D, R THIXI U F U AF U —BOEIC
THFETY O ANT T ) DM EENR ERTS 2
AT, TH=) EnTu7Y = BE) THLNTVWD, K
[2.2 ] Fb¥YrFotx o F—EHEERZ S

LD, RO ATREMED B 2,

fRER : AANI AN D T STV kFly, THFA TV > & OREFREMAEEERRRZ EiE L TRy, 7THF4

TV OREIANT T STV ORMERTHLIX I TF oA X —BOHEICLY, ALHT b

TV OMPREN EFTHZnT7 Y = JEEE: o F oA A —BIHEA) THmbHhT

Wh, KENEFY o F o AF A =B IHEEMZAT 5 Z L bRBEOARENRE A bND Z & HED
INCEARN 2 EO BZIIARATH D Z L btz E L,

QHFRIIE L FDEH
10.2 gtREE (BHRICSEET S L)
HEF 4 ERAREIR - FEE TR T - fERRIN T
S L%, R, MREESD | EX T ORBIBE CTHLIF U F U AF VA
X I ECORIER AR | —POMEFICLY, ©FT e oREEIH L
THREMEDNR D B, ERZHmEEL 2 en7T 7Y ) —L (JHEK)

THILNTND, AFILFH L Fotxos—P




VIL 24t (A EoEES) (B3 5EA

Vv VKU OMPEERSE | DX v OREEEE TH LI LT U AT LA
BB AR B B —POMEIC LY | R AL HIV BB

AR AT AEAIZ. ¥ | TPX /3 ® Cmax LIRAUC B ERT A2 &
2 ) OEBIZERT | AT e 7Y ) — EEK) THLRTWD, KA

bl bR LT UAX VA —CEERE LS LD
5. RO AR D 5.
RANAG T~ BASA S F L DM | A2 BCRP 2T 5 2 L0k b, m Ay

NEFT LR H D, | Fro AUC 2549 1.9 £i5, Cmax 2549 2.1 % E57- L
T2 & DHENRD D

fEER -
[ e i
AFNFE LT B L OEMREAERRBRZ ZEL TWRn, 7aZ ) = B Yo TF oA R v —
PHEHEA) LT LT, X T ECOEMEHmL, %R, Rk, MREESESENEI L L O®
HERSHDEmb WEANZOWTEIFHER L S TWD, ZiUd, X4 F o ERBMTHLT TR
X4 F > (9- B -D-arabinofuranoside Hypoxanthine : Ara-Hx) OfFHZFT o F o4 —EREELE L
TWHZeinh, ¥ FrAXe X —Bx2METLT 7Y /=1 EDOPFHIZE 5T Ara-Hx O PiRER L
ATLHZENRRTHDLEEZHNTND,
| R
AENITH 7 v L OFEMMAERRBRE E L TR0, 7r7Y s —L EE: X9 Frixoy—
BHER) L0 rOffticky, VX OMPREN ERTAHEORENRH Y | WEFNZOWTX
PFHEE L SN TS, ZUIT a7 ) ) —ARTE ) v ORBERETH LI F U dF v ¥ —EEIE
THZLICKDEEZLR TV,
WMo AR TF
(B ANRAZF AN LT L] IZBNWT T =27 XY 22y FRFAERE L SN2 b KANCBW T
[10.2 PFAERE FRICEET S 2 L) | OHEICER L CEERES S 2 & & Lz, AAI2 BCRP
(breast cancer resistance protein) #fHETHZ Lk D, mARZRXF O AUC 238 1.9 f%. Cmax 2
21 LR LIZEDRERD D,
8. BlMEMA

11. BlEH
WORWERANRH LbND I ERHDHDT, BEE+HIIITV, BENPRO oNHGE 3G 2R IET 5
e CYI B EIT O Tk,

(DEXLEIER & MHER

11.1 EX%GEIER
11.1.1 RFFegRefEE (AU

AST, ALT %0 EF- 209 IHERERE RO Db D Z L3 5, [8.1 5]
11.1.2 BBYE EEA)

EHVERE, KBTI EOMBUED HHOND ZLBD D,

fiRsn
11.1.1 BFgepE=S
SRS OENADEKRBRICB T, EERFEEREZFIIRO LTV, LL, BRSO B REEEIC



VI Zz4ett (B o) (CB95EA

BWT, BEERHHEREEESRES A TS Z b, BERZENWEHICERHE Lz, ok, LREOENDE
IR C b ITHERERRE . IFRE OME (WTNHIEEE) TFEO N TWLR, Wb REERS R <
BRREMBOEBOLDIER Tho72Z b, ZHHORIERIT TZotogIfER ] oI THFSRERE
R L LTRELTWD,

11.1.2 BEUE
SR MOENADBEREICHNT, BEREREHMRE, BERERRESN TSI L L ENOBRKK

BRICHWT . FEERD DIRBRTILICE 12385, RFMIZ R EN

\ZReE L7,

(2)F Dt D E 1A

WHLNTZ b, HRRENEM

11.2 Z DD EIEA
TEENSEE 1~5%Aifi 1% At BEEE B
i £3 I 1 BR AR JIIRANYE="a s N = R
N W R TSH #/n
Mmoo R FRO LUK, ZEMED 0, IR SEUR . PR SR
i fisk TON-EARGE ¥y EALES
H 15 T, BRI, O, R
JIT R REAR A A S
(AST #4/0.
JIF - B 3E %
ALT #n, v -
GTP #4n%)
53 i BIZ. T OEEIE, LB =E, B
B A% R | BIHVE U, PUBCRREL, CK N, 75
B-NT7EF/ND ZLatI=4—EH, PR
B O IR B R Bz mzua7 U g ks L7
F= M, MR RFEEIN, SR
R, Ny, M Y 7YY RE, IR
z Ol
CRP #4/, bV 7 8800




VIL 24t (A EoEES) (B3 5EA

BIERREREE—R

[P TS L 7= Je 58 dh O BRIRRER THIL L7 AT RIBIEMN X ORIMEM & L T ORISR S 25 L.
R RIE, 7 =7 %Y 2% v FOIIEERNCEES M P IRBEO SR EINBER EEZ NS0, Bt
FHIEINE R O IR R A 5 OJE G & 3RNCiE# Lz, TVARERVAEICEEST 58] 0HASHR
AR, &RERIME

<BMREMEMEFRRRBE-E>

22 MERAMIE (51 4% 1027
RITERZBIAE (LR, %) 80(7.8)
A1 P o K e e I FA o0 RS S (EHE. %)
REERUFERE BEEE
BT S | 1 (0.1 M A R 3 (0.3
REMHESE R AT 2 (0.2
7 hE— | 1 (0.1 M 1 (0.1)
N bEE TR 1 (0.1
FER R B U | 1 (0.1) R 1 (0.1)
RBRUXERESE (A 1 (0.1
B3 L AT — U IE 1 (0.1 T 8 (0.8
RE'E S IE 1 (0.1 J5 R e 1 (.1
RHEE + R 1 (0.1
5 o | 1 (0.1 WA EL 1 (0.1
HRREE PR 8 m 1 (0.1
FEIED 3 (0.3 HRY—7 1 (0.1
JER SRR 4 (0.4) GRS 1 (0.1
KM= 2 — 1 T — 1 (0.1 EES 2 (0.2)
PEIRLT 1 (0.1) OB AMEE % 2 (0.2)
fEE iR 4 (0.4) CITIN 1 (0.1
AREE EENE) 1 (0.1
AR 7 )5 1 (0.1 WE 175 A HEE 1 (0.1
HERUREEE ERL YN 1 (0.1
EILRERSEIA 2 (0.2 FFREEREE
AR 1 (0.1 JHFHERE 245 5 (0.5
IDEREE JHF R 3 (0.3
IS 1 (0.1 RERUVE THERBES
mEESE Fg R 2 M5 1 (0.1
& I 1 (0.1 HLBE 2 (0.2
Ty 2 (0.2 Z O PEIE 1 (0.1
R ER. HIEB R Ut fRIES 95 3 (0.3
it 5 1 (0.1 2y VRS 1 (0.1)
1 2R BE A Rk 1 (0.1 PERRRUEEHEBES
BERURBES R & 12 (1.2)
SRR | 1 (0.1) Bi% 1 (0.1
£ HBEERVREFHAHKE B S AR 1 (0.1
NN 1 (0.1 5 P9 1 (0.1)
2R 2 (0.2 EHE TR 1 (0.1)
72 1 (0.1) i3 9 (0.9




VI Zz4ett (B o) (CB95EA

1 i 5 (0.5) EETEPS 2 (0.2)
(mp73) 3 (0.3) 2R VERIH 1 (0.1
55 A AN PR 2 (0.2
DU JEe A PR e 9 (0.9
<BMERLINT-BERBREBEERE—E>
A REATE 51 4 1027
AR AR BB (BBLE, %) 81(7.9)
SERBIER iE 5k
HH (FEBL HH (FH
. %) . %)
ALT(GPT)#4/m 20 (1.9) | v-GTP ¥ 15 (1.5)
AST(GOD#E 1 7 (0.7) | RS 2 (0.2)
R B Iz uzu7 Y N 8 (0.8) | LA%E 1 (0.1
%N7?%WD7w2#i:y% 4 (0.4) | A EREILD 1 (0.1
B
e v e s sm 1 (0.1 | AMERESEM 1 (0.1
i CK(CPK)#EN 5 (0.5 | DEXKEE T 1 (0.1
A7 V7 F = 2 (0.2) | AFEEERE Sr==E4 0 2 (0.2)
ifin 1 LDH #40 2 (0.2) | R EABME 1 (0.1
1A A7 U o AN 1 (0.1) | WEEEY A = 8 1 (0.1
i TSH 8> 2 (0.2) | M ALP 440 2 (0.2)
i TSH #4/10 9 (0.9 | BEHEREMRART 1 (0.1
s~V 7 V&Y KB 3 (0.3) | fE{EMm 1 (0.1
i o BR SR 0 1 (0.1
CRP #81 4 (0.4)
DB E 3 (0.3
DX QT I E 1 (0.1
< fERBE H % FIRHEE >
2R AT E 15 1027
TR B SR BUE (FEBLE, %) 105(10.2)

AL JmEBAEI R (105 61, 10.2%) (X7 = 7% Y A X v b OIKEIERIC IS < i H REE O 204 72 A Bh )3 B
REB2BD70, BMRARIERRBUEE — B35 L Tunizn,

E2) UTORIERICOWTIZENEKRRER CHRO L N=SEF ORIER iR L= LT, EEloRIER %6t
AL THEZREE L, BB ICRE L,
INFSCERIVER4 (OFE L72REIER)
FFESEEm A I B (ALT 8900, AST 840, v -GTP 80, FrkEss, e R )
REs (R, TREER. LHREETR)
DEREY (DEXREY. LEX QT ZEE., LEXES T IK)



VIL 24t (A EoEES) (B3 5EA

AACEEEICHF S B IREEMIE
<BMERESNEBRREEEE-E>

LA E 15 49
J B BAET R B (FEBLE, %) 1(2.0)
HH FEGIE (BB, %)
ALT #4hn 1(2.0)
AST #4n 1(2.0)
9. BRRBERRICRITTE
BEIN TN

10.B2kE
REINTWZARWN

1NEREDIE

M BREDEE

14.1 ERIZFROTE
PTP @3 DFHANL PTP > — M6l ML TIRHT 2 X 5 E 952 L, PTP & — FORBREKICL D,
T F R 2N AR R~ A L, FACIZ AL A B 2 L CHERIR R S0 BB R AIHELZ T 5 Z L2 b
%,

fRER : 141 R EFHELE LCREH L WD, AANZIE PTP (Press Through Package) @HED{HAENH 2
DT, AHEER 240 5 (R84 3 H 27 BAY) MU 304 5 (Fpk 844 A 18 Af)) [PTP 4
BRI DN T HSREWVERAE LTz, WT4E PTP > — b ORAARIC L 0 RH S ERAS R TE KGR~ L,
BT A B 2 L CHtRIAR SO BEE R A IHELZ 055 2 & 13 % 5 O T, EHILZAHRHZIX, PTP
=IOV L TIRAT S L0 EET L L,

12.ZDM0FE
(DEEPRRERAICE D < 1EFHR

15.1 ERERERAICED <I1FHR
WA CHEME SN DM EREE AT 2REBEFE Z XL & L “HEMRIEL RIS\ T, FEFHMEEA
(LA FE, FEBEEMEDAEZE, FEBEEMEM AT N2 EHEITS T 2 BAaliTHEFOESG = FR
AL B) IZOoNWTIET e )= AR L7 = 7% Y 2%y MNETIEEHEDN RSN OO, BIRGHM
HEAD D HLMESLORRAEAIT 7 =T F VA Xy MNELAORT a7 ) ) —VEETENRTI 4.3%
(134/3,098 #5) . 3.2% (100/3,092 f5) THYW 7 =T XY AKX v METE M-z (NP — K [95%1F
XM 1 1.84 [1.03,1.73] ) , DMEFEOH TILERE L BITLERER R B LN o7 (72T F Y RAH
v NEE2.7% (83/3,098 ) . 7Y J—/LRE1.8% (56/3,092 %) ) . Fio, BRI OHEILEIEIZON
Th, 727XV ALy MEEROT 07 ) — A BETENEI 7.8% (243/3,098 #1) . 6.4% (199/3,092

) THY 72T X ALy FETEN-T2 (NF— Rik [95% EHEKX ] 1 1.22 [1.01,1.47] ) ., [8.3
2]

fEs . TVIL5 EELQEARMIELTDER] OHZZMR
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VIL.

ettt M EOEES) (CB45IEHA

(2)FERRIRERER (CE D < 15

15.2 SEERERERERICE D 1B

oW E Az 104 BB G X 2B AEHREBRICKE W, ks HAER (7 > b 24mg/kg/H [60mg/
ATot FomfEFgEEOK 25 (M) KO 26 () 5] . v~ 7 X 18.75mg/kg/H [60mg/H ThHt
N OMAEFRBEEOK 4 () KOV 12 () 5] ) OB F o LTS D RIS - o
RO B, v AD 18.76mg/kg/H (M) X OT v+ 24mglkg/H  (Kf) (MRS (BAT LR HLEA
HE % OEAT ERCHE) OFRABEOHMMBRED b, ~ 7 A TSV o F kS - fa gk L
ROGE T T, BRAT B OB BRITRRD Do To, T oW T, fd - #a7e SIS X DR
FRIE S BRERFI RS2 Z LIC L 0 | BEEKIROIEGE (LA FER SN D L OWERSH D, £, HIK
RERICEB T, ¥V U F U - A a2 bW B IRICIERT RIZ e h o 72 49,

fi#ER . 15.2 EEBR CEEMIESORAMHEOBEMNRHE SN TWDE I ELLERE LT,

(BE . IXVR,. v

YUAKROT Y M7 =27 H Y 2AF v M 104 HEERO&ES (w7 A 00, 3. 7.5 LT 18.75mg/kg/H |
7w h:0, 3, 6, 12 X 24mg/kg/H) L7=iABRICEBWT, ~ 7 2D 18.756mg/kg/H (M) . 7~ + D 24mg/kg/
H () CEEMoiEg; (BERERAT LR HsRIES,) OFAMEOHMATRD Hiv, [FHE CTIIBEMII RS SIS -/
BRI SITZ, Fo, BEBEIERS O AN 7 5z & COMMEH YIRS &IX, & NI 60mg/H 5
Lzt EomEHEpRGEE L T 5L v~ T AT 4~126%, 7 v b THEH 25~26 [GEVIREETH
o7z 48,

AFRER T B T IR O R AEBE OB, F - i CII RIS 2 550 % ORI X 0 BBt
BAT E OB SRICEDL Z ERMONTND I END, 727XV Ay NOFKBEERNE I L
TeRERAE LTV T U A K DA~ DRI Z DR & Z 2 b, B, 727 F VYA HZ v b
OFEGIZED e FTEF VU F U ANt LD iR, ol AL BEROESEE(L e b
TH U DBEITMmD TRV B R ST,



IX. FEERREERZBE4 5 IH H

IX. JEERPREERICRII S 1HE

1. FEHER

(D) EXhEFIBAER
IVIL.EDZFEEICEYT HIER &R
Q)R M EREHKER 19

HARSHIR R, PEIR - JEBR AR R, THILARR. MHEER, K - ﬁﬁuﬁT&U\ﬁMﬁz&ml—é 1 /N EREE RE LS 6
DYER ZRH L, B DEFOBGEME (QT MFRER) @ﬁfﬁﬁﬁ RIS 23R A S L 722y, WTh
LRFETREAEMITRRD b no T,
1) PREBRRICRIFTEE
77 F VAL >y k (10, 30, 100 & 300mg/kg) &~ U AT AKE L, —HIERBIZE (Irwin 1£)
AT 5 TR H. 100 & T 300mg/kg DO 58 THEEIEE DR T 23580 bii-,
TZ=7HY 2Ky (10, 30 KT 100mg/keg) A~ AICKRAKRES L. BREHEIC KT THEL R
L7-fE 8. 30mg/kg D5 1 RERITIC AR EB) O FHICAE RIK T 25789 bz (Dunnett £
HEBeRRE) A3, 100mglkg TIHEEEENRD R0 T2,
77X Y ALy ME100mgkg (BO#EE) £T, vV RATBIT DT Y UL E X — L RIEIR, ~
7 N7V VX EREF RN, FEE T A OV ZIEXIEER y b7 L — MEIC X D% R OB AR
BA RIE S I ho Tz,
2) MR-ERHBRICRETEE
(In vitro #5%)
hERG 7 v ® /L &3 B W72 HEK293 fifld 2 -\ C. 7 = 7% Y 2 ¥ » 1 (0.1,1,.50 X' 500 2 mol/L)
?» hERG Etlioxt3 2 EH Z fit L72#E 5. hERG Eiticxt LT 500pmol/L F THIHl{EAIZED b
o722y, 0.1 mol/L 2B ERIER 2Rk L7z,
hERG F v /L& 3Bl &87- CHO fifuz VW C, 7=7F% Y 2% v k (0.0001, 0.001, 0.01, 0.1, 1
K OV10 4 mol/L) @ hERG Bt OMIRIER 2 it L7zfE R, 7 = 7% Y 2% v MIEBNMEFH72 hERG
BT RIEA 2R LTz, HEEAIE THETH Y . ECsofEITZE41 3 XY 7T0nmol/L THh ~ 7=,
43@7w%y1%%%mwf\717%yx&y% (0.1, 1. 50 K% TF 500 u mol/L) DIEFENENIZ K
WEZRBE LRR, 1y mol/L £ TIIWTFhOEMAGRO b > 72, 50 u mol/L Tk 60% &
Y 90% 40 i 33 1T 2 TG BB Rt R O R H PRI A B2 B R bz
(N2 Mann-Whitney U i, Student’s t fﬁﬁ) 500 1 mol/L Tl 6 A 5 A CIEBYENL
DIAERTD BT 7RV O 1A TITIEBENAIRIG & Bl K36 EAY 0 B KIBIIR T Lz,
b MO Nat T ¥ RV &3 8L S W7 HEK293 Milaz FHW<C, 7 =7 %Y 2% v kb (1, 10, 50, 100 &
Y500 u mol/L) @ Na*®E itz x5 2 EH & it U7z il 5, IR ERAF 0 72 B E 2338 &7z (ICso fif :
75pumol/L)
EEy MLEGMEEZANCT, 7=27F V2% vk (5, 50, 100 %0500 1« mol/L) ¢ Ca2+&iiZxt
THMEAEZRE LR, B MEER 2580 S 7228, 500 1 mol/L © 37%FLE Dl <&
> fio
D EEBY, hERG EHtICR L TIRIRENSEBIEMZ R L7 DD, 4 XOT N F o ofifEIc BT
2 I B AL FFOC RF IS O FEAE 1X 50 1 mol/L LA E D EIRE DA TRED b7z, B MOAh Nat@E sl fEH &
FIERICERE TR LN, LER->T, 7=7F% Y AX v NI hERG EROBEBIER 2R L2203, 1§



IX. JERRAREAER(CBE9 5T H

BN PRGOS U CRB A RIT ST, BIRE COIGEEAT R R I O MM 1L 3212 NarB il i
K92 EBE2 LN,

(In vivo #RBR)

R T DA X280 HERS, (U, O ARBEAR DT E, 2 0ENELRCLERICKITT 7 o
Tx VAL v~ (10 KON 100mg/kg, + ZFEBNES) ORBEZREFLICHER, 727X Ay M
INHIZH L THEEZ RITS R o T,

HEE T OA IR DR, E, DEEEOLDERICKIET 7= 7% 2% v (5 KU 50mg/kg/
H. 14 HFEERARE) ORBEZRF LR, 7=27F Y 22y MIZALICH L T8 E2 JFS
Rnoic,

3) HIEBRRICRIFTEE
T2 7 XY AKXy b (10, 30 LT 100mg/kg) 1% 100mg/kg (RRO#L) & T 7 AO/NMGRAIRERE
2k L TR R RIE S 7o Tz,

4) WHFEEHICRITTZE
727XV AH (3,10 &30 u mol/L) iX 30 u mol/L, F TE/NE Y MEHEIHEOTEF LY >
b 2L IR OHAL Y T BT K DU R O A BEE) A RIS 2o T,

5 K-EMERKBCREITIEE
T2 7 ¥V AKXy b (10, 30 XN 100mg/kg) &7 v MIEOHEE L, K - EFEREHC KT T 2EL
FRET L72fE R, 100mg/kg ThRE, JRF K LT Cl P& OINNR—O Hiv7z23, 30mg/kg £ TlIEs
ERIES o,

6) MREER M/MRESREICRIFTHE
T2 7F¥YAHF vy (3. 10, 30 K100z mol/L) 1% 100 x mol/L F Tk b MikEERE R « M/ MREERE
It Lg% RFE S 2o dz,

(3)Z D> ZEFREHER
R EE R L
2. SR
(1) EEE S H4EHER 0

EL7F i B bR PE, Bk B d(mglkg) | HERE O ESE B (mg/kg)

7>k (SD) &0 WERE, n=5 0. 150, 300, 600 300~600

AR (E—=7N) e qn| B, n=2 0. 500, 1000, 2000 >2000
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PEOURM: & 2D BIGEEME T, BEML, TR Bk R ERD 23580 b iz,

QrEHSEMHER
A fE N UL7E e 541 Behaxs|  BhE(mg/ke) | MM E(mg/kg/ H)
eI 558+ 4 1
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. 26 [+ 6 ¥R E1
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0. MRERITMBEM, AERUVARLEENEOEFABRUTONE

A% L7

10.BEERR. BB RLAREARRVZTONR

RN




X EHRYFIHICBS 5

11.BEEHME
A LR

12 MR GIRICE I S 1HH
AANTIE AT REDED L HRFEHIFIZ LRART STV DHEHRE] (1T L2,
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#E 10mg DSEP]
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1290806010201 (#3F) 500
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#E 20mg DSEP] ;
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15) 77 b ARRREELA(L _EEREERER (BRE & e s RBRIAERSE) |, 2010 (7 =7 U J&E :
2011 /=1 H 21 H7&. CTD2.7.6.34a)
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