20238 HEET (BE1hR)

7L K — & TR HEA
LS5 R )

B EEERI HES

873999

HAZERS TI/LLAY v MNE

B & SEREF
BN : 34

TJOUVL AT 550 menn,

EPALRESTAT TABLETS
F) FE-BRAEOLFEICLD ERES |21700AMZ00489
fFHT2ZE HR7ehita 20054E7H
3. #8% - MR 11. BIER
3.1 #8mk WROBIERADNH65bNBZ ENHHDT, BELE DI
54 I/XLL Ay FESOmg [YD) T E"%”ﬁ“ﬁjﬂ&)Bhf:i%é‘bzti?ﬁ’—:?%ﬂlﬂi@'étr&\
HAHS 1§t T/OLLAY v F50mg BYLEELTS o

D-v>= b=, RERY, EKr 8. B, ey
aFy7uitila—2R, ALra—xCa. AF7Y
VEMg. KUY LR—180. b Furu—R, BLF
yr, ZLVT, FalLrysya—i, AiroaNay

TR

3.2 SHIDOMIK

HR7E4 ISV L A% v hESOmg [YD]

PEIR - AT BHEOT A VLAI—T 1 ¥ T4

S GE’(:>[§:

[EXES #7mm

Es #92.9mm

HE 120mg
Eala—K§ YD363

4. FEEXIFZHR
OfEFRmMERHHERE ICHSERER (LUNE &
)
OIFBREES
ODMEZBREDHE WBENEIOEVIREZTTE

&)

5. FMEEXEHHRICEAET 2 ER

5.1 BERBEIBROERTH 5 RFFNE, EHFE. ROMKE
BETAL A>3 VY EDRBRIT> I ETRB. HEA
BV AEEERTEBZFION L CGERZEET %,

5248FOBEONRERZ2EFEOEANTTOE VI,
HbAic (NGSPfE) 7.0%LL L (JDSfE6.6%LL L) #=BH%
L9 %,

5.3 AU SR E A L2 D BEFRR MR M f i R o &
ETIIRPHEL SN TV,

6. AENURE
BE. RAIETZ/OLLZAY Y & LTLES50mg®1H3
EEERTICEORET 5,
7B, Fg ERICK D EEERT 5.

7. HiERUHEICREY 2R
BEREBEHIICRE L. 12BR%S5 L THREIR
B 5NAVHEIIIMOBT ARSI VRIS &

9. HEDHERZRIZBEICHI IR

9.5 1Ti%
R SUIIER L T A TR O & B 4ctkicid, iaR Lo
Atttz LES S SN 2BEICOARET
5T &,

9.6 RAR
WEEOAERUERUOBAREOAEREZEE L. KAOD
M 3hIE 2 REI T 52 & BIMER (T ) T
HHABITT S EPEShTWnaD,

9.7 INR
NREENRE U7z BRFEBRIEER L TWhR,

1.1 EXBEIER

11.1.1 IVVRIEES (SEEEANEA)

11.1.2 BIAERTR. FFHERERRE. BB, Ff2
BIERF 2 (BEARE). FLWAST - ALTO LREZ
S AP iERERE (0.1%R%M) . ®E (BEAH). iF
e GHEARH) B"Hobhb I end b,

11.2 Z0fOEIER

0.1 ~0.5% 0.1%A SHEEANEH
o ] . TORE. A K|
%
JiF it AST - ALT - vy ey B/
vy-GTPO L& -
%
HLER | . EX MR, TH. BFRAIR. | e
iR A N T
Bl ] BUNLR, 7L7F=> IR i i D .
7 BHR
i3 - i, Ak -
Z DAt BRE. »Fv, HE. LUOL, B

IHIX0., BR, MU E . B
R, MO, BiE. |CKLA.,
IFE, 13T B

F) FBHEEAREREZ S 5.

12. [RARRERRICRIEITZE
AR OHGIZ RV RISEBONIFREZET 2720, €
YLVEYRUOT P MEORERRBRICHET 22 LD
%o [15.12H]

14. @R LOZER

14.1 SRAISEDER
PTPREDOERZPTPY — M SHO H L TRAT 5
£ T 5L, PTPY— bOBKICKD ., LS
FERAREREARIA L, IS L2 B 2 L TR
REQEELAIHEL NIRRT 52 LW BB,

15. ZDfthDFER
15.1 ERARERICE D 1ER
FEDKRSICED ., BEEXIFREOEERNH5DN

BLENDD. KEIRCKEMOLEII LS, [12.5
]

16. ZEYEhHEE

16.1 MoEE

16.1.1 BOlgs
R A L0FI250mg % BRI30FICHEROK ST 5
&, MEFEREEIXIBEBICESIGEL. ZOEEIX
3.9ug/mLTH 5, MEEFFEHAI].8REM T, Mm4E
PRI X4 RN12120.37 ng/mL &7 52,

[lo2a012




(ng/mL)

6000 r
5000+ 7
1 4000
45 _
1 30001 /|
-]
gz 2000 \7
1000 | -
- (o
%1 2 3 4 5 6 7 8 '
= B 5% 850 (hr)
Tmax Cmax AUCo- ti2
(hr) (ng/mL) (ng - hr/mL) (hr)
1.05+£0.16 | 3896+1132 64351018 1.844+0.387
(Ml 1R

16.1.2 YRR ER
ISV AY Y bESOmE [YD] &F 2% v 7§
50mg# 7 B AF —N—HIc kD ZhEh1gE (T8
LWL A&y h&LT50mg). BERAE 2481246
BHEREOREG U CMERRERBE 2 RIE L.
Bon-¥EYERE/$5 X —% (AUC. Cmax) 2
WTTREHRNT 217 o 7o/ WAl LM E RS A

FERRE N3,
HEINT A =% BENRT A4
AUCo-6 Cmax Tmax ti2
(pg+hr/mL) | (pg/mL) (hr) (hr)
I)SVVRAZ Y b
$£50mg YD) 6.52+1.85| 3.22+0.96 | 1.7+0.6 | 0.9+0.4
FXT VT
§50mg 6.56+t1.58 | 3.44+0.96 | 1.5+0.7 | 0.9+0.3
(P + 1E8E R, n=24)
(ng/mL)
31 1 —— TV A% v MESOmE[YD]
2.5} s F 25 7 §E50mg
% 2 (EHE £ 55, n=24)
F15
b=}
B
0.5
0

0 1 2 3 4 5 6
F 5% (hr)

MEP RN OICAUC, Cmax®n 85 X —# 1, #ERE OBEIR. Ko
PRI - BRSORBEMHIC L > TR SRS H 5,

16.3 310
E MIEICHTH2EABEEIE0.1%TH 54 (in
vitro . FHEHBEITIE)

16.5 HEitt
PROEERBIINL Y U BAKEEL 2 Z T 7-—/KER L
BRI DORBIaEATH 59,

17. BEPRREE

17.1 BHERURZEMICEEYT 25HER

17.1.1 BR_ESHEHEEAER
THEREERBICBOWTI/SOLLRAY Yy FOFAM
WREDOENTWD, Tz, BRFRERBEHEREEICE
2 HEERE CHEREEDWEREZIC OV THIBRE D
BICEBDENRD SN TS,

17.1.2 EPIBRARETER
CEERLBHE S UBERRRICE LT, AR
DOWERIL39.6% (99/25061) . #EEsABEERIL
27.9% (64/22941). &R ERIX39.0% (98/251
) TH5I19,

18. EZPEIE

18.1 {ERRF
INNVLVRAY Y METIL R —ARTERE 2 BRENICHE
L. @RENYILE b= LOEBEZIH T EICXD,
PR MR AR E I B 1) 5 B BB R O e R
HEWET 51910,

18.2 ZIB{EMA

18.2.1 7L F—RETEEREEER

(1) Zv FOAEMEE, KEMEK, BB, VI FKEEKRDS
EMEBRIOHEEBELAETLR—ABTERICHN L TR
WIHEERADPRD SN TWS, S0%EEEREIZL.0~
3.9X108MTH 510~18) (jn vitro).

(2) 7V —2BTBERMUNAOBRERERICH L T
10SMTIEZ & A ETREEHZRE WO (in vitro).

(3) TSNy vy bOBEZRHEMRRNIFREFHEETHD.
Fiz. FOERGAIHERTH 51017),

18.2.2 VILE b—ILEREINFIVER

(1) FERREMEmEEREICT/OLL A v b150mg/H
ZAAMBRO®RET 5 &, RMERWYILE b —ILEOH
BLETHFRD 5N TNS19:20,

(2) BBEJILVI—ZAFEERT. 7y bOoAEMRE, Rl
B, KEAEROE FFRMBERNYLE b= LOEREZT
#1195, 50%IMHEEIX1.5~5X10-MTH 51617
(in vitro).

3) AMLT MY MY UBRET v FOLBHENY LY
F—ILOEBZMEIT 52022, £/, EILT F—RA
BE2EFLEANVT NV MU UBRRT v b OSE
MR, MEEORMERAVILE b — LVERBZIME T
623)0

18.2.3 EFRcERENEER

(1) ANV MY MY UBERRS v b ORISR EE)
BRIZEEEOETZIH D5 0IIHRET 5222, F
o IV R —ABZEFMULEAN LR RV
WEFRIE S v b ORBIEEOES IR EEHE 2 E T
%)23)0

(2) BERFIEMRIES v b O R EBHHE 0 & B wF (5 8%
‘T 529,

18.2.4 B{EHREEEIC T B1EH

(1) AMVT MY MY UBRET v b ORIRBEHEREED
BT H 2 0 ERR-REBEE OB 2 W9 525,

(2) AMVT MY MY UBRET v FORBHZEREEDTE
ETHBDED ) LI RT ) »Dturn-overOE R %
hET 520,

18.2.5 #iEDREENZ(LICK T S1EA

(1N APV MY M UBRET v N OLBHREORE
MR EE DK R 2IMH 9 525, F£7-. PHEGRED
HHOE S, $HRERECEHREMAROE T 2 IH 3
527)0

(2) ANV R M UBRET v NOBRBO R 2
#I 520,

18.2.6 #RINRICH I B 1ER
ANV Y MY UBERRT v b OB HERIE DI
MEARICHE L. BIVREZ D 5 b T LBHZEND
HBEED LR Z2ERICIH T 529,

18.2.7 HE=HF4 /Y b—ILZSEICH T B1EH
BV F—2ABZARLEANL T MY b UBER
Ry POMBMEIFA )V F—LEBOET 2
19 %27.29,
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19. B CET BIEEZHFR

— B - /L A& w b+ (Epalrestat)

& % % :2-{(52)-5-[(2E)-2-Methyl-3-
phenylprop-2-en-1-ylidene]-4-oxo-2-
thioxothiazolidin-3-yl}acetic acid

57 F 3 CisHisNO3S2

& :319.40

% R BE~BEOBRENIEREOHKTH
%o
N,N-DAFIRILLT I FIZRRBEITR
T AF ) —LVXiETy ) =)L (99.5)
I, KITIFEA BT RV,
HICKVIRZITREL, DET 2.

{L2erE

CO,H
CH S//<
3 NJ

20. RV LDEE

20.1 7V Yo —aZERE%KIOL BRERTTRETSZ
Eo

20.2 HRHARHNTH > THHERZRIT R AR ERLPICHEHT
BHTE,

22. 2R
1005 [108% (PTP) x10]
5008 [10§€ (PTP) x50]

. EEE

) EAKE ff FAER. 1986 ; 18(HEII) : 40-50

) HTHETE] At BUREE. 1996 ; 28 1 1273-1280

) (BB BREEAL R« £ R SR

) BB i BUREE. 1986 ; 18(HN) - 82-97

) BEEHR i BEZoHWAH. 1990 ; 152 : 405-416

) BEEHR  fih 0 BREE. 1986 ; 18(HEIN) : 449-466

) RIFKA - BUREE. 1986 ; 18(EIN) : 467-470

) SRR th : BUREE. 1986 ; 18(EN) : 437-442

) BHsEA i BUREE. 1986 ; 18(E) - 471-475

) FRFHARE i BUREE. 1986 ; 18(N) : 476-479

) FEt i BREE. 1986 5 18(HEIN) : 480-486

) BEE i - BREE. 1986 ; 18(HEN) : 487-491

) EHEE i BRERE. 1986 ; 18(HN) : 492-496

) AARHETE 0 BARER. 1986 ; 18(HEI) : 497-502

) EFAQERAERFAMEIHE EISFE. 2021 ;

C1003-1007

16) 8% fih: HAREE. 1986 ; 18FEM) : 1-10

17) 5% fh:]. Pharmacol. Exp. Ther. 1984 ; 229 :
226-230

18) JIATHES fth : AHEABIEZHREE. 1997 ; 55(7) ¢

651-657

19) HEEszg fit i RO HWH. 1990 ; 152 1 137-142
20) yEHEE fi @ BIREE. 1987 ;5 19(8) : 2587-2593
21) F)I&E— fth : Metabolism. 1984 ; 33 : 212-214
22) HJIfE— fih : Diabetologia. 1983 ; 24 : 290-292
23) SEHIgE fih : Diabetologia. 1985 ; 28 : 176-180

24) FhEES b0 BAREE. 1984 ; 16 1 1274-1276

25) ®EFIRFE fh: BERRE. 19835261 1105-1111

26) HHEFE fth : Diabetes. 1987 ;36 : 6-13

27) SEHEE it RERE. 1986 5 29(Suppl.1) 1 22-25

28) WEEMI= fth : Hiroshima J. Med. Sci. 1986 ; 35 :

109-115
29) ®HE fth : Diabetes. 1989 ; 38 : 832-838

24. XEEAERERUHEHVWEDE %
HRASHIBEE BEFEKE
EILRELTEHIT#kE3697HFithi8 5

—
OO

0120-647-734

26. SUSARFTFREE
26.1 BHEARSTIT

14

e fEEE

ELRELMEFIRSE3697&#i18S
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