20238 HEET (BE1hR)

7L K — & TR HEA
LS5 R )

B REERI RS
873999

HAZERS TI/LLAY v MNE

B & SEREF
BN : 34

TJOUVL AT 550 menn,

EPALRESTAT TABLETS
F) ER-EMSOMFEICKD ERFS |21700AMZ00489
fEHI B & ALl 2005%7H
3. #8AK - IR 11. BHEA
3.1 Rk ROBWERA S 5bN b ENHAHDT. BEETHIC
e I/LL R v +4E50mg [YD) T, RESPRDSNLHHICERGEPILT 4L,
HAHS 1§t T/OLLAY v F50mg WY R IMBELTS S &

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 EFIOMEK

HR7E4 ISV A% v hESOmg [YD]

PEIR - AR BEOT A VAT —T 1 ¥ T4

Sk egb(:>[§:

BE ¥7mm
B #92.9mm
HE 120mg

4. FHEEX(F5H5R
RRAEREERSICHSBEREER (LUNE. &E).
REIEERER. MIXEREDUWE
(HEENEJOE VI REZTTIES)

5. FREXFHRICEHET ZiER

5.1 BRRIGROEARTH 2 REFFE. EEHFIK, FOMKE
BETAL A2 EORFELITo1 ETa B BB
T/ AREERTREICN L CERZERT 5.

52 KHOBREGEONRERZEEOEEANTTOE VIF,
HbAic (NGSPfH) 7.0%5 L (JDSE6.6%. 1) #EH%
ET %,

5.3 N2 SRE AL % M 5 BERR IR R IR E O &
HETEHRAPHILENTLEV,

6. FAENUHAE
BH. RAICIET/SLL A4y b & LT1ES50mg% 1 H
EERENIROKET 5,
B, Fip, ERICK D EEERT 5.

7. HERUHEICEET 2R
KEPIERZ FICBZE L. 12BEKES L THRY
ROOLNTVHEEICIIOE) 2BV RZ 5

L
9. HENDHERZHATIREICHTZIR
9.5 1E4@

IEIR ST IEIR L C W AR REME O & 2 &I i3, ELO
B EREZ BB EHBShBBEIC0AKRET
5T &,

9.6 EAF
HBELOERERVOCBIARBOAEREZEEL., HAO
WFexhib et 52 &, BIMER (Sv ) TH
HHPARITT A EABE STV,

9.7 INR
INEZEENRE U ERRBIEFER L TLan,

1.1 EXBEHEA

11.1.1 IVVRIEES (SEREANEA)

11.1.2 BIAERTR. FFHRERRE. BB, Ff2
BIERF 2 (BEARH). FLUWAST - ALTO LREZ
S AP iERERE (0.1%R%) . ®E (BEAH). iF
e BEREARH) B"Hobhblend b,

11.2 Z0fDEHER

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. BARRERBRICRIZITRE
FROBEICEVRIIEBENIROAZET D1
O, EULVE VRO b o EORERRBRICHET
BIENBB. [15.150H]

14. BALOIER

14.1 FHRMFEOER
PTPEEDOHEANIZPTPY — b 6O L TRAT %
KOHEET S L, PTPY—FOEKICED ., BOH
AP EERBEARIA L, BiZidgfle s 2 U THERER
REOEELAGMHEEZHAET L2 ENDH S,

15. ZOfthDER
15.1 ERARBERICE D 1B
FRDKRSICED ., BEEXIFREOEERNH5DN

BIENDD. KEIRCKEMOLEII LS, [12.5
]

16. ZEYEhHEE

16.1 ModEE

16.1.1 BOlgs
R A L0FI250mg % BRI30FICHEROK ST 5
&, MEFEREEIXIBEgICESIGEL. ZOEEIX
3.9ug/mLTH 53, MEEFFEIHAIL].8REM T, Mm4E
PR X4 RN12120.37 ng/mL &7 2,
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(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 91
bt MIFEICHTH2EABEEIE0.1%TH 54 (in
vitro . FHEHBEITIE)

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

17. BRIRREAE

17.1 BHMERUTREMICRET D55

17.1.1 BN_ESHEHEEIER
THEREERBICBOWTI/SOLLRAY Yy FOFAM
MREDENTWD, Tz, BRFRERBEHEREEICE
2 HEER KR 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. EZNEEIE

18.1 {EFAEER
INNLVLRAY Y METIL R —ARTERE 2 BRENICHE
L. #RENYILE b= LOEBEZIH T EI2XD,
FEFRR T R AR T B 1 5 B EER R O RE R
HEWET 515910,

18.2 ZEIB{EMR

18.2.1 7L F—RETEEREEER

(1) v bOLEMEE. KEE, FE. V9 FKRBERT
b MEBREDHB LTIV R — B TERICN L TR
WIHEERDP RO 5N TW5, 50%FEEBEIZ].0~
3.9%X108MTH519~18 (in vitro).

(2) 7V R —2ABITERUNOBRERBERICHL T
10SMTIZ & A ETHEERAZR S WO (in vitro).

3) =NV RY Yy FOBERHERKXNIFEEIEETDH
0. ¥/ TOERIZTENTH 51017,

18.2.2 VILE b—ILEBIFEIER

(1) WRREmREEREICT/OLL A% v h150mg/H

PAEMROKRET 5 &, RMEBRAYILE b= )LED
BELETHRD 5N TNS19:20,

(2) BREIIVI—-AFEETRT. 7 v bOAEMEE, FRIL
R, KEAEKROE FMRMERNYILE N —ILOZEE 2
#1945, 50%IMENEEIZ]1.5~5X 10 MTaH 516.17)
(in vitro).

(3) ANV RV MY UERRT v NOBBEHZENV LY
F—LOEBEZNHIT 2022, /o, BTV b—
ZABZEFMULEZEANLV TN MY UBERBT v D&
B, SEEEOHRMERN Y ILE s — LER 2 IH 9
;523)o

18.2.3 EFRCERENEER

(1) ANV RV MY UBERRS v b ORISR ES
BRIZEREOE T 2ME D 5 0IIWET 52022, F
o MBIV b —RABZAR/MUIZANLV TRV b
FERR T v N OREEREOES MR CERE 2 NET
623>o

(2) BARFIERRFE T v b+ O RO E B R (5B
EWET 529,

18.2.4 B{EHREEEIC T B1EH

(1) APV RI M UBERRT v N ORIRBHZEREED
BETH 2 0ERR-REBEE O RE 2 %9 525,

(2) ANV RY MU UBERET v N ORBHREREEDTE
ETHHDEDO /) VIR TY vOturn-overDE T
EET 520,

18.2.5 #ROREBZNZ(LICH T S/ER

(1) APV RY M UBRRT v NOSEHZEOKRER
HRFRMEBRE OB R 2IMET 525, £/, BHEHEZED
WHOE S, BREEEVHREMNROMK TN 2 IH 3
527)0

(2) APV RV M UBRRT v NOBRROER 2
#9529,

18.2.6 #RINRICH I 3 1ER
ANV MY MY UBERRT v b OB HERIE DI
MEARICHE L. BIVREZ D 5 b T LBHEND
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. BHIETICRE T B E(EZHAR
—fRHEHR - )LV A& v b (Epalrestat)
{t % 4 :2-{(52)-5-[(2E)-2-Methyl-3-
phenylprop-2-en-1-ylidene]-4-oxo-2-
thioxothiazolidin-3-yl}acetic acid

= 1 C1sH13NO3S2

& :319.40

R:EE~BEOBREXIIEREEOHMKRTH 2.
N N-DAFILFILLT I RIZRRE TR
T A ) —LRIELTY ) —) (99.5)
IEFIC KL KT EA EBEIT BV,
HICKDIRZITREL, DT 5,

(e

CO,H
CH S/<
3 N—/

20. BRRUL L3R
201 7L 3 YO —@BEMEGRL, BR RS TRET 5

Eo

20.2 ERMRATH - THRERIZ G 2N EPPITHEAT
BTl

22. &

100%¢ [10%E (PTP) x10]
500%¢ [10%¢ (PTP) x50]

. EEVHR

) EATEE b IHAEZ. 1986 ; 18(EII) : 40-50

) BTHMER] b IWARERE. 1996 ; 28 1 1273-1280

) (KR B PUER © 2RISR

) EAREE fth: BARERE. 1986 ; 18(¥IN) : 82-97

) BEERRK fth: BZoHwH. 1990 ;5 152 1 405-416

) BEEHE  fth 0 BRERE. 1986 ; 18(EIN) : 449-466

) FIFKA b HAERE. 1986 ; 18(EI) : 467-470

) BARIFR  fth 0 BRER. 1986 ; 18(EIN) : 437-442

) bEH=EE fth o BRER. 1986 ; 18(EII) : 471-475

) HkE i IRARERE. 1986 ; 18I : 476-479

) FEM 1t RAREE. 1986 ; 18(EII) : 480-486

) BEZE fth RAREE. 1986 ; 18(#II) : 487-491

) EHMEL  fth: BRERE. 1986 ; 18(EII) : 492-496

) MR b HAERE. 1986 ; 18(EII) : 497-502

) B AREBAERABHEZ BEIBE. 2021 ;

C1003-1007

16) FB% fth : BUREE. 1986 ; 18EHEIN) : 1-10

17) %¥B% fft :]. Pharmacol. Exp. Ther. 1984 ; 229 :
226-230

18) JIIFtHedd fi - HRESRRILZSEE. 1997 5 55(7) :

651-657

19) HEEszg fih: B0 HWH. 1990 ; 152 1 137-142
20) yEHEE fih @ BREE. 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) JEHEE fth : Diabetologia. 1985 ; 28 : 176-180

24) FHIEES fih @ BREE. 1984 ; 16 1 1274-1276

25) HEIRE  fih 0 BEFRAR. 19835 26 1 1105-1111

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

27) JRHEE fh : BEPRIE. 1986 5 29(Suppl.l) @ 22-25

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

109-115
29) #HE fh: Diabetes. 1989 ; 38 : 832-838

24. XERERERUTENEHES
HREMBEE BEMEKE

EILRE I LTREDITKE3697HF 8 S
8. 0120-647-734

26. SHERFEFRES
26.1 BGEMRGEIT

‘// tta PR

ELRELMHFERIIRE3697E MBS
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