20234E11 A ELET (B100)

Bk SR IRAT
FREIE - 34

12 CEMSES

— 2B FRiR B AR —
VISE A8 ST

HBAEFH EFATY Y VIERIESRE

BAELmanEES
873969
$¥15mg $¥30mg
ASREE | 22300AMX 00228000 | 22300 AM X 00227000
BR5eRin 20114E6 H 20114E6 H

EFJ1) &2 815mg [HETI]
EA 1) 4> i30mg [HETIL]

Pioglitazone Tablets

) EE-EMEORGTEICLYMEATAZ L

2. B2 (ROBEICEB/ELLRWNI &)

21 LAREDBEROLREOBEED S 2 EG (B
B CHEBRIMAE R OB RE S EEOEIL L Z 2 55 L
FROWIMARLNTEY .. T2, BERWICL LAL HE
HDHVIIEIE L7z L OWENH 5] (1111, 1112 BE]

2.2 FHE b — 2 AL WERE VSRR L B ERE, 17 R O B
B WL, A v A VS K 2 R e v IR O TE A JE &
7 5o]

2.3 TELIFHREREDDH 2 H% [93]1 BH]

2.4 TIELEHEREDD L HE 921 B

2.5 THERYE. FMATHA. BELIMEOH L HEE [ R
VIR L 2 MBS AL N O TR DG 138 S 74
Vo]

2.6 KA OB LBEREOREAED B 5 B

2.7 WHRUEITIR L C W 2 RO & 2 401 [95 B

3. fERk - MR
3.1 #mRK
4, YA 7)) 5 g YA 8 g
e 15mg [HEL ] 30mg [HET ]
15 15
Y7 g U | U ) v iR
BRI 16.53mg 33.06mg
(K7 LC|(Exr7)s LT
15mg) 30mg)
g | TERAI, e FEsTnlbeln— 2, gy
i AT—AANT I A, ATTY) VBT A
3.2 BAHIOMIR
B4 Y7 ) 7 g S /) I AVANE '
L 156mg [HET | 30mg [HET ]
HIF EIRA ) OFESE
e H i~ 0
n &R
| 730\
{in] —
EE (mm) 70 70
JES (mm) 24 25
A& (mg) 120 120
e 7132 7133
NN 15 20
wFEa—-F @132 @133

4. REENIIFHR
2RIPEPR IR
L. FTROVWThADBETHIEHRPBESNT A2
CEGMIEE SN BEEICRS,
1.OREEE. EFEEOHL
QBEEE. EFEEAICMATRIVEAZILY L 7% HER
QREEE. EBEEICMA Ca-JNVaLd—tHERZRE

A
@OEREBEE. EHEECMATET 71 FREREER
2.BEER, EBEACNATS AU BB EER

5. SHEEX IR ICEHES X8
RENEHERT 2560, 4 A0 VRPUEASEE S h b BE IR
ET LI L, A A YIPUEO B2 EE (Body Mass
Index=BMI kg/m?) T4 EdH D \IEA v ) V45 uiRiED 2
JERE A A > 2) SET5 u U/mLEL &3 5,

6. AERUVHE

(BEEE EHEEOADGARVBERE, EEBEEICMAT

ZIVEARZIILFREIRITa- TS 4 —EHRERELLBESTT

T4 RREHEFERT 254
HEL RAIIZEF 7Y ¥k L T15~30me% 1 H 11al 8 A Fi
NI E RIS T 5, b, R, Hih, IR X 0 #EE
WIS A, 45mgx ERRET 5,

(BEEE. BEFEECMATI R C8HEERT 558
JHEL MAZIZEF 7Y ¥y & LT15me% 1 H 1A ART i
HlERRICREII S35, B, R 4FlG. SERIC L D B E B
5D, 30mgx FRET 5,

7. BERUCHEICEET 5FE

7.0 FESLEA LIS R SN TW AT, Khic#EES 15
et PEOEBICEE L, 1H1E15meh 5% 5% MiG3 %
CENEE LV, [81, 1112 BH]

7.2 1H1[E30mg7» 545mgll e U 72 R IFE DS L 7281574 <
AHNTWEOT, 45mglliim 3 258121%. FEOFEIHICY
BETAZ L, [81. 1112 =]

73 A XA Y EDPHFIZBWTIE, BESLCREENTWS
Z b, THIENGmg b5 2 MicT 5 2 Lo KHZHEERT
BEAITFIE R DA EDSEIR - #ifEE TS L RS EE
A7) 2k 72720, 1HEE L C30mgx Bz w2 &, [8.1.
1111, 1112 &/8]

7.4 EEETIE. TH1AL5meh S35 2 BT 5 2 L8 E L,
[98 &)

8. EEREXWIE

8.1 MBRIMAEEDOWINCL % L EZ SN D FESHHRICIEI L.
/A EDIEES L VIIRIET L 2 E0H LD T, IRAFOF
. SO RAERI. EROZIEE L, BEDVALNHE
WIEEHICARFORMARIEL, %3275 &) BEZIRET L2
Lo [7173. 911, 1111, 1112 %]

8.2 LENEFE R ULIILE K2SH S5 b b 2 DB LT, EMN
WDEMBREZAT) 7 &0 ICBIg L. BEH2ROSNHAIC
135 % — kT 505 5 WIEEET 5% SEEICRS TS 2
ko [112 =]



8.3 FLEEICHFHEAERE 4 A3 5 % R BA I E I TR
M2 FERL, BEHEO SN E I3RS 2 Ik 7% 8
YR % 479 = &, [11.13 Z:Hd]

8.4 RIMMEZFI T LD DT, B LIRILEEEIR & %
DRWTTFNZOWTToEiT 5 2 Lo [91.2, 1114 BH]

8.5 AHl %G SN/ BB TR DAY A 7 AN A ul fetk
PEEIIIHETE2VOT, UTORIZESET S &, [151.
1521 ]
< BEEGRT ORGSR S 2 b, T2, FRS, B

FEOBEA: % A3 5 B IR FNOH R L et % 451238
KL LT, BE5OWGEREEIZHITAZ &,
cBEHBEICET B BB I T OREEWIEFIED ) A 7 %
FHCHBLTC2O®EST L2, T2 S FICMR. $H
Ry RS DRERDFED SNIEAICIE, BEHIIZET5 &
H)BFEIIRET S L,

s PFeGE, EIIRRESE T Ei L. BEITREO SN E
2, BYRMEZIT) k. T2, HERTHRLBEFEL T,
+onBRET) 2L,

8.6 x5 AL, INUKE, JREEZEIMMICHRE L, SEHOR)E
WO, 3H MG L CRIEPR T4 E121E el
DGR~ DOY ) B2 2479 2 &,

8.7 ZMZe MAE T REIZPE . FEIRIBMERIE AL T 2017058 5 =
EWHHENTBY . AANZBCTCHWMEB I H LD TEETHZ
ko

8.8 RIMHIERZ R T LB L DT, @, HEHOER
HEIIRFL TV LEFIHGTLEXIREET AL, (1114
2]

89 a-7NVaL¥—YHEHLARFIHLmgOIHIZB T %4
IR L The v (FAREERIZIZE A LRV,

810 a-ZNa ¥ —YRHEH., ANk L7 REH K OARHA
D3 % PEHHE ST 2 A O L EMEIREY. L TWwi v, BERE
g £ D . EERSSBUEREAE 2 A EASRD BN TV 5,

811 UV 7+ A FR¥EH| & AFHASmgD B IZ BT 544X
TS L CWwewn (FEREERIZIZE A LRV,

9. HENEEZ2EI5B8EICHT IR
9.1 AHHE - IEEEDH 58E
911 DAREREOCSZThODH 3 O0HEE. OE. (OBHE. S
EMOERBEDVRENDH 58E
PEERMFEREOBIMNICL Y CAZERIESELBEINDTD 5,
[81. 11.1.1. 11.1.2 =]
91.2 RIMEEE_TH5ZThDHZUTOEEITIRE
BT EARRERE AR & UL RVE R REAR 4
CRENRIREE, HULEUIKEE. ABUN R AR, AFENEON
JE I FEGHIRGE
B A B
< SEBEED T L O — VRIS
[84. 11.14 =H&]
9.2 BHEEERE
921 EELEBREEEZRE
WH LTk, [24 ]
922 BHEETEE EELERERTEEZRI)
EEIEGTLT L,
9.3 FTieEEZRE
9.3.1 EELITHEREERSE
T LenwZ &y RANIFIHHTRHENL 720, EHT2B
INDH b, [23 BHE]
932 FTHEEEERE (EELTHEREREZKRC)
HEICHEEGTL L,
9.5 1Ti%
TR AR L CW AT REMED & B I3RS L v &,
T b e BTG ERTlE, 40mg/kg EOBETHE - BIE5E
CEOEME., BAROEFEOKML . 7 FirE RIS

BRTid, 160mg/kgliE THIENW) DI L #E A Z L1
Wt - BRRBIECEORMES AL N TS, [27 2]

9.6 XIliw
RO R ORI RO 2 ZE L. AL ORI
TIEZMET 52 Lo BHER (7 ) TIPTS5 2
EHFE SN TV B,

9.7 MNRFE
NRER R E L7z IRIRFBRIEINE L T2,
9.8 EinE

AEHSERICHEL, Bz T0IBE L e o HEICRT T 5
Clo —HRIAEMBER;ET L Twd, [74 2]
10. #HE{EH

RHENIEE L CFEWAHIEERCYP2CS TR S i, I E D
S HEPRENCIE ST %0 (164 2]

10.2 BHAZEE BHRICEETS L)

BT IEE BEASEIR - 1ETEE | T - el
URHEE S IRl 2 JEBLS 2 | ORI 3, I
ANVKRZNV T LT|ENDH L0 T, K| TEHOIEMmIZL Y,
FIEH M 5 $e 5 % B as | RIAE D ) A 7 738

SR R =
bl
R A > A1) v
DAL S
a-7NVvasy—+¥
[ 5]

DPP-4 &4
GLP-17 ) u 7 #
I

4 2R VEHF
[11.1.4. 16.7.1-
16.7.3 =]

T 5% CEEIIES
THIE,

M3 2BEN0H 5,

HEIRIE AR N2 0
TR B N FH % 3 5
AL 53 % A %
BERHL T 26
HE PR 95 FH 38 o I
R R & B RS
2 Siil
B - W
) FOVEEF]
£/ 73 VAL
TS BHSE
T4 77— +%
O 75 g IME 6 5
i
TV T 7)) A
A PR 53 FH 38 o) i
B MR % 3553
% HH|
7RV v
Il R B ROV E

v
ORI A L'~
s

AR O PRI 2 0
WARK Z P 2%
AU, BER R A
O FoEEIcE
WOMEAEH I =
ToLEELIZ, KA
DA A CRFUE
L 2SI bH 5 2
LIZE BB
FEETHI L,

L% B2 T F 0> 38
SLLIREGIE & B0

V77 EY VED
CYP2C8% #Hi+ %
A

V7 r ¥ e
HA+arexrrn s
V' D AUCHH4%
T55E0HEND
LHDT, )77 ¥
U EBHT A A
W A EUIR I & -
SICBS L, LELR
WA IR A & =
‘j—é:&o

CYP2C8% & T %
ey A N S 2
P RES N D &
EAON5,

1. BMEA

ROFWERD B SHbN D T EHdbDT, BEE 5TV,
WA S NGE 3% S & Pk 2 7 &) 2 ILE A 4T

to
1.1 EXLEEA

11.1.1 DFE GEEAH)
DRSS 2 WITRET A 2 LB L DT, FE. 2k
EN. OARSER - #E (B8, BiiE, DAL Mok
) AL NIGEIE G 2 RIE L. )V — TRIRAISE R ST

% 7 Y ILE &

4 -

175 2

=]

I
-
-

Lo FFICUAETIEOBENDH 5.0
PROBHIHG T LERA v A v LT B2,

LG

OWEIIEET 52 &, [21. 73, 81, 911 ZM]

11.1.2 ZME (82%)

TEERMAEE OB X 2 L E 2 5N D FED D SN EIC
. REHDLVIEHIET SR EEY A EERITH) L, ThbD
WUEIZ & o TORERDEE L 2 WA IZIE, REISLTV—7
FURAK (7043 F) OG5 2ERT 52 L, [21. 7173,

81, 911 ]
11.1.3 AFiEERES.

HE (HEAD)
AST. ALT. AlPFEOZFH L\ b2 ke s,

LbNbZENDH DB, [83 2]
11.1.4 {&KIFE (0.1~5%AKi)
ORERBAIE L OFEH T, RIMEERDS D S b s Z L2

%o ARIMEEIRATTRD S N7 hr.

HE 7 &

KK B CITBEH L T2 HE

PRI 7 — B IE T 270 b WG T 5 7 SRS
ThHI L T2 AHOFGIZ X VARIHERDFRO & zihE
IR R ST AMEENT 5 2 SWY A RLEEIT) Sk, 272

L.

a-7)vay sy —XHEERE ORI &) ARIMHEEIR A D

LN EICIET Nl ekE 352 L. b, RIAEERIZ A



YA VBEHFICE ABNTWw A, [84, 88, 912, 102 =

s

11.1.5 HENERMEE (HERH)

DGR N TWA

e DHBHBEED S 5 bND I LD D b,
11.1.6 BEEMMR GHERY)

FEBG WK, RULIRIEE, oS (RS

s

CKEH. MR RF I A 7a ey EA 2

SRR b7

AlTiE, eI XA, ERCT, Mg~ — 7 —Somkr
Ffi L, BEIED SN EITIE, HS 2 RIEL, BIERE R
WE CHIOPEGEEO B R LB E AT 2k,
11.1.7 BBEOEM (0.1%Ai)
11.2 ZOfOEEAR

5%LL E

0.1~5%Aiii

0.1% A4

HHEEA

I3 D

A, H
£ 8T N ]
A A

[l

b 5
N
j(‘iﬂ)‘ ,[‘)%E'
g-gﬁ.jizz) .
BE. N
A%,
AL

N M=K
B, Wi

255

HALS

ALl - M
HARAVEL I
LR AN -8
R XY 7
g, TR
ERE. FBK
ToAE . BB
AR

JFF e

AS T .
ALT. Al-
P. y-GTP
»_F5H

iR EF

D FE VN, 5
5o %, H
i MR A
BRIk, i
N, LD
n

Z DAty

LDH & U'CK
N

BUN K U' %
DRy
A, wEH
KOV
NN
RE K R

. 5
bR, A
7 I A T R
W2k BE R
375 8 8 T A
DEAL

BH .
R P 2 B
I O 5 H

S B

HEE OB,

Byh
Mgk % E]E (37 BIC1RFEE) 12979 2 &,

(82 ZMH]
MEOERRER T, L2 BV TR ORI 72550
S5NTWwW5,

FIE, REBINICE S THEbNLZ EDH D, HIKTESE
D FF RO SN AT HBEFNE O W HEVE % Z R L Y
HALEEITH T &,

14. BHEDXE

141 FEFZFEBEOTE
PTPAZEDOHANIPTPY — s 225 M) L TIRA T % X 9 fRiE§
52k, PTPY — MOREERIC XY . BB ERATAE R~ A
L. BIIEEe B L CHEBHREOEE R AIHEL 5T 5
ZEND D,

15. ZD/DEE

15.1 ERPR{ER ICE D < 15%R
WAL TR L 7R EE 2 b R & L7 (104ER o KB
Bk — MFZE) ICBWTC, BBEOIA ) A 7 ISREHEN e
HARD ONL o720 BEWEOSE) A 7 8o ket %
TR BESIETE b i S Tw B2 5, [85, 1521 ZH]

15.2 FEERARABRICE D < 153

1521 T v b ROV~ A 1224 % A BERERE RS L 2R BT,
7 v MED3.6mg/kg/ H UL EOREEENIER A A S5z, [8.5.
151 ]

15.2.2 FiEM KRG IESRE (familial adenomatous polyposis :
FAP) OEFIVEMITH AL Min~ 7 AZHHE (har )y v Rk
vty Y BROKG L2E 2 AH, HBEROR UK
XX RWREREDHEHNDH B0 7,

L)
1#:2)
E3)

*4)

16. EMERE

16.1 MARE

16.1.1 HEREORS
BHEB AL FIZE A7) 8 R L7z, IS R R OE- T~
V (M-I~V) 2t sh, 209 M-I~V #Hm cd %,
BEHERC T T-8BIC 22 12 U ok 7)) 4 v & L CLIM30mg % HIAR 4% 5 L 720, R
LA OSYHE R/ ST X — 5 ZRO LB ) TH DY,

Cmax Tmax AUCo336n T2
(ug/mL) (h) (ug-h/mL) (h)
RAALIE 14+02 18+04 116+22 54+17
(P fif = IR %)
R N S\_0 R1 R2
\Qv m;ﬁ REMH | Wcmc | 1
0 o H M-I H3C-HzC- HO-
R M-I H3C-0OC- H-
M-V H3C
HC- | H-
HO —
M-V HOOC-HzC- H-

16.1.2 REHRE
e BT (661) (C1IHLEIE A 277) &> & LC30mg#9H M (2H Bidk3E) RUE
LG L7, RE(UE R OE LA AR CREIUE+ M-I ~IV) Ol IL6
~THEH TIZIZEHREBIGEL, HEHKGICL 2 EHER RV 0 LE 2659,

16.1.3 £HFHE SRR

1) ExJU %Y 8g15mg [AET]
Yd 78y vElbmg [HET] ROT7 7 DA%, 70 AL —nN—iklck ) Zh
EN1gE (7)) 58 LTlomg) BHES AT T I # R IS L C e ¥
F 7Ny gEERNE L, 85N ERE/ ST 2 —% (AUC. Cmax) 1ZD5W<T
909615 B DX [ 202 CHERHIAAT 2 4T - 7245 R log (0.80) ~log (1.25) DOFPFANTH Y,
T DLW [ S AR S 729,

s 2 =4 BENT A=Y
AUCo-1s Cinax Trmax tiz
(ug-hr/mL)| (ug/mL) (hr) (hr)
YF ) 5 vEEl5mg [HET] | 846198 [0.767=+0.171| 1.92+099 | 629=1.20
77 b A$El5 799163 |0.781%0.205| 219+096 | 6.27+1.70
(18845, Mean=SD, n=18)
(ug/mL)
1.0
% 0.8 —e—tF 7 aJ 415mg [AETL]
b b T 5 R REE15
* 0.6+
7 138485, Mean®S.D., n=18
Y
2 044
4
=
b ]
B 0.2
0.0 ‘ el - ‘ .
0 12 24 36 48
B (hr)

MSEEEENE ONIZAUC, Cmax®E0 /85 & — &1k, HBE OMIR, ARIE ORI $L - B
45 D RBRSANFC & > CTRR DRSS 2 o
(2) EAJYU%YJ30mg [HETL]

YA 7)) 8 430mg [HET] RO7 27 b A5830%, 7 HAF—N—E2k ) Zh
ZhgE (K470 5y & LC30mg) MBS F I E R 8 5 L Tl ¥
TN VREERIEL, HFONHEMEIE T A—% (AUC, Cmax) (Z2WT
90915 HELIX 512 CHRERHIEAT & 47 o 7o45 4. log (0.80) ~log (1.25) O#EPHNTH Y |
T O HE W) W [R5 P ASHERR S 729

HEINT A =5 BENT A=
AUCo-s Crnax Trmax tuz
(ug-hr/mL)| (ug/mL) (hr) (hr)
YF 7)) 5 5230mg [HEETL] | 1509411 | 155037 | 158+086 | 615114
77 b A$E30 1451+305 | 140+023 | 169+110 | 628+1.32
(18845, Mean=SD, n=18)
(ug/mL)
2.04
154 —e—EA 7 1) 2/ 530mg [AET]

--5--T U b Z§E30

1§8#%5, Mean*=S.D., n=18

RET AN BN s 5=

0 12 24 36 48
B5fE (hr)

MAEHEEEE ONCAUC, Cmax® 0737 X — 813, BBRE ORI, B ORI % - e
M5 OFHREMHIC L o TR DWRMED D 5o
16.2 BRIR
R T (8B1) \ZZEEIRE I RIS E A 7)) vy & LCLRHI30mg & HiHIAE 1%
G L7z, SIS C BV CREIED TmaxDIER DS A 6 7z A REALIR D 3
BRI A= ITREREE R, BRICIZBEIILALLZVEZEZLNLY,
16.4 R
Yt 70y ofREIIET b2 o —24P450 1A1, 1A2, 2C8, 2C9. 2C19, 2D6.
BAADBH DT FHENEG L CTwd, £/, ¥ 7Y 5 Vi bF b7 10— LP4505)
FREREB I 70y — 20 [RBHEEICH LT, 5 b 21— 24P450 1A1. 1A2, 2A6.



2B6. 2C8. 2C9. 2C19. 2D6. 2E1. 3A4IZ
[10. ZH]

16.5 HEitt
RN T (1460) (ZZ2EIICE A 27 ¥ v 2 & L CL30mg % Bl 1 5 L 72
B, RHIIEE & LOM-IV ~ VIASHEME S Au, 5124805 ] £ © o BAL IR sh kil s 1349
30%Cd 52,

16.7 EHHEEIER

16.7.1 ZJLKRZILILTH
ANVKZNTLTH (FIUNy25IF, 7)) 75D F) R oREREESE (9
B LT THLEE 4 27) & 2 & LC30me % 7TH M IS Lzis, E4 270 4
VY OREACE R TEHALE W AFE CRELE + M-I ~I) OIipikREEe iz £ diidko
Amwﬁwr HTORRLAPLTHEY . T2 ANFZV Y LT H O B
BRUOEAGEARIEEEIASN TRV, [102 K]

16.7.2 a-7Na> 4 —EHEH
R R = AfEp O2BE RIS (4260) (LT, IHIREA 7)) v & LT
30mg#x KI5 L7zl € 7)) &0 ot b & ER CREE+M-TI~N) o
LR FE |3 B HRREE O A IS AV AR = v L7 F 6 v o0 25048 B B 5 C o I & 3T
PL Tz, [102 ZK]

16.7.3 EJ 71 FRES|
A NAV I VRS PO/ AT T (1461) 12 L < IHIEE A 7Y e L
T30mgk G- L7z, ¥4 7)) & v v i HEALEW AR (REMUE+M-T~1V)
DOMPHEEEIX YA 7)) & v B 5RO RERAT T TOMELELL TV E),
[102 2]

. BRPRECHE

17.1 BHHERVRLSMICET 5 H5%

17.1.1 EREEE IHERER. S IHERR
2RIBERIR R G MG, THIRE A7) v v & L Tl5mg. 30mgXi345mg# #%45- L
7o HEEMILEGAER & & O S RERRERIC B\ L BE IMBETEEEE AT S 17282161
o (a8 s ] PLE) 13508% (417/82141) T 514 16 22,
S5, RI%G R (28~48EM L FHkS) T, ’“HEHTEU%&UHbAICWTF&liﬁ
Bl TEHOBENEA ST, DELAMET Y bu— Vs Twb2, 2,
BRI SEBUBE1313.2% (128/969%1) T, E IR i?%ﬁi <A (T96) ThHo

720
(BREHE. EBREED A D2RIERIR)
17.1.2 ERFEMHERHER
THLEE 4 7)) & v & LT30mgk 1208 #% 5 L 7245 #. HbAlc (JDSHH) 1%1.08+
147% (631D FIfl = MR %) O TR ED LTV 58),
BIVEHIZE B IS, 169% (13/7761) T, FAREIWEHIZEE - &< A& (9F) THho72,
(BEEE. EBERICMA TRIVAZILY L 7E % (8 ch 0285 R w)
17.1.3 ERFE MHERER
THLIEE A7) & 2 & LT30mgk 12081 #% 5 L 7245 8. HbAlc (JDSHH) 13124+
1.33% (56610 FIfl = kR %) O FREAED STV 519,
BIVEFSBUEE (X, 105% (8/76B1) T, EZEIEHILTEE - T A 3fF) THo7z,
(BEEE. EHEEICMATa-70aY 4 —CHEER % ER T O28ERRT)
17.1.4 ERFE MHERR
TH1EE 4 7) & v b LC30mg# 1635 L 724 %, HbAle (JDSME) (2091 =
0.89% (CFIfl+ BEHEMRE) O TR LN TNED),
B FRAR A O Bt % S BIVEHIA67.2% (43/6461) 12380 S, EREIEHIZEE (6
) THotzo
(BE&E, EBEAICMATE T 754 NREH % ERA P O28ERR)
17.1.5 ERFMERR
THLEE A7) & v & LC15mg#x 1281, 2D %30mg% 16 M %5 L 72455,
HbAlc (JDSfE) 1£0.67+0.80% (83D F-¥fl il 2%) O FFEAEED ST
524)0
GIRMRAIE O W% % & ORITERIA815.7% (13/8361) 12880 S, FE BRI RE (3
Bl) . KAtk IR OBNP LA (%5261) % & Tdhoiz,
(BEFE. BREKICMA TA > XY > 8% % (5 b O2BIFERR)
17.1.6 ERFE MHERR
LHLE YA 7y & v & LC30mg#x 1638 #% 5 L7z %, HbAlc (JDSHH) 1£1.22+
L11% (45BI -2l + R %) O THEDEO SN T V55,
iR Al 0 S5 % & L EIEF °66.7% (40/601511) ZRB B, T % B AR U
(2081) . AASVEIRIE K P LDHEGHN (%1161) 7 & TH - 720

18. FERhZEIE

18.1 {EFRF
YA 75 34 A YZEERDA 2 A /%Efﬂ‘%rﬁulféc:{’ﬁm LCA v A VikHT
PEA BRI L. FFIC 31 D MERE A A 3 L A AL 3310 2 BRI & 80 o0 A 2T &
%o TOMEHIE. A YA VMO ERTH MM A~ A o TEHISERE % 1E
FALTHZ LIZL B LS NLD),

18.1.1 KAHMEEICH T 51 > X AAERAMA
Wistar fatty7 v FO®BBEE T AHIZBWT, £ 220 YO (F) 3= v &8k
OFETCHESE) 238589 % (ex vivo). F 7z, Wistar fatty 7 v ~ OFISEAEHIRN
FRAREH R o HEERRIIIL I BTy 4 Y A0 Y OMER (7 3 — ABE I UK E A
JUHEER) & BT 520 (ex vivo)s

18.1.2 FFICHT 31 R AEFAHE
Wistar fatty7 v MZBWT, 2B A7 vaxF—Loiftz kL, ZVva—2-
6-KAT 7 7 —COIEHERART S8, BEEZIHT 22 (in vivo).

18.1.3 1 >RV U SRKIERER
Wistar fatty7 v F OBFRHIZBWT, KT LA Y A Y EZFEEROA 2 A V2%
RIEED) VB EEFAL L, RRT7 7 F VNS ¥ b= 3% F—EOiEE T
%2 (in vivo )

18.1.4 TNF-a EEAEIHIER
Wistar fatty 7 v M ZF20 515 &M TNF- a j# A4 705 % 308 L.
B2 BT 530 (n vivo )

18.2 TERHBISEIER

18.2.1 AL, MEINEED A OB RIFEE I IH LB Y A 7)) ¥ v L L T30mg#
12 B G L7 S EE GRS BV Ty 2RI . HbALeD TR, 15-AGD L5
WRRD HNTWBHI),

18.2.2 frguid, MEBIFEEICIN A C AR =)L L7 #) & v o 2B R R 11 H L
¥+ 7)) %y & LT30mgk 128 B fF S L7 “EERILEHBRIC BT, 22l
FEIMLAE, HbALcO FEE, 15-AGOD RS, A ¥ 2 Y O TFESED LN TV 519,

18.2.3 g, MBI A TR ) K — 2 %M T O 2BUHE R B E 1L H LA € A
7)) &y E LT30mg# 16 BB S L7z “EEMRILEGAERIC B\ T Z2IERRIIHE
HbALcD FREATED LTV 55,

18.2.4 fEifiEi:, EEHEEICMA TA MRV I v 2 028 E B I TH 1A E A
7)) & vk LCl5mg#x 12080, 2D %30me% 1681 b5 L 72— HE MR
IZBWT, ZEEREIE,. HbAlcd FREDTRD HNT W 5H2,

18.2.5 gk, EEREIIA TA > A1) ¥ 8K % ] v 280 JRIs EH 121 H 1 ¥
F 7% LT30mgk 16 M O 4 5 L7 “H BRI BGEER I BT 22
B HbAleD FREDRRD HN T 55),

1826 1> A1 /}Rw&%ﬁa‘? Jiie B2 BB PRI € 7OV B (KKAY~™ A, Wistar
fatty 7 v b) 2BV, SIWEROEA ¥ A YIUELZBIRT 5. —H. 4 ¥ A V&
;zmwmr{rwmm (ARVT MY VRIS v &) OEIE, E%T o b
(Sprague-Dawley 7 v ) O1EH MU IZER % 78 & 202D 80

18.3 MivEREREER
A2 VIRBIER AT L. TibbE e

1L ALHREEG 2101 (in vitro) .

ZAERAT L TR

L & R Wistar fatty 7 v b e U0Zucker fatty 7 v

MIYF 7 ) 5y 2 10~12H B L. 20 MIAE A 7 0 — A &G L7z b
A, FVa—=AEGHOMmEES V3 — A EAOWHIROA v A) VB i O WA
D ST B2 3,

184 1 > XV VRS EEA

18.4.1 FHHRE, EBIFE O AT AFHRD, EIREIMR TAVA=ZV T LT H %
R Q2RI EE I IHIE E 4 7)) 7 v v & L T30mg#% 1208 #% 5 L 72 R 3R
A (FVa—R - 75 THE) ICBWT, AKRHEEI ONF ORI SARE O FHHF
D 5TV 532 33)

18.4.2 A v A AEHIMEA A L. MR THE G CdH A Wistar fatty 7 v b RO CTH %
Zucker fatty7 v MIE A7) & v R 14H S L, 2006RIG RIS A v &%
L7282 A, A A %G HOMBHKT ORGRATED H T 520, 83D,

18.4.3 NELEE IR T 5 KKAYY 7 A DBENRI D 7 1) 2 — 4 2 43 o ORI S AL T B
WA DO KRR 53~ A > A & RBIREOBERL Y SA A % BN S & %30,

18.4.4 NEHFINEIRH T % Wistar fatty 7 v b DA 5 OFEREA LRI L, HKAEHIIEIC B
U BHEDRIH % 560 55),

19. HRIRSAICET 2B{LFRFER

— g4 FR 0 ¥ 7)) & R (Pioglitazone Hydrochloride)

b4 (5RS)-5-14-[2-(5-Ethylpyridin-2-yl)ethoxy]benzylithiazolidine-2 4-dione

monohydrochloride

4313 CroH20N203S - HCL

Grfat  392.90

IR BEofESUIRREOR K TH S,
NN- /X“f‘)l/‘l‘)l/.A? INRUIAY ) = VIZRRFETRT L 28 /=)
(995) 1Z#EITIC KIZIBEAEET V.
0. lmol/Li"ﬁxEIK(fi z (EU‘Z) B
NN-ZAFWRN LT I FER (1-20) EHEEEEmRs v,
(%= S

H
= i S
Hs;C ‘N >ﬁ0 “HCI
N o NH
(0]
RUGHGRMEE

20. BRWLEDEE

BB IR 2 M CRET A 2 k.
22, A%
(Ex T &Y 815mg [AETI]

1004 [105€x10 : PTP : #28EKIA Y ]
(Ex 25U %Y 830mg [AEL])

100%% [104%x 10 : PTP : ##IA Y ]
23. B

1) BIZREZ Ml KB LIAK. 1996 024 (12) 25972617

2) Lewis J. D, et al. : JAMA. 2015 314 (3) : 265277

3) Korhonen P, et al. : BMJ. 2016 ; 354 : i3903

4) Azoulay L., et al.: BMJ. 2012 ; 344 : 3645

5) Hsiao F. Y. et al. : Drug Safety. 2013 : 36 (8) :643-649

6) Saez E. et al : Nature Medicine. 1998 ; 4 (9) : 1058-1061

7) Lefebvre A. M, et al. : Nature Medicine. 1998 ; 4 (9) : 1053-1057

8) PHEE Euu%kﬁ}fﬁ 1997 : 74 (5) :1184-1201
9) 1‘31@3':?7\@ fil - R & HFE. 2011 5 48 (3) : 275-283

S5 5 I~ ¥ hru—21P450 (CYP) OfE (77 b AfE:
. HIEFERREA23. (2))
ADAS330 € NCYPISHF B 1RF (77 kA5 : 1999450 22 H Ak
25, (3))
Hoki— Al Rk & WFZE. 1997 5 74 (6)
EHNG A Bk & RTgE. 1997 174 (5) ¢ 1217-1226
Ferres Ml BRI EWEZE 1997 1 74 (6) : 1540-1556
i%ﬁﬁ@ﬁﬁ%(77%1ﬁ:m%$uhmﬁﬁﬂ\
il : gk & BFgE. 1997 :1250-1277
fils - Bk & WFgE. 1997 1 74 (5) : 1278-1306
Ul : gk & BFgE. 1997 6) :1491-1514
il © Rtk & BFZE. 1997 ¢ 6) :1515-1539
fils : Bk & SR 1997 1 1614-1626
s Bk & PSR, 1997 6) :1557-1588

flr - Bk & WFgE. 1997 6) :1589-1613

I mE ML (72 b A8k © 2002456 A 17 HAKRE, WAL #H)
NSRS (72 b A5 20084F12 22 H KGR, HA ML)
ENE A EERIEGAER (72 » A8 1 200904E3H 24 H KGR, HAHEH)
SR EMT LR (72 b A5 19994F9H 22 H KGR, HETEEHEE R 1)
Sugiyama Y., et al. : Arzneimittelforschung. 1990 ; 40 (3) : 263-267
Sugiyama Y., et al. : Arzneimittelforschung. 1990 ; 40 (4) : 436-440
Hayakawa T. et al. : Biochem. Biophys. Res. Commun. 1996 ;: 223 (2)
444
Murase K. et al. : Diabetologia. 1998 ; 41 (3) : 257-264
hTHAE Al SEIE LA 1997 025 (2) ¢ 337-343
Kawamori R, et al. : Diabetes Research and Clinical Practice. 1998 : 41 (1)
3543
Yamasaki Y., et al. :

19994F9H 22

« W ROR

: 1627-1637

A )

29)

: 439-
30)
32)

33)

24, MEEKRERVEVWEDESE
HEETHRA &M BERYAR— Pty —
T930-8583 H Lkl T H6721
TEL (0120) 517-215
FAX (076) 442-8948

BUERTTEEE

26 1 BHERR5E T

EEI I%

NichHriko = LU /1 #8 He &2

Tohoku J. Exp. Med. 1997 : 183 (3) :173-183

0321424-18
0321463-18



