20234E11 A ELET (B100)

Bk SR IRAT
FREIE - 34

122 RS EA
— 2B FRiR B AR —
VIE A8 SE

EF T & BRIEOER KRR

B4 2> 0DsE15mg [HETL]
EF71 42 >20D§30mg [HETL]
Pioglitazone OD Tablets

BAEEFERMEES
873969
OD#£15mg OD#£30mg
AERES | 22300AMX00151000 | 22300AMX00152000
AR5ehiia 201146 H 20114F6 H
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2. B2 (ROBEICEB/ELLRWNI &)

21 OALOBER LA EOBAEEO S 25 BE (BRI
B CIEBRIMEE OB LS (B2 & F 2 550
FEEOMMNAHRSNTEY . 72, BEWIC D OARS % 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 &

2.3 HJERITHREEEODH 5 8F (931 SH]

24 HELZBRERTODHLEE (921 ]

25 HIEEGGE, TRt EE2IMEOHH8E (1A
YESICE 2 MBEER PR END O TERAOKG13#E & 7

2.6 AHOBIR LBBHEO AL EE D & % B
2.7 WHEUIIER L T A RO & 5 itk (95 2

3. fERk - MR
3.1 #R
Wi, Yt 7)) % 0D YA 7)) % 0D%E
15mg [HEL] 30mg [HEL]
15EH 15
Yd ) 7 U ERE | ¥ ) & U R
BRI 16.53mg 33.06mg
(Exz)syreLT|(Exryg kLT
15mg) 30mg)
DYy b=, IV AT—AF N T L, BF
A Dﬂf:/f\:rt”»t\)m—x\ 75317]‘4’\151\:“/\‘\7‘\
750 —A, LAY M=)V, ATFTTY) VBT T A
DAVFA
3.2 BAHIOMHIR
B4, Y 7)) % 0D YA+ 7)) % 0D
’ 15mg [HET ] 30mg [ HEET ]
FIIE HFA D OFREE (OWEN REEEE)
k] Hf~i i A
- /N /N
A e/ N
AP | B
i) — —
B (mm) 7.0 7.0
E& (mm) 26 27
B (mg) 120 120
- . 7123 7124
Ak F 15 30
WEEa—F @123 124

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
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8.3 FLEEICHFHEAERE 4 A3 5 % R BA I E I TR
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BRTid, 160mg/kgliE THIENW) DI L #E A Z L1
Wt - BRRBIECEORMES AL N TS, [27 2]
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1.1 EXLEEA

11.1.1 DFE GEEAH)
DRSS 2 WITRET A 2 LB L DT, FE. 2k
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Lo FFICUAETIEOBENDH 5.0
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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
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LN EICIET Nl ekE 352 L. b, RIAEERIZ A



YA VBRI S L AT WA, [84, 88, 9.1.2, 102 &
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11.1.5 HENERMEE (HERH)
MiARE. B, CKEH., A RORF I+ 7 ul s B %4
B 3 B RERHRMIEDR D HbNA T VD 5,

11.1.6 BEEML EEARH)
SEE WK, PRI, BT O RE (BT S0 s
AlTiE, eI XA, ERCT, Mg~ — 7 —Somkr
Ffi L, BEIED SN EITIE, HS 2 RIEL, BIERE R
WE VHIOPGHEOMEY) RLEEFTH 2 &,

11.1.7 BBEOEM (0.1%Ai)

11.2 ZOfOEEAR
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15.2.2 FEMKIGIRIESE (familial adenomatous polyposis :
FAP) ®OEFLVEMTHAMin~v ™ AHEHE (raz) ¥ v Rk
vay sy Y BROEG L8 A, MEESE OO
X & RS L OWENH B0,

16. EYEHEE
16.1 MAigE
16.1.1 REH/RSE
R AT (66) ICIHIEE A7) ¥V & LC30mgx9H B (2H Hidfks) K18
OG- L7z, RE(LR R OEHAL G AR CRELAR + M-I ~1V) ol ide
FEL, BERGICL 2 BREE 2w 0L EZ 5N,
16.1.2 EMZHIEEMHER

(1) Ex51 &Y >0D15mg [HETL]

Yk 7)) 5 »0D§Elsmg [HIET] ROT7 7 M A§El5% . 7 HAF —N—iki2 k) &
nEN1gE (€470 %V v LTlomg) R AY T/ RIS Okd b,
Kz L) LS p REALARE 2 5% L, 35 N7z siE/ s 2 —4 (AUC,
Cmax) 22\ TI0%IE X i i AN % 47 - 72458, log (0.80) ~log (1.25)
DFEFANTH Y | TH] O 420 DR E NI

(k7% LIRAIZE A 2770 > 2 OD$Elsmg [HET] O&A T, 77 b A$E1513K TR
)

B ST A =5 kL)

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

TN
R P 2 B
I O 5 H

S B

HEE OB,
B

D) M A ER (34 HIC1RAREE) 12979 2 &,

112) [82 ZH]

13) SEORKRRET, ZHICB W T O BBUE FA DO
LNTW5,

H4) M. REICE S TH O DD DD L. BT
DD O NI A IS E BRI O W REIE £ Z 18 L #E )
BEEAT) Lo

14. BHEDXE

141 FEFZFEBEOTE

1411 PTPEEOHFNIPTPY — b2 bW L TIRAT5 L9
{83252 L, PTPY — b ORRERIZ X ) . B2 A B A
AHIA L, HIZIEZRALE B 2 L CHEMBI 955 0 Jk 7 & BFIE % B
BT B LN DD,

1412 RHFTHO Lo THERZRESE5 L HET L0,
K7 LCTHRATRETH 5. £720 KCTRATAZ L TE %,

15. ZOMDEE

15.1 BRER{ERICED {15
YN CIENE L 7RI 2 b R & L7 iige (104F R o K8l
Bk — MIEZE) 2B\ B OSLE ) A 7 SRR IR
HAEIIO SN Lo 72hY BEEDIEE ) A 7 8o etk 2
RGBT b Wt ST 52 5, [85, 1521 2]

15.2 FFERARAHBRICE D B8

1521 7 v PR~ T A1224 7 7 BRI LRS- L 72308 T,
7 v bHED3.6mg/kg/ H UL EDOREIZBEIES; 25 5 7z [85.
151 2]

HIEINT A =5 BEINTA—F
AUCo-18 Chnax Trmax tiz
(ng * hr/mL) (ng/mL) (hr) (hr)
Y7 % 2 0DsE
15mg [HET ] 7864 = 2996 786 +234 29+11 6.98+1.85
7 7 b A§El5 7651 £1927 793 +238 19=10 7.01%249
(18845, Mean=S.D,, n=20)
(ng/mL)
1,000 4
800 . . 'R o
—e—t#7 1) %2/ ODsE15mg [HETL]
1m
¥ Ca. .
s oo | AT b R§R15
z 1§E#%5, Mean®S.D., n=20
1t 1L
f w00
-]
B
2004
0 T T T T T T T T T T T 2
0 4 8 12 16 20 24 28 32 36 40 44 48
R (hr)
MAEh SR ERERS (k7 L)
HWEE T A—F (kDY)
HIEINT A= BHEINT A =5
AUCo-18 Chnax Trmax tiz
(ng - hr/mL) (ng/mL) (hr) (hr)
Y7 % 0DsE o9 . . . N
15mg [HET ] 7819 %2023 799 =190 16+06 6.96 +1.69
77k AgELS 8444 +1759 869 +181 16+09 6.12+1.27
(1845, Mean=S.D,, n=20)
(ng/mL)
1,000

800 —e— U515V 0Ds15m [AETL]

m

£ ool a7 b R$E15

; 13£#5, Mean£S.D., n=20
117‘% 400

b

B

200

0 ! ! ! ! ! | ! | : ; —
0 4 8 12 16 20 24 28 32 36 40 44 48
B5fE (hr)

MEEh SRR (kD 1)

MAERHEEENE OIZAUC, Cmax®E0 /85 4 — &1, Bl OIR, ARE ORI - B
55 DO RERGME I & > TRR B HMED D %

(20 EF%7U %Y 0D&30mg [HEL]
Yt 7) 5 v0DE30mg [HIET] RUO7 27 M A§e30% . 7 HAF —N—ii2 k) 2
neEnlgE (€470 % v vk L T30mg) MR AT FICHEHEEREORS Okd ) .
K7 L#) LT REALRIRE 2 HE L, o N HiE T 2 —% (AUC,
Cmax) 122 TI0%E HEX L TRAETENT A 17 - 7285 R, log (0.80) ~log (1.25)
DFEFANTH ) | WH] AW RS AR S 7210,
k7% LIRFIZE A 77 ) > 2 0D$E30mg [HEL] oA T, 727 b A§3013K THR
Jiib)

EMFEE T A -5 k% L)

HIENT A—F BEINT A=Y
AUCo-18 Chnax Trmax tie
(ng - hr/mL) (ng/mL) (hr) (hr)
Y7 5 0D§E -
30mg [HIET ) 13394 4205 1312+509 27+11 693+1.25
77k AE0 14021 + 3813 1236 + 369 22+15 773182

(1545, Mean=SD., n=14)



—e— LA+ &J>0DsE30mg [HEL]
--A-- T 9 b X$E30
1§84%5, Mean®S.D., n=14

0 4 8 12 16 20 24 28 32 36 40 44 48

B (hr)
MEE PSRN, Ok 72 L)

SEWERE T A =5 kb D)

HENT A—F BEINTA—F
AUCo-18 Crnax Tmax tiz
(ng * hr/mL) (ng/mL) (hr) (hr)
Y7 %2 0D§E
30mg [HET) 13860 + 3063 1384 +351 18%11 6.93+149
7 7 b A$e30 14682 = 3975 1382+435 2214 868+6.04
(1§#% -, Mean+S.D., n=20)
(ng/mL)
1,800 1
1,600 4
1,400 4 —e—E+ %71 %> 0D§k30mg [HET]
i 1,200 4
i b --A--T7 7 kN X$E30
g‘; 1,000 1
z 1$£#%5, Mean=S.D., n=20
800 -
1t
PE 600 -
=
B 4001
200
0

0 4 8 12 16 20 24 28 32 36 40 44 48

B (hr)
MEE PSP Okd 1)

MR ONZAUC, Cmax3:0/85 & — & (%, HBRE ORI, R ORI %L -
D BERGM N L > TR B RENA D 5o
16.2 BR4R
HERER AT (8) (1ZZefERE I ARICE A 20 & 0 b L CLRI30mg % H AR 18
LU 7z, BEREGICBWT X-Nt%@Tmax@LF AN VAN A (AiNOE 2]
FHEERRIY/NT A= F TR E LT R, BRICEZHBIILAL RV EEZONLY,
16.4 K3
EA 705y of#ICIEF ~ 70— AP450 1AL, 1A2, 2C8. 2C9. 2C19. 2D6.
SAMDOBB DG THNEEG L Cwb, $72. ¥ 7)) F U vide bF b2 u— AP4505
FHEEB I 70y — 20RBETEICKH LT, F b 20— AP450 1A1. 1A2. 2A6.
2B6. 2C8. 2C9. 2C19, 2D6. 2E1. 3A4IZIF & A EWBEE 5 2 21012 (in vitro) o

?é)kﬁk/\%% (1461) (22 EF 7)) 7 2 & L CLI30mg % B L1572
RHZIEEE LTM-V ~VIAHEE S v, #5548 £ T o BAER h R 138
30%@%513>0

16.7 EYHEE(ERA

16.7.1 ZRJILKRZILILTH
ANRZNVTLTH (VR 25 IF, 7Y 2 I Y9 F) MHAT028BERFEE (9
B) 2R LTy THIEE A 7)) & > & LC30mg % 7H MRS L2k, ¥4 70 %

VY ORZEACE T EHEALE W AT CRELE + M-I ~IV) O rp e d 4o
AO2RBERIFEE TOMREETPLTBY . T2, ARV L7 HO i i
BRECEAKERICEEEAS L TYRVY, [102 Z]]

16.7.2 a-7)aY 5 —EHREH
R R — 2fE P O2BMEIRFEE (4261) (S LT, IHIREA 7)) v & LT
30mgx KL Lk, K 7)) &y ot bawast CRELE+M-T~V)
I AP P S AR TE O A UL AV AR Z vy L 7 FIE T o 0 2B R % ER T O &0
PLTW2. 16, [102 ]

16.7.3 EJ7FH1 FRESH
A NI VARG OB AR T (1461) 1S LT, IHLIEIE A7) & v & L
T30mg# fE#%G L2k, 4 70 & vy o amast GREME+M-T~)
DML EF 7)) 8w B SR O /B A S T TOMR LI L TR B,
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171 BRHURCRLMHICET 2 H5

17.1.1 EREEAE AR, FIAERR
QRIBEIRIR B R HIZ, THIEY A 7) & v & L C15mg. 30mgid4bmg % %5 L
7o CEEMILERR O SRR BT ARE IR FE AT S 11728214
mfzﬁ+ (Mrh&epedas ] Pk) 1350.8% <417/82119J) Tdh BB 18 20,

. B GRER (28~48WM LI L) T 2PN ) O'HbALcd FREIHE

{,LL f’rll DRWIFGEA SN, LELT JILH‘E:'/I*D~)WJ 55TV R, 20,
EIVERISEBUBE1213.2% (128/96961) T, EZEIEAILIFNE - & A (7961) f&m

(REAE. EHEEDHD2RIFERR)

17.1.2 ERE AR
THIEE 4 7)) &' v & L T30mg% 12084 5 L 7246 5. HbAlc (JDSHH) (X1.08+
147% (63FIDOF-Ifl + FEHEAR ) O TREATFEO T\,
EIVEF S BUEE 13, 16.9% (13/77#1) T, E4RERIZIFE - &< A (96)) THo
7220

<ﬁ$ﬁ£ SEENFEEICIA TRILKRZ

17.1.3 ERF MHERR
THLEE 4 7)) &' v & L T30mg# 12845 L 7245 5. HbAle (JDSMH) 13124+
1.33% (561D Tl + FEHEARE) O TR ST\,
BRI S B L. 10.5% (8/76B1) T. FEABIMERIEEE - &< A BH) Tho
7220,

Ity L 7% R sh D 2B R I)

(BE#&E. EBEAICNATa-7bad 4 —EEEH % ERAHO28FERR)

17.1.4 ERXEIHEHER
TH1EE A7) & vy & LT30mg# 168 H#%5 L7245 %, HbAlc (JDSME) 12091 =
0.89% (565G F3fi + k(R ) OTREIED LN TV D,
[ R 0 B % U REIVEIAY67.2% (43/6461) 12780 S, FEREIEIERE (6
@J) T&) - 7‘»2)}, 26‘

(BREHE. Eiﬂﬁﬁ&umzr ET7F 4 FREH % EHRO2RERRT)

17.1.5 EIRNFEMHERR
THLIE YA 7)) % v & LC1omg#x 128, 2D %30mg % 1638 B #5 L 72558
HbAlc (JDSHH) 1320.67=0.80% (83D FHfl + FE#EfmE) O TR SN T VD,
i PRI O 2 % & ORI A915.7% (13/8361) 12780 S, FERFIVEIIEREE (3
BI) . AMVETEIE. G % OBNP LS (#261) % X Th o722,

(REFE. EBAECMA T > XY > WH % ERFO2RFERRK)

17.1.6 ERFE MR
ITHIFE A 7Y 272 b LC30mg % 165 L 72458, HbAle (JDSfH) (X122
111% (45BI 0 35l = BHEfR#) O FRESED LN TS,
[ R AL 0 S % & U EIE2%66.7% (40/6061) (2786 &AL, 72 B AR s =
(2060) . AAYMEFIE L O LDHEE N (F1161) L Tho728,

18. RIHFIP

18.1 {ERRF
EF 70573 A v A YZEERDA 2 A VREEEURECER LT A v A Vi
PEREE L, FFICB T 204 2 30 L. KRR B0 2 BRI 2 s o Ml 2 I &
5o ZOEMIZ. A A VIBEOERTH MM A > 2V IEREERE L E
FALT A EIC X B LN S22,

18.1.1 KIEMEBICH T2 1 XU ERHE
Wistar fatty7 v D&% T AHHIZBWT, 4 2 2 YOl () a—5 4
OMRAETCHEVE) %098 T 5 (ex vivo)o F72. Wistar fattyF v b OREISALE PG
HELM R R 0 BRI IS BT, 4 A ‘/@1’5% (73— ABRAL T OFIR BT A
TCHEMERD) &8RS 530 (ex vivo)o

18.1.2 FFICH T2 1 X MR
Wistar fatty7 v MZBWT, FFCBUF A7 VvaxF—XoigEsztkEL, Vv a—A-
68 AT 75 —EOER KT &4, BEEAZ I 53 (in vivo),

18.1.3 1 > R > SARGIERMERA
Wistar fatty7 v M OBBHIIBNT, KT LA ¥ A Y ZBEERDA ¥ A V2%
KDY YBALEEFEL. RAT7FINA ¥ b= L3-FF—EOiEH%E LT
%32 (in vivo )

18.1.4 TNF-a EAEMFIER
Wistar fatty7 v MIZF20 515 B TNE- a A4 U % #0iH)]
MRS 5% (in vivo )

18.2 HEHIEEER

18.2.1 EFE. EIRE O AORMERFEFICIHIA Y A 7)) & & L T30mgx
1285 L 7 ZEEH AR BV T ZHERIEE. HbAlcd PR, 15-AGOH E&-
BIRRD HIT VB2,

18.2.2 friui, EIRIEICINA TANVF =LY LT HI % Lmzwmraaﬁz 1H1
FE 7)) 8k LT30mek 1288 M BF G L 7 “HEMILEGER I BT, 2
FEIILE . HbALcO FRE. 15-AGD L5, M4 > 2 Y O FREARED b T 52,

18.2.3 EHHEE, EWEWREIIINZ TR R— A % fH v D28 IR B 21 H 1
7)) 5yl LC30mek 16 AM PG L 7 “EE MBI BT, BRI,
HbAlc?D FFEATED ST 5% 26,

18.2.4 EHHE, EEPEICIMA TR PRV I ¥ 2 HH 028G EZ ICLH 1A ¥ 4
7%k LC15mg#& 12381, & O #%30mg# 1638 M BF %5 L 72 — i B LG
2BV, IR, HbAled FHEARED STV 52,

18.2.5 M, EBIIIINZ CTA ¥ A ) ¥ 3] % I rh o 2B RIS A1 H 1 €
F 75yl L C30mgx 16 MBS L 7 “EEBILEGERIC BV T 2RI
B HbALcD TREDTRED STV 8,

18.26 1 ¥ A YIBUMEE AT % iR 2 BB IR € 7V EiP (KKAY~ 7 A, Wistar
fatty7 v M) 12BWTC, BIER DA ¥ A Y IBEABERT 2. —H. 4 ¥ A1) UK
ZOVEMERRETVEY (A ML T MUY UBIRRT v M) OFMsE, EET v b
(Sprague-Dawley 7 v ) OIEH MU IZVER % 7R & 700180, 30

18.3 Mi¥ERESEER
A4 A AEPER A L. TR A 7R 3 Wistar fatty 7 v b & OZucker fatty T v
M7 & &10~120 5 L. 20B A A HIC 7V o — A2 @085 L &
ZAH, A= ARG HOMEET V3 — A EAOPRIROA » A 850 OB A
5735/) ‘b;hf\,\zo'j()), 34‘c

184 1 > A1) ViR SREER

18.4.1 UL, EBIFHE O A UTEFHE, EIREIMR TAVA=Z VT LT H %
I 2B R EE S IH IR € 77 ) v > b L C30mg % 123 M 5 L 7z B
REE (VI —R - 752 THE) ITBWT, KA OFFORERY AR D ERAHFE
D HNTVLH). 30,

18.4.2 1 ¥ A1) VUM EA L IEER C & 5 Wistar fatty 7 v M RO CTH %
Zucker fatty 7 v MIEF 27 ¥ & 14HEHSG L. 00FMAEERIZA > 2) V&%
GL7282h, 4 2R VG HOMBEK T OB5RATED 5T 530, 30,

18.4.3 NGB IR CTd 2 KKAYY 7 ADBEWRIEL D 771) 3 — 4 > i 45 o ORI 52 A0 F5 BR g
BHRRE O KEBREA W 53~ D A > 2 > HIBIE OFEIL Y A A % BN S & 530,

18.4.4 JGHHIHE R T d> 5 Wistar fatty 7 v b OFF2 & OFEREA 2 HIHI L. FASHIERIC B
VF % HEOFH % #6053,

19. BRI SICET 2B{LFRFER
— g HE 0 ¥ 7)) & iR (Pioglitazone Hydrochloride)
154 (5RS)-5-14-2-(5-Ethylpyridin-2-yl)ethoxy]benzylithiazolidine-2 4-dione
monohydrochloride
53 F3X 1 CioH20N203S - HCL
SrFat : 392.90
MR P ORI EOR R TH S,
NN-DAFNVENVLT I FIIERAY 7 = VIZRRETRT L, 8 /=)
(995) 1ZHEITIZC &L KIZIFE A EEHEIT RV,
0.1mol/LIEMEAIBIZ T 5o
NN-ZXFNVERVAT I FEH (1-20) EHbHeRS 2.
(bt

IR
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20. BV EDFEE

TV I O - BIGRR AR TR A L.



22, A%

(E# 7% >0Ds15mg [HETL])
1008 [10%E x 10 ; PTP : §ZHIA D ]

(E#F %)% >0D&30mg [BET])
100 [108 %10 ; PTP : #2JEHIA D ]
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