4CO9NY

R AES
202443HHET (1K) = fi%ﬁ; =
Bk : ERMR A4 VAV ViR EAl
BB - 35 -2BUEpR R e R -

. o] \Y " i
BxERs AUV VIEEIETE
o Y 1)
IR toz.o Ug‘j yﬁ1 5mngPIJ
Sz i) » »
BRI, EFA9'UIY 2530mgNei
Pioglitazone Tablets 15mg « 30mg “NPI”
$£15mg $£30mg
AEREES | 22300AMX00213000 | 22300AMX00214000
) BE-EMSEONSEIC L VERT S & ER5SRItA| 2012667 2012665
6. RERUAS

2.
[11

2.3
2.4
2.5

=2 (ROBEICIFBRSLEBVT &)

2.1 DARZDOBEROLDARLOBFEROH 5 8BE (FYR
BICBWIERIMEEOEIMICE > REEOE(L e
ZONBLEEOEMAASNTEY., £/, BEKY
ICHDALREZHEES L VIIHELZEOREDDH 5.]

1010 11.1.2 8]

2.2 EIES M= R, BERREEEXIIATESE, 1BUERR

DEE (8. 1A VX 5ES»ZEMEOR

EASNEER 5]

HELTHEREEDD 58E [9.3.1 ]

FELBREREOH HEE [9.2.1 BE]

EERYE. TR, EERNMEOD 2 EBE (1

2 VEFHC L AIMBEEEASE NSO TRADERS

13 S 7200, ]

2.6 RFIDORKF IR UBENEDOBHERED H 5 B

2.7 BRXIIFIR L C WA RTEEE O H 520t [9.5 2E]

A ATTIV VBRI

3. HHRK - MK
3.1 #8mk
= A7) &Y U EEISmg A7) &Y U E30mg
e [NPL] [NPIJ
y (HR) €x70 5> (HR) exrvsyvy
ﬁé&.’ﬁ? HFEE16.53mg HEREIE33.06mg
o (Ex71) %> ELTUsmg) | (€427 52 ELT30mg)
A ANATA—=ZAANY T L, e RaFTFaitwilo—

Ly FUREZKANY)

3.2 EFRIOMERK

fR7e %

Y7 ¥ U $ElSmg

Y 7 ¥ $E30mg

[NPI] [NPI]
R HE~HEEEOFRA D OFEE
5
¢l @
\_/
R = [
B 7.0mm 7.0mm
Es 2.3mm 2.4mm
£ 120.0mg 120.0mg
Al — R NPI 129 NPI 139
4. WEEXIIHHR
2BUERRIR

U, FROVINHYDBETTHBIRIFSNT A

VAU VRSN HEESNSIESICRS.

1. OREEE. EFELEDH
QBEEE. EFEEACIIZ TRILIRZILD L7 RIZER
@%iﬁ%\EEEEEM%ZW¢NJD§—ﬁE§ﬂ

]
@ESEE. EBEAICIATET 74/ RRERZER
2. BEEE. BEREEACIZA T, VA V&RFIZER

MEER (FFRICBIET BiFR

AEZHERTHHEIE. 42D VBRI EES N 2B
BIRET S Lo A » R VEFED BRIZAERHE (Body
Mass Index=BMI kg/m?) T2l LdH 2B WViEA >R~
SRR ZEIERF AR A > 2 Y U ET5uU/mLEL E& T 5,

(REEE. EBEEOHDBENUREEL. ESEEICH
ATRIVKRZIWILV7EINGa-F LAY 9—ERERIE L L
FETTF A RRERZERT BE)
EHE. BAICIEEA 7Y ¥ & LTI5~30mg# 1 H1EE
BRIIFRRICROKRSET 2. 28, Ml ik, ER
KD EEERET 500, 45mgx FRET B,

(BSEE. EFEECNATS VAV VREIZERT 3158)
WHE. RAICIEYE 27U ¥y & LT 15mg# | H R T
NIFHERICRO®RSET 5, 28, Al Fi. ERICEX
D EEIEE T 575, 30mgE LIRET 5,

7. BENUREICREET 2R

7.1 FESHBHZEICZIRESN TV AOT, ZHICRS
TH5EEI. BFEORERICERE L, 1HIELSMgY 5% 5
ZHIGTHIENEE LW, (8.1, 11.1.2 BE]

7.2 1H1EB0mgA 545mgic & U 7= % I RIEA SR L 7=l
2L ALNTVAHDT, Smgic#EET 25411, FIE
ORBUCEHEET S Lo (8.1, 11.1.2 ]

73 AR Y EDOHRABICBVWTIE, FEFPZIHESNT
WAZ ERS, ITHIESMED SBEABET AT &0 &
Bl ZEET A 5EIZEL CDA2OER - BiEE2 91
BRLULNPSEEIITY>Z L, 2720, ITHEE LC30mg
EBAEWIE, [8.1. 11.1.1, 11.1.2 &H]

7.4 BE Tl 1HLEISMg? 652 BIBT 2 2 & EF
Ly, [9.8 2]

8. EEREANER
8.1 BRMBFEOMEMICE S EEZ SN AFENIEHBICHKE
L. E7DALDPEEDHZVWEIRIET A ENDHAHD T,
RFFROERE, S AREEN, EROBICERL, &
EHRHENT-BSICZES ICAFIORRAZFIEL, 22
HEOoBERFET AL, [7.1-7.3. 9.1.1, 11.1.1.
11.1.2 2]
DBENEESODHERDSH 5bNEZ ENHHDT, E
HRICDBRBEZITO R ETDICEEL, BEEFREDS
NIGEIIIREZ2—BHIET522H 5 VITRET 54 L
HEIIRE5T AT &, [11.2 2]
EBICTHREREZ AT 5% ERERIBEIITERICHT
HWHEREZER L. REPSRD SNHEAICERS2HIE
T 5 EBURMEEITS 2L, [11.1.3 &)
8.4 RMMELZEL T I ENDHHD T, BEICH LEMERER
ROZFOMMFIEIZODVTHIHAT ST &, [9.1.2,
11.1.4 2]
FEZBESN-BETHEREOREY 27 H I 57
HEMEAZL2ICEIBETCERVOT, UToSHICEET A
L. [15.1, 15.2.1 ]
- BERERETOREFICIIREEMIT A I L. 0. RIS,
EREE DR 2 B 9 2 BEICIIARB OB R OfE i
EHSICHELL LT, HEOREAEEICHIT S C
&
CHBERRICEILE . BEXIIZFORIEIEEFRIED Y
27 EFTFICHBLTHLOHRET ST &, T, BE5H
ICIER. SR, BERIESOERD RS S NZBEITIE.
BbIIZE2TA2LHOBHIIEET L L,
cRERIE. EEHNICRBEESEZERL. REFITOLN
TBEICIE, BURNBZITO L, 2. BERTHR
LR LT, +aRBRETO &,

8.2

8.3

8.5



8.6 %59 AIFAICIE. MAE, RIEZEHNICHEL., EHo
WERZELP D, 35 ABERES L CHEIR+DRIBEITIE.
R DI DIBBEEADYINEZ 21TH T &,

8.7 S MFE NEICLE W, BIRRERBES BT 26755
BT ENHENTBY, KENZBLWTOLREFN P HZDT
BHEITHI &,

8.8 (EIMMERERZEI T EAHHD T, SFfEE. HEED
BESICHHELTWABEFRICRET AL 2 II3EETA
Lo [11.1.4 B8]

8.9 a-7 )L a3y ¥ —YIHEHR & KK H5mgDOHRICB T 2K
SHIFFEZL TV (FERRIZIZEAERWV),

8.10 a-7 LI ¥ —YHEH., ANKZLT L7 REH KT
RAEIO3F % PSS T 25E50R2E L LTV
Vo BERAEBEEEL V. BIERRERERIE L 22 EHRAD
ROHENTWVA,

8.1 €774 FREAI L AANHSMgDPFHICB T 57 4E
PEITHESL L T2 (FRBBRIZIZEA SR W),

9. BEDEREEITZEEICHT ZFE
9.1 BHIE - BIEEEDH D EE
9.1.1 DAREREDHZNDH 2 DEHIEE. RO, (DEHE.
EMEHIVEREEDVEREDNDS 3 ES
BRIFEOEMIC LD DALERIESE2BENTH
%o [8.1. 11.1.1. 11.1.2 &=H&]
9.1.2 (EIMEZEFEC T B ZNDHZLUTDEBN(FIRGE
- N N EAEEER 2 IR BHEER S
CSREANEIRRE, AUEIREE. RHEBIZAHER. AFEE
HEDORE I EFIRE
L WTES)
CBEOT LI — VBEEE
(8.4, 11.1.4 ]
9.2 BikEEEEERE
9.2.1 EELBIREEEEE
BELEZWIE, [2.4 B3
9.2.2 BHEEEEE EELE
HEIREST S &,
9.3 FikEEEE RS
9.3.1 EERRITHEEEEEE
BELRWI L, ARIZTICHBCREE NS -0, &
BIs8FnDdH5. [2.3 ]
9.3.2 frikEEEERE (EELITREEESEEZIR)
EHREIKET S L,
9.5 1TF
TR IR L T W AR REM D & 2 43R5 Lan s
Lo v MNRERBRSHE TIE. 40mg/kgll LOEET
fE - FRIBFETCROEME. HEROEEFEROEKEDL. 79 F
SEERIRSRETIE. 160mg/kght THEM DTN
WWIRENSENZNIHL. R - BEXCROBELIASNT
W5, [2.7 B8]
9.6 1ZZLIE
BELOERERUCBARBEOGREZZE L. ZAOMK
e idrhib 2 ME T 52 &, BIMER (S ) oIt
FRABITT A2 EnHESNTNSY,
9.7 INE
NREERE U BREBRIEER L Than,
9.8 SkE
BIER#EBICHREL, B2 BB LY S HEICH
59228, —RICEEBREMERN LTV, [7.4 ]

10. ¥E{EA
FANIEE U THEMRHBERCYP2C8TREA S N, I
BEOSFEPRBICEET 2. [16.4 S]]

10.2 HEER (HACERTSZI L)

]
HEfEEREZR<)

HHIZE FEAREER - BB A B - a1

M PRI 2R KIS 2 F3I09 2B | FEARICIE. MFER
2RI VLT | FENDHEHD T K| FER O ERIC &
SREEH HE» o5 0. EMEOY 27
CUTFA RRE T 50 SEEICKRES | PENT 282010
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BEHRIA R v

FUEESE
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E:08=1)

AR EHF|
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ICAREIZ AT 55
Al BERRHZE
DR EDEEICE
HOMHEERICER
TrHEEBIT, KA
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WEEHAS DS Z
LI BHEITS
TEEITAHE,

MERE N e OIE5R
MISHEEIC L Do

V77 vEYVED
CYP2C8% 35 d %
#H

V77T e
HAdsL4 7Y%
V' v DAUCH54%
BT 5 EDHEN
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Z&ickn, KE D
REPEESNS &
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A mEE R
TaICBEL, BE
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1. gER
WOBEIWERDPH5bNBZ ERHHDT, BEE+SITT
VW, BESZOSNEEICIIHRESERIET B Stz
WME#ITH L.

1.1 EXZEIER

11.1.1 1DAE (BEEARHH)
IDAENVHEEDZVWIEIFRIET S EDHDHD T, HE.
SEULREEN, DARSER - B (Bnh. #13.
DA KE) A SN BEICE RS E2HIEL,
V—TRIRAIE#2% 5T 5 CETZLEZTH T &,
BICDAEHKIEOBENDODH 5 NVEEDBEITHRST
HERA VA Y EMAT ABRICE. DAEOEIEIC
EEITAHT &, [2.1.0 7.3, 8.1, 9.1.1 BHE]

SRE (8.2%)
BREMEEOHINCE S EEZONAIRENE DO
FHBEIE, BEHAHVIIHIET 5 S a 0B %
T52 &, TNODABICE > THIERPHEL 20
BEICE, BEISCTL—7FIRAE (7at 3 FE)
DR EEERERBTH L, (2.1, 7.1-7.3. 8.1, 9.1.1
8]

FrigREEE. &8 (B AH)

AST. ALT. AI-PEDE L W\ LR 2 S FFHREfEE,
BHEN PHODONAZ ENH B, (8.3 =HE]

.4 EMFE (0.1~ 5%HK7)
HMORERFBRE EOMA T, RIEERSH 5N S
ZEDH B, BRIVEERASRD 5 NBH. KEld 5
WIEPFR L T L A BREHAE 2 —RICHIET 205
HZVEEET AR CEBEICRETAI L, T, KA
D5 XD EMBEERDRD S5 NzEEICIIEE %
BEURMPENT 22 WY NEETH> I L. 1272
L. a7 a3y s —EHEHER & OMAIC K D RIMELE
MAWBEOONTBEICIT R UEEZEE5ET S L, &
B, BEIMEERIEA VA VHABICZL AN TV
%o (8.4, 8.8, 9.1.2, 10.2 =H&]
IEREARIEREE (S AREA)

BARE. RO, CKER., MHPRORABIFZ7ar s
LREA2BFHE T IERFMBES D SDNEEDDH
%o

RAEEMERTN (SHENEH)

FE . IFRRE, HEORE (IREF) R
O ENT-BAICIE, EP P ICERXKE. MERCT. Mg
T h—EHOBBEEERL. BENPTDON-EEIC
& BE5xFIEL. BIBERERLVE VHlOREEDE
TRMBEZTH &,

1.2

1.3

1"

1.5

1.6



11.1.7 BBBOB (0.1%K05H)
1.2 Z0fDEER

S%LLE | 0.1~5%Ad | 0.1%AK1 | SAEAH

itk G A, HIMmERD

A\ D

T fE L5, D
e
WLR %,
N
B B

D

HILER B - EH, B
RN, fig 0
. B, R
i e B R
TR BARTTHE
BNR

JHF fe AST. ALT,
Al-P. y-GTP

DLEF

FEE R HEL, 55D
| B, IRA
LUh

Z Dfth LDHEK O

CKoD ER

BUNKU A Y
LD LR, BE
HEOHILT
LOETR., KE
R OVFREE [ O 18 |75 1 A FERE

HEEE, 5
2 x. BB
7 MRE N B
IS IR

B9,
e
HIHEE
DFEIE X

Li%%iﬂ)

. BYin DEAL

D) MEHEEERN 3n AICIERE) 175 2 &

E2) (8.2 BH]

E3) HEOEERBE T ZHEICBOTBNORBEE ERSRO 6N

T2,

FHE, AEENICHE-STHo b2 VB 2. RAKTEOR

EORO 6N FEICEHITREO FTHEYE £ 258 L) 4 LB %

i52&,

14. BRLDER

14.1 FHIAHFOER
PTPEREDEAIPTPY — M SMOH L CRAT 5 &
SHEEY DT &, PTPY — FOBMICE D, BOLHAT
PWEEREARIA L, BICREFAEB L CHERARS
DEELEMHEZHETHILND S,

15. ZDMthDER

15.1 ERFRERICE D < 1%k
MBIV CEM LU ERREEE MR E LIEZME (104
MOKRBRRI A — M) 2BV T, BIEOFEEY X
ISR N AERZIRO 6N o705 BIED
FE) A TIBIIOFREEZRR T 2 EZMELRE SN
TWw329, [8.5, 15.2.1 BH&]

15.2 FEERARELERICE D < 1%k

15.2.1 T v RO~ A1224 5 AMEEIEOHRSE LziEET
& T v MED3.6mg/kg/ B DL OB I BEBEIEE A 7
57z, [8.5. 15.1 HHE]

15.2.2 FEEKGIRIEE (familial adenomatous polyposis :
FAP) OETIVETHAMinv ™ AIEEE (basy
FIROAYITIEI V) BROAREG LA, 1
BB OB UK E SEZHASEILOWENH 27,

16. ZEMENRE

16.1 MEE

16.1.1 BEROKS
BEMABFICEL 7YY 2 RO#KS5 L7zR, 1
I ARB R ORED-T ~VI (M-T ~VI) 2%
Hah, 205 B5M-T ~NVIZEEREITH 5.

R A S F8HIC ZEER ICE S ) ¥ v & LTl
30mg#x HERR O G L7k, RELIAD Y HE R
RIA=ZIZRDEBY TH B,

4)

Cmax Tmax AUCo-336n T2

(pg/mL) (h) (pg - h/mL) (h)
REMA | 1.4£0.2 | 1.8£0.4| 11.6£2.2 |5.4£1.7
(B = EERE)

Ri R2

REALE | HC-H.C- H-

M-I | HsC-H.C- | HO-

Ris sy?| M-I | H:C-OC- [ H-
~ omH M-V | H:C

R HC- | H-
HO

M-V |HOOC-H.C-| H-

M-VI HOOC- H-

16.1.2 RiEHRS
BERAEF (6fl) ICIHIEEA 7Yy v &ELT
30mgx9HM QHEBIXARE) REROHRS LR, K
R OEEEEM AT CREME+M-T~V) O
MAEEIZ~7THE CIFITERREBIGEL, RERS
WEBEBEI VWb DEEZ ONBY,

16.1.3 £MFHRIFESER

(EF UV EE15mg [NPI])

Y47 &2 ViElsmg [NPL &7 2+ Z3¢15%, 2~
O2F —N—EICXDFNZENIE (EF V5 &
LClomg) EFRMAEFICEEREEROKRS L CmE
FARZLABEZHE L, B5NTRBY BT X —
% (AUC. Cmax) 122\ T90%SHEXMEEIC THET
FRIT 21T - 7245 8. log (0.80) ~log (1.25) »#ifH
NTHY . MAEIDOEMZNRSENI RS 0,

HENT A4 BENT A=Y
AUCo-2n Cmax Tmax T
(ng - h/mL) (ng/mL) (h) (h)
EATVY T V5| aaa9 8+1979.3 | 1023.62268.7|1.71.206.4120.92
15mg [NPIJ
77 N A$ELS | 8679.1£1445.2 [1029.7+£179.9|1.6+1.0(6.10+1.26
(CF9fE £ fE#ERFZ, n=16)
(ng/mL)
1400 (PR, n=16)
—e— U ) ¥ 2 §%15mg [NPIJ
1200 —o- 7 12515
gg 1000
th
% 00
1t
&
#® 600
B
400
200
0

0 4 8 12 16
5]

(E#7'U5 Y i#30mg [NPI])

YA 7)) % v§E30mg [NPLl &7 2 k 2§E30%. 7
OAF—=N—1FIZEDZEFNFTNIE (CF TV FI &
L C30mg) fEFRMAETICHAREROHRS L CIE
FRRZ(LRBEZEE L, B5 N BB/ X —
% (AUC. Cmax) IZ2OWTREHEXEEIC THET
FRAT 24T > 72 %6 3. log (0.80) ~log (1.25) O#iFE
WTH Y. MAIDEYZNRSEDI RS 20,

20 24 (h)

HTEISTA—4 BEINTA—H
AUCo-24n Cmax Tmax T
(ng - h/mL) (ng/mL) (h) (h)
"-%g fN/Pﬂﬁ 10420.0+3282.9| 133185551 |1.81.0|6.741.85
77 1 5830 |11225.5£2573. 1] 1341.0£335.9|1.6%0.9/6.72%2.30
(FH5ME L2 ¥/, n=20)
(ng/mL)

(P91 + ¥R, n=20)

1600

—e— U ) ¥ 2 §%30mg [NPIJ
-o- 77 bk R§E30

1400

1200

1000

800

BRESFRHREE

600
1
400 )
1

'
200 g+
'

0

0 4 8 12 16

=]
MiFEFEEN MICAUC, CmaxZEn /89 X —4 13, #
BRE OFIR, (KR OBEEE - BREFOHBSEGIC X -
TELZHAHEENH S,

20 24 (h)



16.2 ORUN

R AET (8fl) ICZEERIIRRBICEEF 7YY
& LTCIE30mg% BERF OIS LK, BREEICBL
TAREMED TmaxDEE N & 5 N7z LA R ELED
HEYLRERI/ST A —FICRELEF R, BRIZLS
HEIFLAERVWEEZSENSY,

el

YF 7)) 7 v oRENCTIEF N7 a—L4P450 1A1. 1A2,
2C8. 2C9. 2C19. 2D6. 3A4DEE O TRENPEE L T
Wb, ¥/ A7 UV Vidke b F b7 a— AP4505
TREERI 7oV —-20RFEEICHLT, Fhra—
LP450 1A1. 1A2. 2A6. 2B6. 2C8. 2C9. 2C19. 2D6.
2EL3A4ICIFEAEEERE 2 202 (i vitro). [10.
2]

Bt

BERAET (140]) ICEERICEE Y5> ELT
1[E130mg % B EHEO# 5 L7z, RAPIcidEE LTM-IV
~VIZSHRtt S . 515480 & T RIER P HRH R
#930%TH 5%,

16.7 E4EEIER

16.7.1 ZILRZILD L 7Hl

ANKRZLTILVTE(TIRY TSI R TV TTIR)
ERAROBIERREE OF) L. 1AIEEY A
7)) &y ELT0mgETHBROKRS L2k, ©F
TV Y OREUE R CEELEY &R (RELK
+M-T ~ V) oI E L EEIEE O & ORI R R
BETOMBEAPLTBY., /2. ALK LT L
THROMABEHEBEVOEABARICEEIAONT
Wiz, [10.2 ]

a-7' 1LY —BREH|

A7) AR— 2 FHAFOEERFEZF ISR LT, 1H1E
EA 7Y 52 e LT0mg R RORSE Lk, ¥4
Uy OEE LA EE REME+M-T~V) ©
MAEEIRBEBEED A UL A A=V L7 AIEH
OB RIREE TORRELABLTWEY, [10.2

16.4

16.5

16.7.2

ZE]
16.7.3 ET7 F A RREH|

XAV UREZRSFORBRERAST (1461) 1oxt
LT, IHIEIE A7) &V > & LT30mg % & O#HE L
B AT Y Y OERICEMERT CREMIE+
M-T~N) ofMFEEIZECA 7 &Y v BEMigERD
BERABFTORREELLTWVAEY, [10.2 ]

17. BRPRREIE

17.1 BZERUREMICEAT 5 ER

17.1.1 ER&HEASE D+B55R. S MABER
VERRERE Z20RIC, IHIEEA 7SV &L
T15mg. 30mgX|345mg% %5 L7 —EE ML BGAR
PEURBEHERREICE VLT, BE M
Sn7zUflockER ([HEEWE] PLE) 1350.8%
(417/82141) T 29102,
S5, EHBRSRE (8~43ERL ERE) T,
ZERE B A8 % 'HbALcO FREIEFEfE L. /B O 555
‘ijj‘f;”‘ REL-MEI Y ba—LBBESATH
B,
BIVEFFEIRSAE 1213.2% (128/96945]) T, FEEIfEMA
TV - o< A (T961) TH o7z,

(BEBEL. EEEEDHD2BERR)

17.1.2 EASE MAREER
LHIEIE A 7)) ¥V > & LT30mg#% 1 285 Ui
B, HbAlc (JDSIE) 1X1.08+1.47% (636D FHE
HIEERE) O TBRIROON TS,
BITEFFIFSEE X, 16.9% (13/776]) T E7%EIEH
VZVRRE - &< A (9B) TH-oY,

(BEEZE EHEEICNITRIVKRZILY L7 B ZERDD

2BUHEPRTR)

17.1.3 EASE D8R
1HIEE A 7)) & > & LT30mg# 12 RE# S U 74
B, HbAlc (JDSME) 131.24+1.33% (566 @ FHE
+ERFEZE) OTESRO LN TS,
HIfEAFBSEE X, 10.5% (8/76f1) <. X7z 8IEH
LTRIE - T A Bfl) TH-72,

(BEEE EFEEICIATa-2ILIY S —EHEER={ER

th D 2BYHEFRIR)

17.1.4 EASE I ABEER
IHIEIEA 7Y ¥V > & LC30mg# 6B S L7z i
2. HbAlc (JDSfE) 130.91+0.89% (554 » ¥4 1E
+HZERFEZE) OTRESRO LN TN,
R EEORE % &TEITERN67.2% (43/64f1) 12
BooNn, ELEEWERIZEE 661) TH-7222,

(BEEL. BFEECINATES 774 RREF ZERADD
2BIVERRYR)
17.1.5 EASE M AEEER
IHIEY S 7Y &V > & LTlsmg# 128/, Z0%
30mg# 16:EE# 5 L7 fE R, HbAlc (JDSfE) 1£0.67
+0.80% (83BN FIME LIZERZE) ORNESRD S
ncTtwns,
ERMREEORE 2 &CEIERA15.7% (13/83%1) 1<
BHHN. ELBIERIZZE GF). REEZE. -
JEERE R O'BNP LR (£201) mETH o729,
(BEEL. BFEEICINZ TS, VAY VR Z{ERDD284E
PR
17.1.6 EASE I AEEER
IHIEIEA 7)) &V 2 & LT30mg#% 6B S L7z
H. HbAlc (JDSfE) 131.22+1.11% (4551 » F-5 (&
+EMERE) OTEIROONTND,
IERBREEORE % &CRIEAN66.7% (40/6041) I
R 6N, ERBWERIEMELE (2061) . KgrksE
K OMALDHEM (F1161) mETH 7%,

18. EZhEIE
18.1 {EFHER
YA 7V 5T EA VA VREERDA VA UAEET
DIRgIT/ER L CA v 2 ) VIRFIEE R L. FFIcBi 5
FEREAE 2 HI L. RASMEARIC B 28R 2 & o I 2
BRSE2, COERAIER. 4V 2) VEREOFERTH
HHifANA 2 VIERIGERBE L EFILT 22 Lick
B eI NBY,
A RIEEEICSIT S0 VXY {EREH
Wistar fattyZ v @& I XAHITBWT, 1R
U YOER (Z7) =7 v al Kk ORETTEER) =
W3 5 (ex wivo). 7z, Wistar fattys v kO HE|
SEHUEFE RIS kO BBERE IR I B LT, A
29 Y OER (7L — ALK ORIEE & KT E
F) #3957 (ex vivo).

2 FFICBIF30 VR U V{EREHE
Wistar fattyZ v MIBWTHFIZBIF S 7L aFF—
POEEETEL. I T—R-6-KFAT7 75 —EDF
HERETN S, BWEEZNFIT S (n vivo).

3 AVRAY VEZEAMERIEE
Wistar fattyZ v FOEEHICENT, ERNLEA
2 VRBERFA VA VRBEREEOY VB{bE
EEEL. ZRT7FINA ) Y b —L-3-FF—F¥D
EEETUET 52 (in vivo).

.4 TNF-aEEHIHIER
Wistar fattyZ v MIFR® 515 B TNF-afE 4 TT
HEAIH L. & T L CEMEZBET 50 (n
VIivo) o

18.2 #EEILE(ER

18.2.1 BEEE, EHFEDAO2EERFEZICIHIE YA
) &) e LT30mg# 1 28R# S L —EE M
MERICB VT, ZEERME. HbAlco T, 1,5-AG
DERNREDENTVSY,

18.2.2 BEHEE, EHBFERIIMATALEI=ZLY L 7 HZ(#
AR O2BERFEEZICIHIEEY A 7Yy & LT
30mgx 1AM A®RS L —EEmEEHBICB L
T. ZEERFIMAE. HbAlco R, 1,5-AGO L&, 1
HA V2 YO TRESRDSNT NS,

18.2.3 BEFEE, EHBEICMATRTY R— A& HHAF D2
BIgIRREE ICIHIEYA 7Y ¥V > & LT30mg#% 16
AEORA®RS L —EEREEBGABRICB W T, ZIER
M. HbAICO RENRD 5T 522,

18.2.4 BFRE, EHFEEICMA TR bRV IV EERFOD2

ERRREEICIHLIE Y 7Y ¥ v & LT15mg%12

A £ 0&30mgz 16EBHHHKES L —HERLE

FERICBWT, ZERIMAE. HbAICO TEDRD 51

T35,

BEEE, EEEEICNA TS, YR VEA R #ERT

DENERREZICIAIEE S 7 ) 4V > & LT30mg

ZIGABMHR S L _EEREEBREICB T, 2=

FERSIRE, HbAlcO REENRED 5N TV E¥,

A 2 A ARG E T B IEREE2INE PRI E TV EY)

(KKAY= 7 A, Wistar fattyZ v b)) BT, &Il

WRUEA A Y EXBERT 5. —H. 1V AY

YREDIENERRE T IVEM (R b LT MY Y R

W7 v b)) oFEiMmEE. E¥Z v b (Sprague-Dawley

Fv M) OEFMEICIZERZRS 20730,

18.3 Mi¥ERECAE{ER

A4 A ViEFEEE L. MEERE %R 9 Wistar
fattyZ v b & UZucker fattyZ v MZEF 7 F I v
Z10~12HEHE L. 20K RRIC 7V -2 %0

18.1

18.1

18.1

18.1

18.2.5

18.2.6



BE5 LA FNVa—-2A¥E%OMETILVIT—-Z
?P?tﬁ]{%ﬂ&(f’f VA VIBEFWOBEEARD 5T
B3,
18.4 4 VAU VIRHEE(ER
18.4.1 BB, EHBEEDOAIIEIEE, EEEE I
A TANKRZILY L7 Bl R O8I RE B E 1T
HlmlEA 7)) &> & LC30mg# 128 S Lz
RERER (VLI —R - V5V THE) ITBVWT, K
%ﬁi)ﬁi‘%&l}ﬁwﬁéﬁi DAARRDO ERANTOHSNL TV
%33
A VA VEFUEEE L. RS RE T S Wistar
fatty 7 v R OB Td 5 Zucker fattyZ v MIEF
7YY ERIAEBRS L, 08REEERICA VR
VEBELEEZA, 4 VA VEEBROMBERTO
BERAFRO 5N TN 5B,
RS RIS FRIG T & HKKAY Y 7 ZOMIRED 7Y o —4
Y5 T VBN HUE B RS A AR O R AR RF E A D A
2 R ORERL D A A 2 NS & 53,
18.4.4 ENEELEEFRIR T d 5 Wistar fattyT v b OFF2 5 O
PEAEZIIEI L., REHEGICB I 2O HEZzED 5%,

BIRS TR T BIEBLFHIAIR
— BT T v U IEREE
(Pioglitazone Hydrochloride)
(5RS)-5-{4-[2-(5-Ethylpyridin-2-y1)
ethoxy]benzyl} thiazolidine-2,4-dione
monohydrochloride
T - CroH0N20sS + HCI
FE 392.90
R BEORRIEEEOMRTH 2. N,N-V X F
VAR LT I RXEAY J = LICRRET 2T <,
IH ) =)L (99.5) 1T L, KICIFEALTE
F72\, 0. 1mol/LIEREFRRICIE T B0 N,N-Y A F
LALLT I FEH (1=220) 13HEE 2R S 720,
== S

H
iS
/
X 0 o7 NH

T O HEG SR

18.4.2

18.4.3

19.

fE247

2. a%
(EATUSIYVERI5mg [NPI)
1005 [105% (PTP) X10. #IEHIA D]
5005 (105 (PTP) x50, S£RAIAD]
(E#27U 9 E30mg [NPI))
10052 [108% (PTP) x10. SIEHIA D]

23. EER

1) BIZRZE fit : B EIGE. 199 ; 24 : 2597-2617
2) Lewis J.D. et al. : JAMA. 2015 314 : 265-277
3) Korhonen P. et al. : BMJ. 2016 ; 354 : i3903
4) Azoulay L. et al. : BMJ. 2012 ; 344 : e3645
5) Hsiao F.Y. et al. : Drug Safety. 2013 ; 36 : 643~
649
Saez E. et al. : Nature Medicine. 1998 ; 4 : 1058~
1061
Lefebvre A.M. et al. : Nature Medicine. 1998 ;
4 :1053-1057
SEEEE O EEAREZE. 1997 ;5 74 1 1184-1201
HOMi— b EEAREBRSE. 1997 5 74 1 1627-1637
HARZE R TERRSH  EMZNRESEICET 2 &R
(&R
R#FICES T S by v 7o —L4P450 (CYP) @fFE
E (727 b REE 19999 A22H &G, B ERHTE
~N.2.3.(2)
v NCYPIZH T A/EA (727 b A$E 1 1999829H22H
AR, HFEERMIEEA.2.5.(3))
B Ba b EEAREHRZE. 1997 5 74 1 1217-1226
FEFHRE M EEAREIZE. 1997 5 74 : 1540-1556
HEMEEERRE, BAEIHERE (727 b X8E:
2008F12H22H AR, BAERES)
FEFHRE M BEAREZE. 1997 ; 74 -
FETBE M R ERFE. 1997 ; 74 ¢
FEFRE M EEAREZE. 1997 ; 74 -
FETRE M BEAREZE. 1997 74 ¢
SRR M EEAR SRR, 1997 ; 74 -
FETRE M EEAREHFZE. 1997 5 74 1 1557-1588
FEFBRE M EEAREHRZE. 1997 5 74 1 1589-1613
FENMH_EEREERR (727 b Z8E 20026817
H&R, FEWMES)

1250-1277
1278-1306
1491-1514
1515-1539
1614-1626

24) BHEES i B¥OHWAH. 2003 ; 206 : 297-319

25) EINSEIH_EERLEHS (727 b Z$E 1 200943
A2BAR, EEHRES)

26) #h/1EBT HEE (72 b A8 199949 H 22 H &G
HFERBIE A1)

27) Sugiyama Y. et al. : Arzneimittelforschung.
1990 ; 40 : 263-267

28) Sugiyama Y. et al. : Arzneimittelforschung.
1990 ; 40 : 436-440

29) Hayakawa T. et al. : Biochem. Biophys. Res.
Commun. 1996 ; 223 : 439-444

30) Murase K. et al. : Diabetologia. 1998 ; 41 : 257~
264

31) whHE M fh o SEIEEIEHE. 1997 5 25 1 337-343

32) Kawamori R. et al. : Diabetes Research and
Clinical Practice. 1998 ; 41 : 35-43

33) Yamasaki Y. et al. : Tohoku J. Exp. Med.

1997 ; 183 : 173-183

XkFERERUENEHESE

HASER TEM S ROEHR

T101-0032 REESTRHEKEARN2T H2E&E3%
TEL 03-5833-5011 FAX 03-5833-5100

26. BGEIREREEE

26.1 SHERRSETT

BAERIFRGARM
RRBTRERSAN2TE2-3

24.



