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CREJEE. EBEECINATe-JILIYT—EHERZ
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@REBEE. EBEEACIZATED 74 RRERZER

2. REEE. EBEACIZA T, VAU VRAIZER

5. MEEXFHRICEHET 2 ER

AEEREAT 2HEIE. AR VIERESEES NS BE
WIRET B & A AV VRFEO BLIIIERE (Body
Mass Index=BMI kg/m?) T24Ll k& 2W0idA >R V5
INIRREASZZRE BRI 1 > AV B TS5uU/mLEL &7 2,

6. FAENRURE
(REEE. EEBEEOHFDEERUREERE. EBEEICH
ATRIVIKZIWO UL F7EIR G a-2 IV 9 —ERERIEL L
FET 7 F A RRERZERT BI5E)
BE. BRAIZEL 7Y & &L TI5~30mg% 1 H1EE]
BRINIIEHERICRORET 5, &b, WAl Sk, ERIC
KD EEIERET 505, 45mgE ERET B
(BEEL. EFEECINZATA YAV VERIZFERT 3158)
BE. RAICIIEA 7Y &> & LTl5mgZ ] A1EEHERT
NIFEHBERICRORST 5, 8. WAl Fik. ERICKD
EEBEHT 55, 30mg% ERET 5,
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TAHBAE. BEOKFICHEL. 1HIEISmgY 5% 5%
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R S8R, HERBEOERD D SNZBEICIE, BB
LT AHLOBEIEET L,

- JEFRIE, EHNICRBESEERL. BEESRO SN
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BRIMFEOEINICE 2 EEZZX 6N ZESRO SNEE
IZiE, BEHAVIEFIET AR B ZABEZTY &, &
NHEDMEIL K > THIERDPHE L2 WBEICIE. BEIZS
CTV—T7FRA (7uat I RE) OBREE2EET ST &,
[2.1. 7.1-7.3, 8.1, 9.1.12]
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LU 2 ME TS &,
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14.1 ZRIZZMREOER

14.1.1 PTPAZEO#HEFIZPTPY — r A S6WMDH L TIRAT %
XO¥EET S &, PTPY— FOBEAICK D, BOHALD
BEMEAFA L, BIZIEEL 2B L CHBRAREOEE
BEEEZHFET A ENH S,
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BN CTEM LU ERRREE E MR E LB (105FB
R IAR— M) I0BWT. BBORE ) A7 ICHE!
FNLEAEBEIITZD NG o723, BEOFHEY R U 1E
MOFTREM: 2 R T HF AR L ME SN TV B2, [8.5,
15.2. 1]
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(8.5, 15.1&H8]
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FAP) OETLETHAMinv 7 AICKEE (bary sy
YROUTZYEI V) ERORG LIz A, EBEED
HRORESZHRSELLOBENH 507,
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BFERAET (6f) ICIHIEE A7) ¥ & LC30mgx9HM 2HE
TREE) RIERROHRSG LIk, REMGEROEELEMEET CREE+
M-T~N) oMAEEIZ6~THE TIZIZTEFREIEL, RERSICK
HERBETZVWEDEEZLHNBY,
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(€409 YY0Ds#15mg [FFPI)
¥4 7' 4 v OD§ElSmg [FFP] &7 27 h R§E1S%, 70 AF —/)N—
FICEDEnZENIE (EF 7Y 5V ELTI5mg) BERABTICHER
BRI S UK CEIRAKUVKZ UCHIRA) U TSR R (AR E 2
BIEL. Bon-HE e/ /S5 XA —% (AUC. Cmax) 1220\ T0%E
FEX B I CREHRIT 217 - 72458, log (0.80) ~log (1.25) O#iFHMA
THO . WMEFOEENESEEPER SN

Pl e
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HEINT A — % SEING A=Y
AUCo-4 Cmax Tmax tia
(ng-hr/mL) (ng/mL) (hr) (hr)
YA )y
OD#¢15mg [FFP) 7819+2023 799+190 1.6£0.6 | 7.0£1.7
77 b A%ELS 8444+ 1759 869+181 1.6+0.9|6.1£1.3

(Mean+S.D., n=20)
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HIENTGA =4 SEINT A4

AUCo-4 Cmax Tmax tie
(ng-hr/mL) (ng/mL) (hr) (hr)
S ) AV
OD#t15mg [FFP) 7864+ 2996 786+234 2.0+£1.1|7.0+1.8
77 b A%ELS 7651+1927 793+£238 1.9+1.0|7.0%£2.5
(Mean=S.D., n=20)
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MEBEL CICAUC, CmaxFED /8T X —4 13, #HEEOBIR, (KK
DOFREEEYL - REEOHBRMIC L > TREZWREEDT D B,

(E47'U9 Y >0D$E30mg [FFP])
¥4 7)) % »OD$#E30mg [FFP] &7 7 k A$E30%. 70 AF —/)N—
BICEDZhZNIE (CA 7Y &Y v &L T30mg) BEMABFICHE
BR[OS OKTIRARO7KZ UTIRA) L CInsEhRE(bkiEE %
BEL. B6NEYHRE/CT X —% (AUC, Cmax) 120\ TI0%(F
FEX A IS TREHRIT 21T - 7458, log (0.80) ~log (1.25) &N
ThO. MBI OEMFENESEEI RSN,

(1) KTHRA
HEIRT A=Y BENST A=Y
AUCo-4 Cmax Tmax tia
(ng-hr/mL) (ng/mL) (hr) (hr)
S ) AV
OD$#30mg [FFP) 138603063 1384£351 1.8+1.1|6.9%£1.5
77 b A$E30 14682 +3975 1382+435 | 2.2+1.4|8.7£6.0
(Mean=S.D., n=20)
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(2) KIUTHERA (72 b~ A$E30I3KTRA)

HENTRA—F SENTA—F
AUCo-4 Cmax Tmax ti
(ng-hr/mL) | (ng/mL) (hr) (hr)
S ) A
OD§#30mg [FEP) 1339444205 | 1312+509 | 2.7+1.1 |6.9+1.3
77 A$E30 14021 £3813 | 1236+£369 |2.2+1.5|7.7£1.8
(Mean=£S.D., n=14)
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MEEFREL CICAUC, CmaxFED /8T X — 413, #EEOBR, &
WORMEL - BEEOHBREFIC L > TREZLARENH 2.

16.2 DRUN
BERASTF 8Fl) ICEEBELZEZICET 7)Y v ELTIE
30mg# BEFRI S Lz, BRESICEVLTRELED Trad ER
&6 N7 DMK ER DB R E R/ ST A —FITRE 52T 0L
BEREICLAFEEIZIEAETVWEEZLNSY,

16.4 (X3
Yt 7)) & ORENTIET ~ 2T —LP4501AL. 1A2, 2C8. 2C9.
2C19. 2D6. BAADEBOATFEIEELTW5, /2. EF 7YY Y
Vi3 b F U —LPASOSFRERER I 70V - A0RENE®EICH L
T. F 270 —24P4501A1. 1A2. 2A6. 2B6. 2C8. 2C9. 2C19. 2D6.
2E1. 3A4ITIFEAEEE 5272\ (in vitro). [10. 28]

16.5 HEitt
BERAET (1461) ICZ=ERICEA 277 &V 2 & LT LE30mg % BifE
BOREG Lo, RPICIEEE LTM-V~VIDHRE S h, % 5%480
& ToRBRFIMRITH0%TH 52,

16.7 E¥IEE{ER

16.7.1 RILKRZILD L 7H
ZNKRZVTIVTEI (IR 7 IR, 7)) ITIR) FHEHFOE
WRFEEE () 1L T 1HIEEA 7Y ¥V > & LT30mg%k7H
B@EOHRS LR, ©4 2708V U EOREIUER EE(LEM &
(REE+M-T ~N) OMFEEIIAEEEEDAOEMERREESE T
OFREREEBPLTHEY, Fiz. ZAUAZLY L 7RO MR EERERE RS
EARARICEEIASNTW WY, [10.25E]

16.7.2 a-2 LY —CREEH]
RV AR—AERFORIRERFESE (426]) oL, 1HIEEA 7
Y& e LT0mgEEOHRSG LizkE, ©4 270 &Y Vi mEtbs
EEF REME+M-T~N) OIMFEEIIAFREDAXIE ALK
= L7 AIERFOBIERFEE TOMBELELLTWAE Y, [10.2
2]

16.7.3 EF7F 4 RREA|
A MRV U REBSHOBERAST (1461) 1t L<. 1HIEE S
Y& LTC30mgaEFOREG Lz, ©4 2705V U EEOFEEL
EMEEt REMME+M-T ~V) OIMAFEEIZEF T &Y > ERM
BEROMERAB T TO/BRLELL TS, [10.22]

17. BRRREE

17.1 BHERUREMICET 555

17.1.1 EAEEASE T1E58R. S MAEEER
RERIREE M RIC, 1HIEIEA 7Y ¥ > & L T15mg. 30mgX
1345mgE R E L —EEREEHRZ ECEMERARICBLT &
HMAERBEDP M S NQ21B O BR ((hEENRE] ML) &
50.8% (417/821f) Tdp 24102,
S50, REIBREGHRE (28~48AML E#E) b, ZEERMER D
HbALCO FREEHEE L. (EROEEFEA5NT, KE LMEa > b
O— L E5NTNEM 2,
BIVEFFEBIBEREE 1313.2% (128/96961) T EZXEIERIZTFE - < &
(7961) T o7z,

(REEE. EFEEDHD2ENERR)

17.1.2 EASE MEEER
1HIEIE A7) &> & LT30mg# 1 2% 5 LR HbAlc (JDS
) 131.08+1.47% (630D FHE+IFHERZE) OTENPRFD ST
623)0
HIfEFHFEIRSEE X, 16.9% (13/7761) T, FLEIERIZZE - & A
(9B) TH-7z,

(BEBEL. EFEECIA TRIVKRZILD L 7 ElZERD 0O 2894ERR)

17.1.3 EASE IEER
1HIEEA 7)) V> & LT30mg# [128M#ES Lz R HbAlce (JDS
) 1%1.24£1.33% (566D FI9ME £ EHERZE) OTEFEDSNTH
%)24)0
BITEF RIS E I, 10.5% (8/7661) <. ELBIERITEFE - &< A
(3%1) TH-o7o

(BEEE EBEECINAZATa-2 LY 9 —CHEERZFERDO2ENE
PRi%)

17.1.4 EASEMEHER
1HIEEA 7)) V> & LT30mg# 16 S L7z R HbAlc (JDS
&) 1%20.91£0.89% (FHEIZHERZE) OTEFED SN TNSEY,
EEBREEORET 28 OEEERN67.2% (43/6461) 1D, E
ZEWERIZZE (66]) Th o7z,

(BEEL, EREEICINZATES 74 RRERZERDO2BUNERR)

17.1.5 EAR%E MEAER
IHIEIES 7)) &> & LT 15mg# 128/, Z0%30mg# 168K %5
L7z #E %, HbAlc (JDSfE) 130.67£0.80% (836D F1o{H + 12 # 7
=) OTEPRDENTNEY),
ERMEEOBY 2 & BIEMAA15.7% (13/83%1) ICRD 5N, Fik
BIVEFEIZIE (361) . RigMEEE, LEHRE&XOBNP LR (£261) %
ETh-oT.

(BEEL. EREEICINZA T, VA Y VR = ERDO2BMERR)

17.1.6 EA%E M5
1HIEIE S 7)) &> & LT30mg# 16EERS LR HbAlc (JDS
fE) 131.22£1.11% (4510 FI9E - ZERFE) O TEIRD SN TV
%)2710
BERBEEORY 2 & CBIEMA66.7% (40/6061) 1RO SN, Fik
EIERMEIAERE (2061) . SRASHEIZIE R O MHALDHIEM (F1161) 7
ETh-oT.

18. ENEE

18.1 {EFEE
ATV ET A YR VREEDA VA UAEEELIEICIER LT
A VA ARFEEERE L. FFICB U AREEEZIIH L. KAEER IS
JAEMAEEO L2 ETSE 5, COERIE. >R ViEHED
ERTHAHMAANA > A EREEEE L EFELT 22 ik b &
HEnzss,

18.1.1 KIEEWICH T VAU I{EFRER
Wistar fatty7 v bO#EE L I AFHITBNT, 1 2R YOER (Y
-7 VERKROBRETERER) 2HE®T 5 (ex vivo)e F7z.
Wistar fattyZ v b+ OESEALE A ERB RO BBEAEIAERZIC B LT,
AV AY YO (FV 3 — 2B LR ORIEEARTUEER) = 1EHd
%2 (ex vivo).

18.1.2 FIEHFB1 VAV {EREM
Wistar fatty 7 v MZBWT, FRHCB 2 7L aF 5 —EOiEEZ T
Ly VI —=ZA-6-FKAT7 75 —COEERE TS S, HEEEZIFHT
%% (in vivo).

18.1.3 1 VAU VSBIFERIERE
Wistar fatty 7 v hOBBHICBOWT, ERLZA VA VEEERD
A YA VRBEFREED) VBILEEE(LL, RRAT 7 FINA Y
b= -3-FF —EOEEETIET 5 (in vivo).

18.1.4 TNF-o E&INHIYER
Wistar fattyZ v MIRD SN2 EEHTNF-a EETLEZIIHI L,
NEWAT L CRIE L2 BRI 52 (in vivo).

18.2 HEHIEE(ER

18.2.1 AHEE., EHFEOAOBMERREBEEICIHIECA 7)) ¥
& LC30mg#% 1 2B G L Z“EEMHEGHEBIC B W T, 22IERFIRE,
HbALcO K& 1,5-AGHO ERPROH5NTWNAES),

18.2.2 BEHEE, EHEEICNMA T ALK Y L7 HIZ R o8
REBEICIHIEEA 7)) ¥V > & LC30mg# 1 2BEBMRAES L2

ELEEBICB VLT, ZEREFE,. HbAICO R, 1,55AGD ER,
A > 20 YO TREFROSN TV B,

18.2.3 BEEE. EHEEICNMZ TR R — 2 2 H AT O2RERFR
FHICIAIEEA 7Y 7V > & LT30mg# l6ERRES L —E5k
HEHRBICB T, ZEFME. HDAICO FEASRD 5N TN ED25),

18.2.4 BEEEE. EHFEICMA TA MR I 2 2 EHATO2RIERFR
FIZIAIEEA 20 ¥V & LT15mg# 128/, Z0#30mg# 165ER
HREE L ZEEREGRIC B\ T, EERME,. HbAlcO T &
BRHHNTNER0,

18.2.5 AL, EHEEICNMZ TA > A ) > BIH| % [F o 0 28RS FRR
BHEICIHIEY S 7Y &V 2 &L T30mg% I6AMMRZS L ZEF
MHEHERICB LT, ZEEIE,. HbAICO REDIRO 5N THEY,

18.2.6 1 > AV ViEHEEE T S IEmERIRE B E T LEY (KKAY~
7 A, Wistar fattyZ v 1) BV, BIEROEA >~ A VIES
BRT 5. —FH. A VAU Y RZOIBERFETVEN (A LT+
VY URERET v ) OB, E¥ T v+ (Sprague-DawleyZ v
b) OEFEMMEICIZIER RS 21023,

18.3 MitERECNE(ER
A A VEFEER L. IEERE 2R Wistar fattyZ v b RO
Zucker fatty T v McEA 7Y & v 210~ 2HERS L. 2085
BICZLaA—2A2ROKRELEZ A, L a—ABEROMEES L
I— 2 LR OWHIROA > 2 VBR B WOBRA D 51TV E2)3),



18.4 4 VAU ViEHEHEER

18.4.1 AEEE, EHEEDO A IIEHFE, EBHRIEICMATAILK
U LT R EERFOEBEREEEICIHIEYA 7Y ¥y LT
0mg# 12AMEE L - BREHRE (FVa—R - 750 7H) 108
W RAEEBR O OBV AHERD ERENED 5T B9,

18.4.2 4 R ViRFUEE A L. IEREIERIE T d 5 Wistar fatty T v
t R OB T & % Zucker fatty T v MCEF 7Y &V 2 % 14BREERS L.
0B RBICA YR Y ERRE LI LA, A VA VEREHROIME
ETOHEENFRD 5N T VBT,

18.4.3 EMEERIE Cd AKKAYY 7 AOMEED 7)) O -7 VES K&
OV B R I AE A O ARRR A ET 3~ D > R ) > IR O BEER 0 A 7
NS E 59,

18.4.4 FETHELREFRAR T d 5 Wistar fatty T v s OFF 2 5 OREELE % fH]
L. REHEEIC B 2O &ED 57,

19. B2 ICET 2IEEENAR

— BT 7)) & ViERsE (Pioglitazone Hydrochloride)

{t24 : (5RS)-5-{4-[2- (5-Ethylpyridin-2-yl) ethoxy] benzyl}
thiazolidine-2,4-dione monohydrochloride

FR - CioHaoN205S « HCI

SFE 1 392.90

% R BEOBRIEREEOM KR TH D, N,N-TAFILARLLT
I RNUIAY ) —IZRRBETPT. T—)L (99.5) 12
BIFIZ KL KITIFEA BB T 20,
0. lmol/LIEFETRICIE T %,
N,N-YRXAFNVAREILLT I FIER (1-20) 3EEH RS 7%
W,

(b EE

H

HC =N LS
| /E O
A NH
0 0
KOS R

20. RV EDER
T IO —-HEBIREREEY TRET 52 &,

%22, 9%
(E427'U9YvODsE15mg [FFP))
(PTP : #Z/&HIA D) 1008E (108€ % 10)
(E45'U5YvOD§E30mg [FFP])
(PTP : #Z/&HIA D) 1008E (108E % 10)
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