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8.1 TEIRIMAE DI £ B L ZE A SN L FMAEHEICZEI L, X
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AUC: Chnax Tmax Tz
(ng * hr/mL) (ng/mL) (hr) (hr)
S ——
A7 5 Y ODFISME | coe) s og06 | 786234 2.0£1.1 7.0£1.9
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WRECE S ORCIRA R UK 2% LCIRA) L il ip R 2 LA RE 2 052 L .
BONTFEBRE /ST A — % (AUC. Cumax) 12D TI0%IE MR B 1212 THE
FHRAT % 47 > 7255 5 log (0.80) ~log (1.25) O#BHNTH ). WiH D&
WEE R RSP DS ERR & 7210,

(1) K& THRA
HIEINT A —F BHEINT A—F
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(ng - hr/mL) (ng/mL) (hr) (hr)
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A% - BRSO RERSLM I X > TR LR H 5,

16.2 TRIR
BB AT T (861) 1ZZ=2JER I ARICE L 7)) & v & LT1R30mg % H
RIS L 72, AR 512 B W TRERD TraDIER D A S L7z IAL
ZRBACR DS FE TR ST A — F IZREREEF R, BEICE 5 HEI
FEAERWEEZSNLY,

16.4 X
YA 708y ofEHIIEF b 70— 4P450 1AL, 1A2, 2C8. 2C9. 2C19,
2D6. SAADBHOGTHAELG L Twb, T/, KT 7Yy vide b F
k70— APAS0 FREFEEL I 7 oy — 2 ORBNEHICH LT, Fhrua—A
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16.5 HEttt
TR ER NS T (14060) (CZ2fERC Y 77 & v & L CLIRI30mg % i m#E ]
Pe5 L7cKE, JRAZIEEE L COM-IV~ VIR S 41, $5-1%4805 M F To R
FEIR PR S134930% Td 517,
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L7zWe, Y427 8 v SO RZEARR EHEIL AW &5 (RZLk+M-T
~1IV) OIMHTLEE | AR O A O2RME R R E TORmR L TP LTE ).
F7o0 ARy L7 HI O MR K O E AR A EICEEEALNT
Wrni [10.22#]
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ZALE+M-T~V) ORI EEREOAE A VA= vy LT AR
D 2RIE IR TOR R EEP LT 5, [10.25H]

16.7.3 EJ 71 KREH
A NIV X Y RSSO AT T (1461) (2 LT, THIEE S 277
vk LC30mg % RIS L7z €4 7)) & VoG E AR Ok
TR+ M- ~IV) OMHEREIZE 4 7)) & 2 d B 555 oo fi e sl A3
T TORREETML TV DY, [10.22H]

17. BEEREE
17.1 B3 RUORESM(ICEEY 2558
17.1.1 ER%BEE 155k, FIHEHRR
2IUNE PR Z ot G Ic, THIEE 4+ 27 % > & L Tlbmg. 30mg X (&
45mg% x5 L 7- ZEEMIILEG A & U A FEER R RER I BV T, A IhELL
HREDFHIN S N80 Bl ot ([rh&EEcs ] L) 1350.8% (417/82161)
-/6%614,1&2270
S5, BIFS R (28~48HEM ML L% S) Tb . ZeiEERIHE % O HbAlc
O FREITFEGE L. TEHOMISIEA ST, ZELzMbET s b a—uhEs
*L'CV‘%ZI'ZZ)D
BV S8 BB 1213.2% (128/969%1) . F 2 RIVERIGIRE - & < & (7961)
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(BE#E. BEHEED A D2BERRR)
17.1.2 ERFE MHEFER
THIEE A 7 ) & v & LC30mg# 12:8[3% 5- L 7245 %, HbAlc (JDSHH)
121.08=1.47% (631D P31l  FEHEMRZE) O TR SN TWEH,
BRI FEBUHEE 12.16.9% (13/7761) . E R BIWEANILIRIE - T < A (9B) TH > 720
(BEEX. EBEEICMATZILAZILY L 7 % E A O2BNERR)
17.1.3 ERS MHEEER
THIEEA 70 & v & LT30mg# 12:813% 5- L 7245 5. HbAlc (JDSHH)
131.24+1.33% (56610 FHfiti = FEHAF ) O TR 5N TnBHY,
BRI FSBUBERE1X.10.5% (8/7661) T, T 2RI ERNIZFIE - & < A (3BI) TH - 720
(BEEEL. EBEEICMATa-Jbad 4 —EHEER % FHPO2RPERR)
17.1.4 EIRSE DHHR
TH1EE A 7)) 4 V> & LT30me# 16 %5 L 7244 4. HbAle (JDSfH)
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R O 2 = G A EBRD67.2% (43/6401) 12380 S, FAREIE
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(BREEE, EBEEAICMATE 74 NREH % FERDO2RERR)
17.1.5 EIRE MHHR
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MR LN TVBED,
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(BEER, BEEAICMA TS > R 8% % (SR hO28IERR)
17.1.6 ERS MHEEER
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) KPR L. IS B A BERE A 2 I L. SRR S B B BRI
MEEOIMAEZ T S5, SOERIE. 4 A YIBEo ER/TH 5 M
AN A >~ A VIEREEREZ EEILT A2 10X 2 LIS B%),

18.1.1 RIEMEBICH T D1 X AAERHERE
Wistar fatty7 v P O E 7 AFHIZBWT, A 2 A) YofEf (7)) 32—
7N OSERETCEE ) 2 HRT 5 (ex vivo)s F 72, Wistar fatty T v
I Rl 2 E PRI 2R o BRI S BT A v 2 ) Y OfEH (7
V3 — ARAL S IR A RUTHEIER) 2359 22 (ex vivo)o

18.1.2 FRCHF 214 > XU {EHER
Wistar fatty7 v MZBWT, B A7 vaxF—YoifttzikEL, &7
W A—=A6-KAT 75 —EOEEAT S, FEEALZIHT 22 (n vivo)s

18.1.3 1 > ) > 2 RA/ERAK®E
Wistar fatty7 v P OBEHEHIZBNT, KT LA ¥R Y ZEERDA ~
A v EEREED) YL EEFELL, RAT 7 FINA S Y k= )b-3-
XS —BoiEEEITET 5% (o vivo)o

18.1.4 TNF-a FEAMFIER
Wistar fatty 7 v MZFEO 5N L EEHTNF- a A TUEZIIHI L, Zhedk
17 L CHRIAE 2 8983 %2 (n vivo) o

18.2 FERBILEER

18.2.1 AHEDE, EEREOAO2RBERFEEICIAIEE L 7Y 5 v &L
T30mgx 128 M #x% 5 L 7- “EEMILEGRERIC B VT, Z2EREIIAM . HbAlc
DT 1,5-AGD LA EDSNTWBEY,

18.2.2 AR, EEEEICIZ T ANV K=V L 7 % 8 o 280 R 5
BEIZIHIEE A 7)) & & L TC30mg% 1281 HF %5 L 72 ZEHE ML



ABRIZ BT, ZZREEEIIRE . HbAlcd F R,
COTRDPRBD LN TR B,

18.2.3 fgifes:, BRI R TR Z ) R — A %l b 0 2808 R B 12
TH1EE A 7)) & v v & LT30mg% 168 BT G- L 72 B Bt
BWTC, ZEEEFMAE, HbAlecd FREDFED HNLTW 532,

18.2.4 AL, EEWREIIMZ TA MRV I 2 o2 R 121 H
1 7)) &>y & LClomg# 12381, ZD#30mg# 1688 5 L 72—
FEEREGABRIC BT, 2RI, HbALcO FHEARRD SN T 555,

18.2.5 iRk, EBEIFREICINZ T A ¥ A ¥ BH] % T v oo 2B pE R B
WZIHLIME S 77 & v & LC30mg# 1638 B PG L 7z ZEE MR
IZBWT, Z2EIFEE, HbAlcdD FREEDSFED STV 5B,

18.2.6 A ¥ A1) VIRFUMEE A5 B LR E 7 VE (KKAY~ D A,
Wistar fattyZ v M) 12BWT, @R A~ A ) Y IE % BT %,
= A VAN Y REOIVRBEIRIFETVEMW) (A ML T Ny UHERE T v
b)) oEmbE, 1E% S v b (Sprague-Dawley < v b) o IEH MBS 12 (ZAEH]
%ﬂié &“29,33‘)0

18.3 MivERERZE(EA
A YA VIRFIEE A L. PSSR 2 /R 3 Wistar fatty 7 v b Je Uucker
fatty7 v MCEF 7)) & &10~120 $%5 L. 20Kz 7L a—
ARG Lz 2A, 7V a— AL/ 0OI5E 7V 32— A FHOIH K
OA 2 A BRI DFRIEATRD H T 5559

18.4 1 > X VB M%EER

18.4.1 AHBE, WEEO A ATBE, MIFEICNZ TAVE= )V
v L7 F & i o 2R SRR R ICIH IR E 4 27) & 0 & L C30meg % 12
SEREE G LR ERER (S VT — R - 25 VT IIBWT, KRR
K ORFOHERL Y SARKD _EFHZRD 5TV 53459,

18.4.2 4 Y A VKPR A L. MGEEEE R CdH 5 Wistar fatty7 v b RO
i T B Zucker fattyT v MY F 7)) ¥V v Z14H MH%S- L. 208
BRICA v A) v 2 G LA A v A Y G HBOIMBEHE T O#56E )
BOHNTVBHH),

18.4.3 UGB IRIG T HKKAY 7 ADBERNED 771) 2 — 77 L W45 J ORI
FE PR IR OFNRIFE 5~ A > A1) & FSLEF O TAM % BN & 5%,

18.4.4 JUGGHELHE R CdH % Wistar fatty7 v b OJFH 5 OFFEA ZIIHI L. K
AR BT B HEOFIH 2 e 550,

19. BRIHSCET 2 EBILEFR

— R - ¥ 7)) & 3R (Pioglitazone Hydrochloride)

1b:44 ¢ (5RS)-5- {4-[2- (5-Ethylpyridin-2-y1) ethoxy benzyl} thiazolidine-
2,4-dione monohydrochloride

4313\ 1 CioH20N20:S - HCL

i 392,90

AR - A OSSR EOR K TH .
NN-UAFVENVLT I RXUE AT 7 = VIZRREITRLT L, 287 — )L
(99.5) IZHEITIZ KL KIZIZE A ETET v,
0. Imol/LIGFEHHIZIE T 50
NN-ZAFNVENVLT I FER (1-20) 3tz R s 20,

[l srs- v

H
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RUHEGREE

1,5-AGD E&A, i A > A1)

20. BiRV EDEE
ARENIWAREATR N O T, 7V I ¥ o — B IR E B TRIF L.
AT E TPTPY — M6 M) HHE vz &g

i

22, G

(E# %71 %Y >0D#t15mg [VTRS])
1008 [10§E (PTP) x10. #ZMEHIAY ]

(E#F 45U % >0D#30mg [VTRS])
1008 [10%¢ (PTP) x 10, #ZMHAIAY ]

23. EEXH

1) AIZRFEI)  HEE A, 1996 ;24 2597-2617

2) Lewis JD,et al. : JAMA. 2015 ; 314 : 265-277

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

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

5) Hsiao FY, et al. : Drug Safety. 2013 : 36 : 643-649
6) Saez E,et al. : Nat Med. 1998 ; 4 : 1058-1061

7) Lefebvre AM, et al. : Nat Med. 1998 ; 4 : 1053-1057
8) FHEELE R EWIZE. 1997 5 74 1 1184-1201

9) FLPEE  EWFNFESEERE (K42 £ 2 0DEEl5mg [VTRS))

10) #PAEE  AEPrAFESEERE (K421 £ 2 0D$E30mg [VTRS)

11) RHHCB YS9 5 by b7 a—24P450 (CYP) OfEE (72 b A%k :
1999.9. 2278, HIGHEAHEEE 2)

12) SAi—132 @ Bpik & BF9E. 1997 : 74 : 1627-1637
13) #EREGZ 2 ¢ ERk & WFSE. 1997 @ 74 © 1217-1226

14) FTFrBII2 Bk & BFZE. 1997 ¢ 74 © 1540-1556

15) ¥7 74 FR3EH & OMEAEM (7 2 b A§E:2008.12. 227KG8, FHERET)
16) FeFBHI37 k& WFge. 1997 5 74 1 1250-1277

17) ey« Bk & g, 1997 5 74 : 1278-1306

18) 9o - Ek L WFgE. 1997 5 74 © 1491-1514

19) 9 - kL WFge. 1997 5 74 © 1515-1539

20) FRFRCELIZ 2 ¢ Bk & FZE. 1997 5 74 : 1614-1626

21) FTEEIIL Btk L FgE. 1997 5 74 1 1557-1588

22) HerEEEH Bk L WEgE. 1997 5 74 15891613

23) EINES MAHGER (IR0 AOBERE) (727 b A§E:1999.9. 22K52.
HRE AR b . 1)

FEIANSETARRRER (A VR =v o L 7l & MR 0 285 R) (7 2 b Agi:
1999.9. 22772, HIGHEHEZ b . 1)

EPWEMARER (a -7V 3y 5 — BHER & A 028 RE) (72

b A$E 0 2002.6. 17K, BAWREE)

ENEEMARER (€77 F A WREH % @R o285 RAE) (72~ AfE:
2008.12. 22732, A S

P AR (1 > 20) ¥ 35 & R th O 2B0E ) (72 b A%E
2009.3. 24758, AL

28) W1 % FEAIF 2B (72 b AGE 1 1999.9. 22/KE, HIFFEREE R 1)
29) Sugiyama Y et al. : Arzneimittelforschung. 1990 ; 40 : 263-267

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

31) Hayakawa T.et al. : Biochem Biophys Res Commun. 1996 ; 223 : 439-444
32) Murase K, et al. : Diabetologia. 1998 : 41 : 257-264

33) MM (F2> © FEL L BHE. 1997 ¢ 25 337-343

34) Kawamori R, et al. : Diabetes Res Clin Pract. 1998 ; 41 : 35-43

35) Yamasaki Y, et al. : Tohoku J Exp Med. 1997 ; 183 : 173-183

*%24. XWFEKERVHVEDESE
TAT M) ARIERH AN ATAANA 2T A= a v
T106-0041 FEHELRA G — T H3H LT
T =5 AKX 0120-419-043

26. BERTRES

261 BB
JAT7RIZANVRT7ERZH
RABERMME—TE3®1S

#426.2 BRETT
T4 7 ) 2R AR
RREVEXMmE—TH3&E1S

24

fawt

25

=

26

=

27

=

012



