% 20264F4 H SZET (554M0)

¢ 202543 EaT (45340
B A SR A4 VAU VI EE DK1-0
EAER © 3% B RES
ORUERAER- R
EF TV 5V VRIS N ERIESE
€459 0D 15mg [FFP)
E#7U49%0D$t 30mg [FFP|
Pioglitazone 0D Tablets [FFP ]
OD#t15mg OD#$£30mg

T & 3 B = 22300AMX00377000 | 22300 AMX00372000
V) R — BT O & ) T T & AR 7% A 48 2011461

2. 2 (ROEBICFHESLEEVTE)

2.1 LAEZEDEBZK P OAEOHARED H 5 EE (B
2B W CIRBRIMAE R O BN ) AR O Z L e £ 2 b
HULEmEOBINAALNTEY ., /2. BRMIZE OAAE
FHIEH L VWIERIE L EOREDNH D] [11.1.1,
11.1.2 1]

2.2 EHES b— T A, HEREEEIE AL ATEIE, 1 BRI O
BE R, 4 22 2K ERh % SO IE 25
BET D]

2.3 EELFREEEDD 5 EH[9.3.1 =]

2.4 ERELEREEEDD HEH[9.2.1 =]

2.5 EYEIKYE, FTHifE. EELIMEODH L EE [ A
U UEFN X 2 MEE IS LE TN L O TERE OG- 138 &
72\,

2.6 KHID AR LEEUE O B0 & 5 B E

2.7 HHE IR L C W A REE O H 5 (9.5 &l ]

3. #8m - IR
3.1 #Hmk

¥t 75y 0D
30mg [FFP]

Y75y 0D §E

Wit 15mg [FFP

HiE ¥4 2705 Uik
1653mg (¥4 271) % v & L|3306mg (K 27y ¥ > &L
T 15mg) T 30mg)

4 a S Ve R
BRI Hig €427 % v o lgiE

(1 #E)

D-YZh=J)b, N AT—=AF M)A, LFOaFI T
Elrtkla—2A, JOARERNY, A750—ZA, |-X > b
— ), ATTY) VBT AT T L

A

3.2 BFIOMRK

B4 Yt 7)) % 0D §E Y4 271) %Y 0D §E
e 15mg [FFP] 30mg [FFP]

o - K H~ B OERA Y OFsE

E] LiH i EQ1} FLiH iy}
SLEEE
F4 % [ERES o JE& [ERES o JE&
70mm | 120mg | 26mm | 70mm | 120mg | 2.7mm
il FF FF
a—F 124 125
4. FMEEXIFZHR
2 BUNEFRTR

IelEL. FEEOVWTFNHDEETTAEHRMESNTA VR
U VERMEDHESNDIBESICIRD.

1.ORSEE. EFEEDH

QBREEE. EBEECINZITRAILKRZIVLD L7 HIZER
ORFEZE. EFEEICMAT a-JIIY5—EHEAZ
£

GORSBEE. EFEAICINATET T T+ RRERZER
2.BEEE. BBEECINA T, VA VERFI7ZER

5. MREXIFHRICEHET 2:F=2
BHENEAFTT AL, A v 2 VERPUEDHEE S b BEIC
RESTDZ L 4 A VIRPUED HLIZEMWE (Body Mass
Index = BMI kg/m?) T24 L EdH B\ d A > A1) ¥ uhIkAEE
MZEEREMA A A YET5uU/mL PLEET 5,

6. FiENUHAZE

(BEEL. EEBEEOHDIEENUREEE. EFEECMAT
AIKRZWIO UV TEIRE a-J)IVaAYF—EHEERIELLEE
I7 4 RERERZERT BHS)

WHE. BAIZEEF 7Y ¥ v & LT 15~30mg & 1 H 1 [
FHDOTEERISRIE G4 5. b, WA, Fi. ERIC X
D E TS A DY, 45mg & LR ET 5,

(BEEL. EMEECNAT VA VERZFERT %55)
WE, BMAZEFZ) 7y LT 15mg # 1 H 1 &
S ERICRI% 555, 2B, WHl. FEif, ERIC X Y E
HIEH ST 525, 30mg % LIRET 5,

7. HERUHEICRHET R
7.1 FES LB E (RS SN TW A DT, HEICHEST

LA, FEOSBICEE L. 1 0 1H 15mg »54%5 %5
A2 EDET Ly, [8.1. 11.1.2 2]

7.2 1 H 118 30mg 7*5 45mg \ZBiH L 72 % 1 RIE AL L 72 4
ML HALNTVWDLEDT, 45mg [ZHET 2561201k, FED
BHIHETAZ L, (8.1, 11.1.2 ]

7.3 422 Y EDBRBHICB W T, FEAZ G STy
LZE25, 1H 1 15mg 2 5H%5- 2G5 2 & A%
AT B AL RIE S OV AN OSEIR - iR oIS L
MHHEEICIT) &, 2720, 1 HEE LT 30mg #2820
ko [8.1. 11.1.1, 11.1.2 =]

7.4 EiETIE, 1 H 1A 15mg 2 b %52 BET 5 2 LA
LV, [9.8 ]

. BEEGERNER

O EBRIMEREOMINC X 5 &% 2 5N 5 FEDEI 258
L. F0AREDBEED L VIIRIET A2 ENHHDT, R
MOFRIE, SR AERN. EROZLIEZE L, BEISAS
N7 AIIE B ICARIORM 2 kL, %3235 &) BE%
BES 52, [7.1-7.3, 9.1.1, 11.1.1, 11.1.2 =]

8.2 LEMXEERUMIILEMALRSH SN, EnHLDT, EHY
BN BRI 21T % EHIcBlgE L, BEH0 bzl
HIEHREG F i 203 5 WIEHET 5 2 SEEICERS
T5ZE,[11.2 BH]

8.3 JEBEICIFHEAERLE 24T B 70 S B 2 5 A A e A L2 T
REME 2 EME L. BEDEO SN E I35 2 kT 5 %
WY A MEERIT) 2 ko [11.1.3 ]

8.4 KIMELIEC T2 E2H5DT, BEII LI K O
ZOMUSFEIZONCTT T2 28, [9.1.2, 11.1.4 &
il

8.5 KA & H G SN/ BETEMEOFE ) X 7 3 IN$ % Wi

WA EEICIEETELVDOT, UFTOSIZEETLI &

[15.1, 15.2.1 Z&]



CBEBE R R O BB G AR A 2k, . FRIS. B
BEsE OB % A 5 EGIIERF OB OBt 45
W FE L7 BT, 5o EAEEICHETA 2 L,
RGBS . BE I FOFRIENIEIEED ) A2
FEoICEHBA LT O%ETA 28, F2, S HICMmR,
IR, HERIREOIEIRATTRD SNzt BEhIC%
L L) BEIRET LI L,
ARG, EIC RS A L. BE AR S
BliE, WEYRME LT Sk, o, BHRT RO L
Ty ToRBlgEziT) 2 &,
8.6 &5 AGA I, IMAE, JREEZ ERIICHEAE L. EHOK)
BafEhrd, 32 HEES L CRIEPA T 2mE101E, 3
IO EREIENOY ) B2 2179 T &o
T BB A T BRI BRI I IEE AN LT A BN B
CEPHSNTBY ., RHNCBOWTLMEGIH LD THE
5HT E,
B RIMAEERZ R T2 0B 50T, ST, HEF O®
MBFICHEFE L TV L BEF G T2 L EICRERT LI L,
[11.1.4 =E]
9 a-ZVayy—PHEHEAH 1 H 45mg OFFHIZEBITS
ZEEIHET L Ty (EHZRRIZIZEAE RV,
A0 a-7nvas F—EHER, AVRZ)Vy L7 RIER N OR
#o 3 H & RS- T DA OLEMEIMIL L T v, R
AERRE & D EITEH DS C R A EASRO 5N TW 5,
1 B 7 A FRIEHEARHF 1 H 46mg OBFHIC BT 5% 4
PR LTy (EHREERIZIZE A 8\,

9. HEDEREZRTIREICHTIIR
9.1 SHHE - BIEEEZDH B BE

1.1 D ARERREOB ZNDH D I0OEHEE. JRVE. [DEE. &
MESEREZDVEEDSD D EE

TEBRIMEREOBIMI LV LR EEFIES L BENTD 5,
[8.1. 11.1.1, 11.1.2 H]

9.1.2 BIMEELRCITBZTNDHDLUTDEERIFIKE

- T AP RE R 23T R R RE R 2
CSRERNELIREE, HLACIKRE. ASHIEZ: ARG AFHEIE O
IR AL FEGGIREE

<L WG A

CEEED T OV a2 — VIBIE

[8.4. 11.1.4 =]

9.2 BiEEESEE

9.2.1 EELEKERESESE

B LanwZ &, (2.4 2]

9.2.2 BEEEEEE (EEUTEREREZSEEZR)
BEEIHREG T L,

9.3 FFEEEEEEE

9.3.1 EEISIFEERESEE

BELAVWZ &, ARETICFETRHISINE 2O, EFET S
BENDD 5, [2.3 2]

9.3.2 FFEEEEEE (EETITHEEEZSEEZIRL)
BEEIHREG T2 L,

9.5 1FiF

TR AR L T B AR & 2 IEIIZ S L nwZ &,
F v P ERETEIAR G- 3ERT U, 40mg/kg DL EOBETHE - BaIE
O EME, HAEROEFROBMHEA, 7 FEETRRINE
G- ClE. 160mg/kg #ECHBIW O ALRES ZNZEh
1B, IR - JBIBECEOEENA LN TV D, [2.7 ]

9.6 3w

HE EOFREN B EOG ST EE L. ZILOM
il E a2 . BWER (7 v M) THITRABATT
BT ENHESNTNBY,

9.7 INR

INRER IR &L RERBIEEM L T,

9.8 S

RIVEHZEBLCRE L, B2+ Blis L 22 G EEIZRT§

5Tk, —f%
10. #8E{EA

[ZAEFEREAME T LT b, [7.4 2]

ARANIE L LTI SR CYP2C8 T S 1. itk
DI FREHHNBEG S 5, [16.4 2]

10.2 HAER

(HAICERISIL)

ANVEZ VT LT R
S F)

Y7 T A RRIEH
RN A A Vo
W HESE
a-7NVay ¥y —+¥H
EHI

DPP-4 [H5EF)
GLP-1 7 F 1 7 #iF|
4 2R K

[ 11.1.4

16.7.1-16.7.3
M ]

&

e

Nnsd 0T R E
LG ERBT A% E
HEERIZRG AT &,

S BRI B | T - BT
AR PR & 3T % 52 | B I Gt I T/

FOBEERIZ X 0 Kb
DY) AT DHIINT 5B
END D5,

BRI 38 e Y2 o Ifi
A L S B
WETT A IEHI AP L
TWHE
W R 9 FH 36 o> A e
TERA % ¥im3 5
FEH

B~ )

A1) FOVERF]

E /7 I VR LEE

F L EH

74 77— RO

T N TLAE T 341

TIVT ) v
BRI T 2 o 1 A
TIEM % W53 5
A

VR 2 NS

B B E ARV E

LRI RV £ v &

ERROPEHIZZEIZ
KA = GHT 2512
VPR IE ISR O 1
DFEFN LI O EAE
MICEET LI,
RHEIDA > 2) VP
B ATmb 5 2
LI X BB E

BEYbHZ k.

I N 1 o> 348 50 3L
IZEIIC £ Do

DA SV AN 40))
CYP2C8 % #% & ¥ %
3H)

V77 ¥y R
TLEEF ) F Y
@ AUC 7% 54% MK T 9

CYP2C8 % #%#E3 5 Z
LA XD ARF OH A
RESND EEZZOHN

% L OHENH D DT,
V77 ¥y e
92 By A 1 URE A FLR
DA T BIE L LT
AT ARE & =
THIE,

%0

1. EIfER
ROBWER DS HbILE T ENHLDT, B o197\,
BEEHPRRO NG E TG 2R IET 5 7 Y] 22 L& 2 4T
Tk,
1.1 EXFEIER
1.1.1 DAE GHEARH)
ODAEPHEIED 5 VIIET A2 & ALHD T, FIE, 28k
RERIN. OASREIR - Bl (B, BiE. Ol
KE) DR LNIEIIET TG 2k L. v— THRRAIEE % $%
G450 BB MERIT) 2 Lo FICOALSRIEDOBZF O
HLHLBEBOBF IS T HERA 22 Y LT 5B
. OREOBBEICEET AL, [2.1, 7.3, 8.1, 9.1.1 &
i
11.1.2 ;& (8.2%)
TEERIMAE R O X 5 & F 2 5N AR b LG E 12
F, WED LTI T A% EEYRNEEZIT) 2L, T
DILEZ L o TOHORERDCLE L 2 WHa12iE, LI TV



—ZFRA (70t 3 FE) ofkG5E2EETHI L, [2.1.
7.1-7.3, 8.1, 9.1.1 /]
11.1.3 FFEEEES. &|E (HEARH)

AST. ALT. AP % 0% L\ EA %20 fFRER S, #E)s

HobNDEZENDH L, (8.3 2]
11.1.4 {EM#E (0.1~5%Ai)
T BERIFHZE & OBEH T, IRIMIEERD D 5 b b 2 Db

%o MRIMAERARED b 72356

KD HVIEIPEHL TS

PR 2 —F 21 2 205 5 WIZEE T 5 4 SEEC
B35 28, /2. AFOHEGIZ X ) RIAEGERATTED 65
HAIIIE R 2 E O RN BT 5 S A E YT
o 1272 L a-7Vvay ¥ —EHER & OBHIZ X 0 ARIHEE
RDFRD LN EIIE T FoEeikE452 80 ek, il
PEERIE A~ A Y HEHFEICS C ABNTWwW5, [8.4. 8.8,
9.1.2, 10.2 8]
11.1.5 1EREHRIARIE (SHEEANIA)
AR, B, CK L&, bR ORpIFrae sy 5%
e 3 2RO RRED D S b b 2 DD 5o
11.1.6 FEEMERmR (BHEERH)
FEE WG, MRS, T oRE (RE) SEo s hi:
A, BRI XM, I CT. g~ — 7 — S0k
HErRERL. BEDROSNLEE I, B EFIREL, BE
FHEANVE O GEOBY) HEEZITH 2 L,
1.1.7 BEBOBER (0.1%Ai)
*%11.2 ZODOEWER

5%LLE

0.1~5%Aif

0. 1%

B

m{,ril+ 1)

i, Pk
WA I
A

TEsR G

M EF
g Feg R 2) |
L & E
HEDL BE,
Mg #8158 %
PRI AL

Bl - e
EEIZIEN
R BANY 2
IS8 0 R G B
T AT
BRI, &
AR

JHF

AST., ALT.
AP . y-
GTP ® |5

ERUEL R

DEV, &S
DX, HHIE.
IRA B,
Bi e, L
o'

Z 01

LDH & U CK
NS

BUN M U8 %
DR AFNNOR
A WEEAK
[0 IR
O, FE
K OIREH D
i, gy

BRI, 55
NIt eagiih
HEFEEIZHES
B PR A 1 A
FEDEAL

BPTED | HEIR
P31k 2 B A
D % E X%
i—%;g‘i\‘]j’; 4)

H4) EE. BEENCEoTHEbNG LD D, HIIK
TEEOFE DR NG E IR R & Z5E L E
CIEEAT) Z ko

14. BRALODER

14.1 FRIZZHIFOER

14.1.1 PTP @20 #HIL PTP ¥ — M2 50 ) L CTHIRH 5 %
IofgET L L, PTP ¥ — hOREEKIZL Y WV E AT E
AT L, B2l B2 LR S0 mE 24
BHEX BT L2 D b,

14.1.2 AHNIHE O EICORTEREFZH ST & RET L7720,
Kz LTI TH 5o T72. KTHRETHZELTE B,

15. ZDMth0FR

15.1 ERFRERICE S B
WA CH L 7B R R & b R & L 72259 (10 4R ok
HEL T R — MFZE) 1BV, BEORE ) 2 7 ICHEMHEN
BHBEZEIRD L NRno 7205 BENEOZEY 2 7 8 mon]
REME & 7RI 9 2 R 8 b i ST 99, [8.5, 15.2.1
Z:H ]

15.2 FERGEAREERICE D < 1EHR

15.2.1 v RO~ A2 24 » A MGEEIR S L7-35)T
X, T v MO 3.6mg/kg/ H UL EOFEIZBERIEE A3 5 172,
[8.5. 15.1 =]

15.2.2 FEM KM I iE  (familial adenomatous polyposis :
FAP) OEF VI TH A Min <7 AZHE (har) ¥y
Kooy 7y y) BEO%G L8 2A, Wl O
DREEZBREEEDHEDH LD

16. E¥EhEE

16.1 MAREE

16.1.1 RiEHRS
B AS T 66)) IC1IH1IRBEXZY ¥ e L T30meg % 9 HE
(2 HBI3HSE) SR OPES: L 720, RE(LIR R LA AR (R
TR+ M-I ~IV) OILFEEIE6~7 HH TIHTEWIREIEL, K
G E DEREE VLD EEZ 5N 59,

16.1.2 EYFHIEIE MR

(ExZU%vY> 0D 15mg [FFPJ)
¥+ 7% 0D§i15mg [FFP] £ 727 b 24815 %, 7 0 AF —
—FlckyERENLSE (KX 7)) % v & LT 156me) EHERAEF
VA AR EA R 9% 5 R TR R Ok & LCHRA) L CufdEdh k251
R A E L, BN HRE ¢ 5 x —% (AUC. Cmax) (22w
T 90%E HEIX M TREHENT 2 1T - 724& . log (0.80) ~log (1.25)
OFPFANTH V) . WEHF O LR RS HERR S 720,

(1) KTHRA

W) MR 2 Ee (3 4 HIC L EREED) 12479 2 &,
12) [8.2 BIH]
11 3) YHEIOBRRER T, L2 B W TEITO R EA-)
BOLNTV D, ENDEEFERT — 5 N— A% F 750
HTIRB LIS, X PRV UERESEREA L LTS
7)) & BB EAERFN BV TEI D) A 7 OBNASTED
5N TW5BY,

HENT A—F BHENT A=Y
AUCo-48 Cmax Tmax t12
(ng - hr/mL)| (ng/mL) (hr) (hr)
¥4 7)) > 0D
% 15mg [FFP 7819 +2023 799190 |1.6=0.6|7.0+x1.7
77~ A$E 15 8444 1759 869+181 |[1.6+0.9|6.1x1.3
(Mean*S.D., n=20)
1000
5 800 —— L+ &Y ODSE15mg FFP
E —O— T/ MASELS
\_%D 600 Mean=+S.D., n=20
X
LS
T 400
&
= 200
0 1
0 8 16 24 32 40 48

s (hr)



(@) KiFUTIRA (79 bREE 15 [FKTIRA)

HEINT A—F BHINT A5
AUCo-48 Cmax Tmax t1/2
(ng * hr/mL)| (ng/mL) (hr) (hr)
Y7 4y 0D
% 15mg [FFP) 7864 + 2996 786+234 |2.0%+1.1|7.0+1.8
77k A§E 15 7651 1927 793+238 | 1.9%€1.0|7.0+2.5
(Mean=S.D., n=20)
1000
S 800 —e— 4/ )4/ ODEEL5mg [FFP)
E -O— 7/ hABELS
éo 600 Mean=+S.D., n=20
X
K
£ 400
g
& 200
0 e 1
0 8 16 24 32 40 48
g (hr)
MEHIREENF N2 AUC, Cmax D/ 8T 4 — &13, BB oFIR, 1K

OFRIIEL - KRS OB & o TRL D WREDS D 5o
(ExJU%Y> 0D f 30mg [FFPI)
¥4 21) % OD 4 30mg [FFP] & 727 b A§E30 2, 7 0 AF =N
—FElCEhEnERL$E (B4 7)) 5L LT 30mg) A AL
(A IR 8 G- OR TR LUK LTI L Cilndg R4k
RIREEZWE L, 155 N WERE/ 7 2 —% (AUC, Cmax) 122w
T 90%IEHEIX 12 THERTEAT %247 o 72452, log (0.80) ~log (1.25)
OFFANTH 1\ T HH] O =W ER R SR S 17zt
(1) KTHRA

HIENXT A —F BHEINT A—F
AUCo-18 Cmax Tmax ti/2
(ng - hr/mL)| (ng/mL) (hr) (hr)
¥4 27) % 0D
% 30mg [FFP 13860+3063 | 1384+351 |1.8+1.1/6.9%+1.5
77~ A%E 30 14682+3975 | 1382+435 |2.2+1.4|8.7+6.0
(Mean=S.D., n=20)
1800
1600
—e— AU » > ODEE3Ome [ FFP
3 1400 .
= —O— T/ RAEE3D
& 1200 B
= Mean=+S.D., n=20
T, 1000
i
2K 800
g 600
E 400
200
0 L L f L | E— ]
0 8 16 24 32 40 48
E#FEEJ (hr)
(2) KIFUTRA (72U bREE 30 [FKTHRA)
P 8T A% BEINT A—F
AUCo-48 Cmax Tmax t1/2
(ng - hr/mL)| (ng/mL) (hr) (hr)
Yt 7)) % 0D
% 30mg [FFP 13394 +4205 | 1312509 |2.7+1.1/6.9+1.3
77 b AfE 30 140213813 | 1236+369 |2.2+1.5|7.7+1.8

(Mean=S.D., n=14)

1800
1600
1400
1200
1000
800
600
400
200

0 1 1 1 1 T
24 32 40

[REf#] (hr)
MAE R EEIE U2 AUC, Cmax %0/85 A — % 13, #ERE ORIR, Kk
OFBUAEL - FREORBRGEM I L > TR L D WEEEYD 5,

16.2 MRUX
BERE AT T (8 6) 1B ZAERICELX 7Y e LT 1M
30mg % HLAREI 32 G- L 72K, SRR G128V TREIRD Tnax DIER
B S N DM REALR OIS HE TR /8T A — TR E R ET R
L BEICIZHEBIIIILEAEZVEEZONDEY,

16.4 {5
Y 7)) &y of#HIZIEF P 70— 4 P450 1A1, 1A2, 2C8. 2C9.
2C19. 2D6. 3A4 ODEHOG TN G L Tnb, F72, €75
Ve MF M7 u— 4 P450 TR R 7 1y — 2 OREHETEIC L
T. F b7 10— 24 P450 1A1. 1A2, 2A6. 2B6. 2C8. 2C9. 2C19.
2D6. 2El. 3A4 1213 A LHELY 5 2%\ (in vitro) . [10. SE]

16.5 HEitt
EHERABF (14 61) (222 YA 277 ¥ v & LT 1 H 30mg % H
IS L7z, FRAICIZE & LT M-IV~ VIZSHEE S v, $565-# 48
R & T o RBRA PRI IR 30% TH 2,

16.7 EYMEE1ER

16.7.1 RILiIk=ZILDOL7HEI
ANKZNWILTH (FINY2FIR, ZO7 59 F) fliffo2R]
PEREE OF) LT 1HIRELFZY) &Y e LT 30mg %
7 HRIREOHG L2, ¥4 7 ¥ VY ORZER L OEEILE & E
(RZALE+ M-I ~1IV) DI I EHREO D 2 BRI RFEES T
OFRFERLFEBLTBY ., T2 ZAVFRZ VY L 7RI O H RS % OY
BEEERICEEIIASN TV WY, [10.2 K]

16.7.2 a-J)ILav 5 —CHEEE
R R— AR 2 BIFERFGEE (260) ([ L T 1H 1Y
7)) &8 LT 30mg #REAHESL- L2k, U4 7)) & v ol bs

it GREUE + M-TT~1V) O iEes i3 Ao & L3 ALk

= L7 HEER T o 2 TR IEEE TORREEELL TV BED),
[10.2 BH]

16.7.3 EJ7F 41 RREH|
A NN VARG T O/ERASR T 1460) LT TH1EY
F 705 LT 30mg OIS L2k, E 7)) &y oL
EWETF REME+ M-I ~1V) OmMAEEIZEF 7)) & v By
LR OMHERAB T TORRE LML TV 510, [10.2 2]

17. ERFRRE

17.1 BHERULLEICET 5558

17.1.1 BN D8:458. S MR
QMEIREE 2% RIC, THIHES 7)) Vv & LT 15mg. 30mg
WiF 45mg & ¥ G- L ZEERILE R & O KRR BV T,
WA MBS 35 BEASE-A & M7z 821 Bk ( [vh&spret | Dlb) (%
50.8% (417/821 1) T BW10-20
512, BUIHEGRE (28~48 HMLLEIE) T, Z2E I bE & O°
HbAlc O FREEFHE L. EMORBIGIEA SN, 2 LzMpEa > ho
— LAES NTW 52920
BIVEFIZEBUEREE 1S 13.2% (128/969 B) T, FEARREIEHILFIE - < &
(79B1) THo7z,

(BEEE. EFEEDHD 2 BIHERRK)

17.1.2 NS MEER
ITHIEEAZY %Y LT 30mg % 12 #E#HS L7224 %. HbAlc
(JDS fif]) 13 1.08+1.47% (63 BIOFIGMH = fEiERZE) O TR0 5
hfb‘ézo)o
BIVERZSHUEEE 1X. 16.9% (13/77 B1) T, ERFAWEHIGIFIE - & A
9%1) THotzo

(BEEE EHEEICMA TRIVIKRZILY L7 ElIZERDRO 2 BUIERR)

17.1.3 BN MEER
ITH1EYA 27 %V & LT 30mg % 12 MG L2454, HbAlc
(JDS i) 13 1.24+1.33% (56 Bl FIME £ IEHARE) O TR 5
NTwanpa,

—o— A4 ODEE30mg [FFP
-O— 7 /b A$E30
Mean=+S.D., n=14

(ng/mL)

1E

=

I R

48



FIVEF S BUBE RS 1X . 10.5% (8/76 1) T, FE2EIEHIZFE - & &
(3#1) THotzo

(BEEE. EHEECNZAT a-J)Ibay5—CHEES=ERRD 2 8
HERRR)

17.1.4 ERSEMEHER
ITH1EEF 7)) & v & LT 30mg % 16 %S L7255, HbAlc
(JDS ) 13 0.91%0.89% (55 O Pl + fEikfF2) O TREAFRD S
ncns®,
B ARRRAE O 2% % e RIVE 23 67.2% (43/64 61) |
EIEREIFIE (661) THo7z.

(BEEE BEBEECMATES 7« RRERZERDD 2 BIFERR)

17.1.5 BN MEER
1A1IMES 7)) ¥ LT 1omg # 12 AR, 2D 30mg % 1638
%5 L 72564, HbAlc (JDS i) 1 0.67+0.80% (83 D F-3gfH + {2
AR OTEIEO LN TWLD),
BRI OB 2 & HRIER 25 15.7% (13/83 6) 12380 b, £
BIVERNZRIE (3 60) . RAYMEFAE. FAEHE 2 O° BNP L& (% 2 61)
HRETHH72,

(BEEE EFHEECIMI T, VAY V&I ZERBO 2 BIFERR)

17.1.6 ERNSEMEEER
ITH1EEF 7)) % v & LT 30mg % 16 %S L7255, HbAlc
(JDSfif) 13 1.22+1.11% (45 FIOFIfE + AR #E) O TR 5
TR 52,
EERMAE O B % SO EITE A 66.7% (40760 1) (28w bh, £k
FIVER AR IAERE (20 1) . SRRYPESFIE K OVl LDH 38 (4% 11 1)
RETH-T2,

-2

— ity

HHN, Tk

18. FESHFIE
18.1 {ERtERE

EF TN T I VA VZFRDA A UG DR L
TA VA ARFUE 2 W L 2380 DA AR 2 0] L. AR 2
B RN 2SO Z & T S5, SO, 1 v 2 Vb
DERTHHMILANA » A1) VERIERELZ EFLLT LI 81285
CHEM E N BD),

18.1.1 KRIEHERICHIT D1 VAU I1ERAIERE
Wistar fatty 7 v bO®BB L T AHIZBNT, £ XA YOEH (77)
a7 AT OB TCEE ) AR5 5 (ex vivo)o F 72, Wistar
fatty 7 v b OREISEILFEBIRELHLAL R O HEERR LI BW T A A
) Y ORI (7)) 3 — AL R OHETR B A B UHEE ) 2 38583 529 (ex
VIvo)

18.1.2 FFICHIF D1 VAU I{EREM
Wistar fatty 7 v MZBWT, FFCBIF A7V axF—X oGtz it
L. ZVa—ZA6-KA7 7% —VOHEZET S, HEEd % 9+
239 (in vivo) o

18.1.3 41 VAV VSHAEMAEE
Wistar fatty 7 v b OFHEMHICBNT ART L2A Y A U ZHER D
A YA UREEEEDO) VLR IEEILL, RAT7 7 FINA ST b
—V=-3-F F—E¥DiEEE LT 53 (in vivo) s

18.1.4 TNF-a E&SINHIER

Wistar fatty 7 v MIF8O O N5 EEH TNF-a EATGEZIIHIL, 2
N EALAT L CRs e 2 B985 532 (in vivo) o

18.2 HEXHEIER

18.2.1 A, MEWEOAD 2 TPERFEZICIH 1Y 7)) ¥
Vol LT 30mg % 12 8BS L EEMRILEGERIC B VT, 22
EEfAE, HbAlc O FF, 15-AGC O RO SN TWBHD,

18.2.2 AHEEE, EEEICIMACTALAZ VY L 7RI Z Ao 2 R
FERBEZICIH IEE S 7)) ¥ > & LT 30mg % 12 38 E b5
L7z ZHEEMIILERBIC BT, ZZERMEE, HbAle O T, 15-AG
DOESH A A YO TRENED ST W52,

18.2.3 fFEE, EEREICIA TR R — 2 2 R o 2 BUEE R
BHEICIHLIRBEFZY 7y e LT 30meg % 16 M H%ES L=
EEBRILEBGERIC BV T, 2RI, HbAle O FREAED ST
625)0

18.2.4 iy, EMEREEICIA TA MRV 3 v E T o 2 TR RIE
BEICIHIMEAZY %y & LT 15mg % 1280, ZD#% 30mg *
16 ARG G L ZHEERILERBRIC BT, EEEE. HbAlc
DT EDBD LN TN B0,

18.2.5 frEiiik, EEWREICINA TA v A ¥ 85 & i th o 2 TR
WEFICIHLIEES 7)) ¥ > & LT 30mg % 16 BB x5 L 72
CTHEEREGERICB VT, ZERIMEE. HbAle O FHEARED 5T
W52,

18.2.6 1 ¥ AV VikbiME %A T 2 ALGEEL 2 BUFE R 7 VB (KKAY
< A, Wistar fatty 7 v b) I2BWT, EIEROE A >~ A ~IUE
T Do —H A VA) YREZD I BERFETVE (A ML T
MY UREIRRE T v M) OFEIME, IEW T v & (Sprague-Dawley 7 v
b)) OIEH ML SR % 7R & 222939

ek
%

18.3 TitHERECEER
A VA VPR A L. IHERER W % R 3 Wistar fatty 7 v b RO
Zucker fatty 5 v MY A7) ¥V v % 10~12 RS- L, 20 BeRHi
BRIV —AEREG L 2 A, Zba—A5801%E 7 )V
I—ALHOMEI R TA ¥ A VB 5 WOERAED 5 Tw
73#9),33)O

18.4 4 VRV VIBHEE(ER

18.4.1 ¥k, EEREO A T AL, EEPREIZINA TANVEK
S L7 HI AR O 2 BERBEEEICIH I 7y 5ok
LT 30mg % 128G L - REERR (FVva—2 - 250 7)
WBWT, WML CIFORERY AAFEDO EANED 5T
73734),35)O

18.4.2 1 v A VIEKFUMAEE G L. EEERIE CdH 5 Wistar fatty 7 v
b O T d A Zucker fatty 5 v MIYF 7 ) ¥V 0 % 14 HEHYS-
L. 20 B & RIS v A ) v a5 Lz 2Ah A VA Yi5HD
MR T OBEHRATTED 5T 5293

18.4.3 HURIBEIR T CTdr 5 KKAY ¥ 7 A DRI D 271) 2 — 4 2 lis
ORI E2 0 A PR AL AR O AR IR G T 3~ D A > A1) & HIEF O FERL D 5A
AEHEINS 453,

18.4.4 NG BIUME R K T A Wistar fatty 5 v b DJFF2> & O#ERELE % P
L. RHHREIC B ORI % E e 530,

19. B3RS (CRET DIE(EFMAER
— RS FS - Ex ) & Ui (Pioglitazone Hydrochloride)
1t#4 : (BRS -5- {4- [2- (5-Ethylpyridin-2-yl) ethoxy] benzylf
thiazolidine-2,4-dione monohydrochloride

4373 - CroH20N203S - HCl
ST 1 392.90
R R oSS EOM K TH Do NN-FAFIVERIVAT

IRUEA Y 7 = VIZRRBE TR T ¥ /=)L (99.5) 12
B2 L KIZIFEAEEIT RV,
0.1mol/L EERTE BT 5o
NN-YAFIVANVAT I FEHE (1-20) ML R S v,
bt
H

N S
| =0 -H1
NH

(6}
T O HE R

20. RV EDER
TV Eu—BERIERA B CTRIFET 2 2 L,

22. @&

(ExZ V%Y 0D§E 15mg [FFPJ)
(PTP : #Z##IA D) 100 $& (10 $E < 10)

(x5 V%Y 0D f 30mg [FFPJ)
(PTP : #z8#IA D) 100 & (10 §& x 10)
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