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(BRS)-5-{4-[2-(5-Ethylpyridin-2-yl) ethoxy]benzyl} thiazolidine- 2,4 -dione monohydrochloride
(IUPAC)
) AEY R
1-(4-{2-[(3-Ethyl-4-methyl-2-oxo-3-pyrroline- 1 -carbonyl) aminoJethyl} phenylsulfonyl) -

3-(trans-4-methyleyclohexyl) urea ITUPAC)

6. BA&. &, KBS, T5ES
f¥ 2 — F : AD-4833SU



Il : FxhACBId 5IRE

1. YEEFME
(1) 448 - 1K

Er o) & R
AIE A AR ITRESEDOB R TH 5.

(HASER )
Y AEYF
AIEHEDREEOR AR TS 5,

(2) & B 4
Y2 & G g
AKEIEN, N-D A FUHBNLLT I FXUT A X 7 = LIZRREIT R T, T4 7 —)L(99.5) 1274
12K <L KITIFE A ERIT R0,
A3 0. 1mol/LIEMEFAIR IV T 5,

(HAHETT)
BEEREICX T 2788 E (20°C)

w4 Kb lg % VAP T DIZHES B VR (ml) ARPEDRBL
N N-VAFLAELLT I 11 BT TV
XA ) —)L 11~ 13 RRBEF T
T4 J—)L(99.5) 165 ~ 175 Bz v
VAR 5 Y WU 289 ~ 301 Wiz v
TEFZ YL 908 ~ 1150 R THEFIZ < W
K > 10000 EEAEET RN

HIE - dHlick %
B&EpHBERICX T 2788 E (20C)

pH* AR (mg/mL) Bt DpH
1.1 6.7 1.0
2.0 0.42 1.9
3.3 0.014 3.2
5.0 0.00026 4.9
7.0 0.000093 6.9
9.1 0.010 9.0

11.1 0.13 10.2

13.0 17 11.2

%pH 1.1 : 0.1mol/L. HCI, pH2.0 ~ 11.1 : Britton-RobinsonfZf#ifk.
pH13.0 : 0.1mol/L. NaOH

(ERHISE S - BF22 )
7Y AEY R
Ay rzaa x &2 IZEFIZ, A&7 =L XIFT & 2 — )L (99.5) ITHied THEIFIZL <,
AKITIFE A ETET 0,
(H A 1)



() % iE 4
Yt 7)) & ViR
25C - 31% RH. 75% RHKX 93 % RHD G M2 14 HERAE L 724, HEZLIZOR & 7,
PR PE LR 6 s - 7z,
(RHIE S, - BFZET)
7)) XY R
AR s L

(4) = (9=, #Ha. BE=
B
Ao g VIEREE 1 193°C (i)
(BRI - BF227)
FYAEYF : §9202°C (4fi#)
(H A7)

(5) MIEEMFRHTER
Er o a v IR
pKa, : 5.8(E'V) Y LHE) . pKa,: 6.4(F7 ) VLK)
(RS, - WEFEAT)
) AEY R
AR s L

(6) MECIREL
X & VG
AfiEpH5.0 ~ 7.0 CIEAERRE IS B S, ThX D BMEROC T LAY P CidpHD L5
MIFE TN & & IRl E < B AHMERL 72,

WA %% (20°C)

pH* PRI (k2 & — v K)
1.0 0.4

3.0 85

5.0 > 1000

6.0 > 1000

7.0 > 1000

8.0 342

9.0 46

9.9 11

* pH1.0 : 0.1mol/L HCI, pH3.0 ~ 9.9 : Britton—Robinson #&f#jif
(ERIEE S - BFZERT)
7Y AEY R
HHVOR L



(7) ZTDMDE LIRS E

A7 &y G
FEYeE © KON, N-9 X FILRU A7 3 FUaHE (1—20) 13586 4R & 0,

(H AL/ H)
Y RXEY R
BN v Y
2. AR DBREXHTICEITI2REN
YA & R
. _ TRAFSAT
wOBo— 1R A7 TR | & R
pirtics PiTica 3%
gﬁﬁg 25C | 60% RH W KVTFLU@EE) | 364H | ZfaL
40C 67 H Zbs L
w50 — wo AT MG T 2 (EK) 37 H X (%99
%*i 60°C 3# A (%Y
Xl | 75%RH ) ‘ ZEfLs L
we | | 25C [ e 77 5 2O (B 64 A
93% RH 2 L
% | a5 B FEFOET (1,000 | oy —L Eysifbe=y | 60HM | Zfxl
*X VSV T TH) | TYRITANLTEST) | 1w | EtaL
(FRHERS, - 2T
) AY R
) 1RAF5AE o
ROB o - RTPI e TRAEHIR | & R
W PUTA i3 b
i%ﬁg 25+2C | 60+ 5% Wi KVTFLVIEE) | 3640 | Zfal
(RS - W)

3. AR OMIHARE. EEE

YA & IR
HE[ YA 7)) & v IERRIE | iEdale X OVE #IEIZ K 5,

Y AEY R
HRR[ 2D 28D P igaEakB L OE mikIc & %,




vV RAENCEEY BIRE

1. #l

(1) EFOXH!

(2) REDHAEROMER

(5)

2. HEOHEMK

it/

BN

7% % Y =7 AFASELD Y =7 Zfie4 8D
G - Al FE~HEAGEORM S HRAGOMA 5 | AG~FERGORN L FEAAOM 5
4 5% e 75 5 HpE
i i i i BN] i
¥ VN —
) \ BY)
2 — | © —
% (mm) 7.1 8.1
JE X (mm) %3.3 3.3
i (mg) 160 200
EAla— K
Bl & 8ELD : ©323
Bl & 8EHD : ©324
RO
HuERs L
Z Dt
A= 19298
(1) BxIRD CEMERS) OEERUHINE
Rt V=7 AfdEEE LD Y =7 A4 8E HD
1 g - 1 gErp -
YA 2 v EsE Yr o) 2 v RE
ARy 16.53mg 33.06mg
(€t 2y e LT 15mg) (€t 2 v LT 30mg)
Y AU R Img ) AEY N 3mg
FABEARAY, e Faefvr 7ot | FJLHEAKAY., e Fedr oLt
la—Z, ZazZApltu—AF b Lau—A, sazi )L xuau—2F b
NI VYL, AFTVVBI T I IL, | )VIL, ATT) VBT I T L,
fmtra—2, RY VL= | 80, | flshbELa—Z, KV ILX— | 80,
- g N L3 | 47 SN L 2 | 4 /3 W = ek
EREENERE

BAL%/9R




(3) # B

BN

3. BDTBHERODERRVRE

54 L

4. 7 i

BAL%/9R

5. \BAT B HREMED & % kK5

BHTHE L

6. REDEERHTICHITIREN

V=7 ZBESELD - HDOREMIWTNELLTO@ED TH - 7=,

TRAFSRAMT
o B - - RAFIETE CRAFIIE | &S R
i P23 b
BN . 0 . PTP +#2h Al + IR+ MR .
E/H\:H'f%ﬁﬁﬂgﬁ 25C 60 A) RH 71_3 U 1_7»_ L :}j)m+$2*§é§ﬂ 36 Vi H 75{{[:& [/
vy =L (R %ﬁf’iﬂﬁ)@:— U
“H gl = BEA (A2, _ _ D65%‘(’§ %7/{}1/&‘(“? Of: . i
AR O (2,0001x) %%(fﬁ%7ﬁbi$%nﬂflmﬁhh rlemt
ol

7. SABER VAR EBEORENM
RN L

8. fHEDEAT( WE{LFHZ(L)
HLRE L

9. WHM

HETEAXZ) 2 VIERE - 7)) ) FEElERMEIC X 5,



10. A2 - TE
(1) FEPVELREEE - TE. HEBIPEHLRIE - AXICEET 1558
BN

(2) Ak
(V=7 Zlid&$e LD)
PTP &% : 100 $& [10 $& (PTP) X 10. #ZMAIAD]
(V=7 ZlidA$e HD)
PTP &% : 100 $& [10 $& (PTP) X 10. #ZMAIAD]

B) FREE
BA1%/9R

(4) BROME
PTP@% : PTPY — k. HZkEAlL NS, #GH

1. JEREI NI EME

54 L

12. £ O 1t

BAL%/9R



V : AEICE T 5IRE

1. RBERIIRIR

2 BIYERIR
22U EFTUEYBRIBERVG XA EY FOHRAICE 2 EESEY EHES N BI5EICR
%o

2. MEERIIHRICEHET 2

5. WEER (3 RICEET 5FR

5.1 A% 2 BUBEIRBIGR D H B E L THOW AW &

52 AKHILD (KA V&Y /7)) A1) F&LT15mg/lmg) 122\ T, JFEHIE LT,
BElcet 2 ) 2 LTC1H15mg XUOZ ) AEY F1H Img 20 LIREERRE L T
WABEA, B 0FEF ) 2L T1 H15mg XiEZ ) AEY F1H Img DHAID
BEIC K DIRAF A EEIC. HERETT5 2 &,

53 AAIHD (Ex ) &2y /27 ) X)) F&LT30mg/3mg) oW i, JFHIE LT,
PRz 24y LT1H30mg KUY xEY F1H 3mg 20 LIREENRLE L T
WBA, HBWEZ U A F 1 H 3mg OHAIDOEFIZ & BR324, i
ERETT 52 L,

54 ¥4 ) & VIRESEOWGRIZ K O ERA53 e 56 O A A FHIZ B9 5 BRGNS % 52
il CTHk 63, AR OREMEICHET 2 50EIIREhTn b,

5.5 KFIFEGHIZEH T, KFOEENREA ) &2 VIGBRIER 7 ) A ¥ ) FOZKHEAO
B & D Y TH B 2 HEEICHINT 5 Z &,

5.6 AADBH I NTIZ, & 52 COBIKIRIGIROEEAR T & 2 Bk, EERE% 57
2o 2 k.

5.7 KHAMHT 254613, 4 ¥ 2 ) VPR HEE SN2 BHEICRETSEZ L, A VA
VIRBUMED H 230 (Body Mass Index = BMI kg/m®) T24 LI Ed Bvid4 v 2y v
Sy RIRRE A Z2ERE iR 4 V2 ) VT 5, U/mL BLEE T 5,

3. RiERURE

(1) RERUCHAEOHEH

i, RAIETH I 1§ (B4 ) 40y /27 AEY FE LT 15mg/Img Xi3 30mg/3mg)
AR R RIS R 5T %,

(2) RERUVAEOTERE - IR¥L
Bk L



4. BERUVHEICEET 2EE

5. ERPRAGIR

(1)

71 €470 2y OF5IC XD RES KRG LECEZBE IR THEDT, ) ALY
F1H Img HAIOEERIC K 0 RA 0 o592 5403, FIEORBBICHEL
Ao ey /) A FELTLHILME 15mg/Ilmg 22 5% 520G 45 2 &8 %
Luvy, [8.1, 11.1.3 ]

72 7)) AEY) F 1 H Img HAIOWBEHIZ & OIRAF 5 A Eims 1253256, ¥4
VR Y/ ) AEY FELTIHLM 15mg/Img 7 5454 Bh§ % Z L A E L, [9.8
]

7.3 ') A F1H 3mg HAIDOWHRIZ X DRIRAT 25603, FE, RIEE 233
LAE¢¢Uafy&bflH3wgéiﬁﬁ¢5_a@@wf&5#@%_&ﬂfé_to
[8.1. 11.1.2, 11.1.3 &H#]

74 ¥4 ) 2 v LT1 H 30mg HAIDOHREIZ X DIRA+T 5 554613, KAl LTs
UxEUF@%%@%(IHOS~hm)#6%$ﬂ®ﬁ@$&%ﬁ52 .

BB — 5 /8y r—
TROFIR R OB ELR A & L IR & s,

H x5 BRI A RERT WA V- HRE
BF HAID AP RS | JE & M1 2 -
5 T | B T mé%bﬁﬁﬂ A Il %ﬁ?uﬁﬁJHﬁmzi
N PERRBR 7N — R
(i) S0 XY R ] N N e
5 T AH T FlA AN BT 2 BRIRSEBIGAER | JEE M 2 Ht kAl AR
P[] . _ ” EE B R EIE 2 v 2 A —
(22) 1M | AT &K BN BE 9 2 o 8 ER S 2AER
. o FH B Aot A
3 i Sk HI38 25
(2) PR S e A (fﬁziﬁﬁépﬁﬁ) _
g Z OO T A
(HFHREIZ x4 5 S AE)

* 727 b ZAFEOHIREHFEEIC BT, YA ) &4 VIERREORSFGHCEA 27 2 & LT 15mg/H &
7 A Flmg/HAPFHL TOEFIRTEX ) £ 2 LTC30me/HE 2 ) 2 E ) F 3mg/H % HEH
U COER & VT — 2 DR & L,

FRPRZEIEEAER
AR E L

RERICREHER

HLPR A L



(4) REERYEER
1) BhEIREERER
FERRR (EREIHERR)
) X FMEHP O 2B EE A RIC, 7)) 28 FICRATIHIEE A2 ) 4
Y/ A F & LT 15mg/Imghid & (31151) 313 30mg/3melid & ¢ (31 ) % A& ai X i34
BRICSEMBEOES U 2R, HbAle K OZE IR MFHE O 514 & OZE LRI, Wiffe &
ICHBLRZENPRD bz,

TR, HEREICMA T Y AE) FAES5S LTI Y ba— LR |
Syl QMIMHIRIR R AR RIZ, A2 2 VIERIE/ ) A ) FESEEA YD
BABG L, 270 A8 FiIcT3E42) 2 VIERBRED FREIZ & 25300
KOt % JEE kBRI K D MG L 7=,

OBR oo R | JEEM. Dl dtlE R

o) 5| 2RUBEIR R R

(1) xHHRBI S BRAA IS (— 438) O 2 4 8 K OxHa g his, @ O 3k,
FEIFRE (G BE a3 A) 2 FML TV 54

(2) xRS BRAA I (— 458) O 75 4R K O TRBIEIHIZ, ) 28 F &
— DY, HE 1P 1mgXix 1\ 3mg, 1 H 1R, SR XiZsA ) T
LTCW3FH

(3) KT HAE SR IE 258 1% (— 238) OHbAleA3 7.0% VL F10.0% Koo 2%

(1) xRS I BR AR I (— 458) 038 25 4 AR K O HRBIZ- Az, 270 2 © ) R LY
SEOFERBERESE (4 v 2 ) VElE A &) A5 X h -

2)BFITEFIT AL LT, XFERTF 7 V) vy ARG I

T 2 B b e | (3) BEIRAIICH & A IFRERERE S [ 2 IXAST (GOT) . ALT (GPT) A13&H#E FRRD 2.5
ULl obd 5

(4) BRER IS & 20 2 i HREREH [ 21X 7 v 7+ = v A Ul FRRo 1.5 6500 E)
DhHbHE %

il B | 6211

W B0 H W

F 7 B R U

R HE TS (4 0) R (8 M)
BlagE (Bt 2y v e LT
15mg/Z" ) A ¥V F 1mg)
BlagE(Er ) 2 v e LT
30mg/Z' ) A Y F 3mg)

15mg/1mg $Ef5HE | 770 A ¥ F 1Img

B 5 B 50mg/3mg E5E | 20 A K ) K 3mg

1 H 1 AR OTFE#ICRORS.,

53 25O A GHERNDOIHER) KU 7)) A ¥ ) FORREIZ. THEIER
WIPAAAIE DM 4B D7) X Y FOHBEMOCHE LR —E L,

d: EEEAM 5 B | HbAlc

BRI AT B | 2205 0 ip

VAR T 1D HbAle DZ8{L A, 15mg/1mg $E#4 54 (31 ) T— 0.59 &+ 0.56 %
30mg/3mg FEFRGHE (31 4) — 055 +0.64% CTH . WTHOLGHEE & HEE
SRR THE (0B) LI L THBIIKT L2 (b <0.0001. —fEAK t B5E) .

F 72, VRIS T BEE O 2 IE R IR O 28 (b 53, 15me/1mg $EIR 58 (31 %1) T
— 12.5 + 21.67mg/dL.. 30mg/3mg §E¥%5-Hf (31 ) — 29.1 &+ 35.38mg/dL. Th
D, WIHhOREGHE &S TR (08H) L THRIKETLEZ O
= 0.0032 K% U'p < 0.0001. —HEA t BiE) .,

AF L OERBIRHTEE T X 2 WAEHRIT 15mg/ Img $EF% 58 16.1% (5/31 f5) .
30mg/3mg $EFE5-HE 32.3% (10731 f5l) 12A BN, Tk d DI 15mg/Img FEf45
TECHRERIIN. 30mg/3mg $EFSHECHRERIN, HIE, FMTd - 7=,

& - HbAlcldJDSIE TS .

il ES




HbAlc (JDSfH) ZE LIS I

£ 5-Rirfe ZA LR £ - irfie 2R w
%) %) BEARRE (me/dL) (me/dL) A thiE

15mg/1mgfE
7.96+0.76 | —0.59%+0.56| p<0.0001 166.0 =230.2 | —12.5+21.7| p=10.0032
BG4

30mg/3mgHE
P 8.41+£0.68 | —0.55£0.64| p<0.0001 190.8+36.9 | —29.1£354| p<0.0001
i3

(P £ R 22)

2) REMHER
LT L

BE - RESIHS
LT L

BRERYfER
1) FERARERE (—REARERE. JFEEAKERE. FRARELERAT). RERTEHT —
AN—AHAE. BERTEERABROART
HFEAEMRAREAH - 201743 H30H
NEE  REER . RS SOME, AN O RN OMEREIZB§ 2 EHEE 14 558 21
3EALPENETONTIIZEEY LAV,

2) ARBEAELTEBTFENABTRISKR L LRE - HEBROBIE
AR

Z DAt
A% L s



VI @ EEEICET 51HE

1. EIBEZHICEED 21t II{LEDE
F7 ) Y v EEA
ZILsk =)Ly L7 SRR L DR RS T Al

i PO S 2 LAMOMEE - RF L, BHOBNLEEZMy LT L,

2. EIB(EH

(1) 1ERERfL - fER%F

YA & v IE

B2 2 ARRN (AR, BRI e OCIPIIC 2 4 » 2 ) ViR 2 868§ %
ZEIZED. RIHTEBEOHD AR K UFEDOHRI I 2 (e U, HFi T i3 pE o ot 2 4l L i

Bz T2 5,

WA R EGUSEFREZRIEFT IV OERAR

i

1Ry

o

FRPIAEAY e Rh#E#

ST
S S
—

=

gJua-srran tGE) Y FEERAL HGE IR
fiRNE G Y ey +FE@E)
TNF-a 4 FIEDR

|
[ mmuns +tGB” |
i

11 TR A
(705 J>OfFH

i

FEREE V(EER ¢
FEER V) A & HET 3K

mi @RS |
J

v

MENET

) A F

) A FIEEITHE B RO L2 NERPEA ¥ 2 ) v rmo gt (BER) 12k b, 1
MR TR A RBRT 28D E 25155 %72, in vitro 3RERIZ 351 TRERE JH A DG AL

SEOREAR E TS, 0



(2) Ezha BT 5HBRKIE
s gy v ERE %5
1) KEEGICH T B2 2 EAMSERSE
OYEER V) A A {RHESE R
YA ) 2 v E5ICKD . R TOROHR D AAENHRICHMUL 7z, £72. €42
U & PGl O 22 HE I IRRE A A% 200me/dL L EOBITiE. 200mg/dLATmOHI & 0 &
BEOHD JAA DA FIZHIIL 72,7

WYEE V) A A {EF e RFIM¥E(E B DFEER V) A A {ER
(mglkg/5) %% (mg/kg/ %)
18 | 8
16 -
- # 6l
" 14 li)ﬂ 6
| %
i 101 # o4
# gl =
=
6 ] =
2 -
4 -
2 [ /
0 0

e - 2o RS <200mg/dL >200mg/dL
(n=19) (h=10) (h=9)
mean=®=SD.
Student's paired t-test 2 LM EWilcoxon'sIBLFIARE. ** : p=0.01. * :p=0.05
[HER T E]

WL - AR (R ORER TR CEEIFHE) D&, B B VIFE IR (S ORER TR
X CEBERE) IS 2 CTSUAN A oo 2 RUBS RS R © L 22 IRILRE 25 150mg/d LA
- odE,

5 ®BE ) a2 U EBE(EA ) 2 LTC30mg) A1 HLEL 3 5 AR5 L7,

W OE W ERIABESA V2D Vo 5y T EE TR OBEE D AL E B L 7=,



@OPERR V) A HIREER (v X)
E i R 9 C B A KKAY~ 7 Z O #RRIE K O ffRIc s W T, ¥4 2 2 VIiddE
PEESHHAREIZ bR THBSREEA ~ 2 ) VIR & 2 HOELD AL & AR ic L 72,%

WERE TORER Y A A {EEER WASRHEEE T OPER V) A AR EIER
500 - «
& * R [ s
X700 [ e © 400 [[]:E45U4sJ B
73 L [ e5usaJon 5
) @ w2
2 %500 g 6 900
’7I' § B g %D *T*
2 5 3000 mg 20T
B S i ks T
5 § 100 - T T
S m
===
0——p 20 50 0 0 20 50
(h=6) (n=5) (n=6) (n=6) (n=4) (n=6)
122U A8 (mU/ke) 122y HE (mU/ke)
mean=+SD. IMEBEEDOEY T 3#EIC% L TStudentDHRTE. *%* : p<0.01. * :p<0.05
(B E]

KKA'*= ™ Z (10 ~ 11 EEHEM) I 27D 2 v % 4 H RS (10mg/100gfEH) L. 20 BERsEfr
BN T—Z-U-YCQuCi/7IR) A VA vV EE Lt BRI R OSR]I g
AR L., FRENT Y T =4 Vs K OSRIEIE/y~\0 7' )L 3 — 2 -U-"CHLD 3A L % Hl%E L
770

@7Y) -5 ABRRUEBETVEER (7Y )
NS HOBE PR S C & % Wistar fatty 7 v Dk I AfHIZBWNT, ¥4 2 ) &2 Vi3I 5%
FEBEIC R THSRMEA v 20 v O 27 ) 3 — 7 VAR ORI O 4 A 7 B L 7=, Y

W7 a-5 amuEER WERETTEER
EFT) &Y B BT aY B
2.0 10.0
-------- SFRRE -ennoe e SHERREE
e =
7 E 151 E
) o D
] # g
| = R
5 o 1.0 s
> E f& E
IR 3
B2 o05F °
£ £
0.0l 00L L, ! ! !
0 10° 10° 10* 0 10° 10° 10*
122 R (pU/mL) 22 VR (uUimL)

mean+=SD., n=5

MIBEOEY T BEICX L TStudentDHETE. *% : p<0.001, * :p<0.05

(B &)

Wistar fatty 7 v b (6EEHEME) 124270 47 (3mg/ke/H) % 10 ARG L2, #Biie
SARAEMEEL TN T — 2 LT —Z-5-"HR UM A DEEDA YV A ) v e 4 vEaN—1 3
YU, 2N A= VAR E RO T H B "HO0DE K & F 7=,



@1 > 2 OMBAERIZERBOXREEARA (S Y M)
Wistar fatty7 v F O'BEHIZEWT, €A 20 2 Vi3 La— 2 DAL, ) 3 —
FUYBREEICHBRT 4 v A YREKRORs) - 4 v A YREREE (IRS-1) DY
YIEL, BEUZDORD Y T FIMEEICEG T EPI3(RAT 7 F VML /¥ P —)L3)F
F—EEEPME T LTV 5 EFLLZ, —F. EFET v I (lean7 v b) TIEREIL

ADOENLEDPH72,P
WX ZREE(RS) DY ER1EIC WA R)ZRBEEIRS-1)DY B
RIFTHE ICRIFIRE
p<0.001
I 1
N.S.
80 I 1 p<0.05
I 1
60 — | N.S. |
;2 Or F T
£ =
2§ Lo |
o b o 40 +
y B ot v 2
> < > £
® & ® %
- I |J_‘ o %ﬁ
D e B0 U e S
Sy 0k lean fatty D lean fatty | Sy ko lean fatty L lean fatty |
-] POy [t AV 3V -3 -] ok EF T2 B
mean®SD. n=6. StudentDOHRE mean+SD. n=6. StudentDH{TE
BPI3 > —EEMILICRIFTRE
p<0.01
I 1
N.S
2000 T Il
potsool [ l
[
33
X 2
+ £1000 |-
| o
+ X
&
% 500
Jzl | vl vz
122y>" = + = + -+ - +
Sy b lean fatty . lean fatty |
B SHHRE¥ EF T2 B
mean®=SD. n=4 ~ 6. StudentDti&E
(R E]

Wistar fatty7 v b (6 BEEHELE) 124 ) &V 3me/ke/ H % 10 BRI I35 L 721, 18 R4
WX, 42 VB L URRRE AL, IRsks X UTRS-1D Y Vigfl. PI3* 7+ —¥iGtt
AMUE L7, —F. IE#ERE (leanT v M) IZIZAIED 10mg/kg/ H & 55 L EIRICHRES L 72,



®TNF-a DETEA(Z Y B)
Wistar fatty7 v MZEBWT, EA 2N 2V VIEA4 V2 VRFERIVEICHB L, HOH
DiAAL E ZWHIT A2 TNF- ¢ #HEIIKCT &8, ZThelpfrLCiiEsra—z, b
V7R REABICED &80
BERCERBHGTNF- a DETEAR

MmETETNF- & BIREFTNF- &
200 500
[ N T
N L
N 150 [ * F 400 *
I
F
I %ok X 300 %k
a = Pg %%
- 100 ] “' ok
/ 9 200 - * 3%
mL i
= s0f = [
= 100 -
0 — 0 -
E ##%581 2 3 4 (B E #&#%5m1 2 3 4 (A)
BB o o e ran MEE o o 4 mes
EA T a2 %S5 Ex 7 &2 %S5 HR
L | L |
lean fatty lean fatty

BmEJ/)3—-ZARGMmME Y T+ METER

(mg/dL) migsjLa—2x (mg/dL) mErYyJU€) K
500 - 500 -
s0- [ o 400F l
xx TF 5%
% L sk k L
% 300 ) 300
J12 7
a I
1200 F g 2 200f f5 wx
A U“ kk ok
100 F B 100t i ’—L‘
OF w#bm 1 2 3 4 (B) OF #us5m 1 2 3 4 (B)
WRE cxousy s WRE caouay s
| | | |
lean fatty lean fatty

mean£SD. n=9. 10

fattyZ v b (3%5#0) (C%F L TDunneti®E. *% : p<0.01. * :p<0.05

(B E]

Wistar fattyZ v b (16 EEHENE) 2. ©A 20 2 U VGG, ¥4 2 &Y 3mg/ke/ H DRI
51, 2, 3. AHRZRIZER L 72, BIES5 OFEHElean7 v b & EFHTEE LT, MAEROE
FEOTNF-a . Mg a—Z, MY Z )Y FEHEL -,



Q)FEICH TR 1> R U ERESERE
OYEEEMFEER(Z v M)
Wistar fatty7 v MZHBWT, 420 & VI COROREE 2 G5k L 7.9
Wit S OREEEICKHT 21ER

20+
5
=
)
| <
Z g 10
=
skk
0

WERE  EATURJUE
mean*=SD. n=5 ~ 6. StudentDt&RTE. ** :p<0.01
[EBR 7]
Wistar fattyZ v b (Q11E#EHENE) €A 20 % 2 3mg/kg/ H % 7 HIBRE % 5- L, Terrettaz &
JeanrenaudiBIZHEC CIEHER T TN T — 22 5 Vv T &fT\\, [ 6Ol 2 e L 7=,

OWEELEICEES T 2BERADIMERA(Z Y )
Wistar fatty7 v MZEWT, E©A 2 ) 2 VidBEEIC AP S0 — 2-6-F
7 7 4 — ¥ (G6Pase) DIEM K T & &, ZOWMOIEMAEAT 2703 FF — £ (GK) D
WA TCHE L 720 & 72G6Pase/GKAELIZ IEH X (leanT v b)) DL LTI T L. AP
EROBEH A RIE X 7z,
WA ICH T 2 REAHEERZEICHT 516

Jhaxr—+ JIWA—X-6-KXT7a—+t G6Pase/GK
30 (GK) 300 (GGPaSe) 20
[ [
€ € m
£ £ skek
] 2
=4 =4
Q 15 Fk 2 150 10
(o)) o
E E
3 3
o o
€ €
c c
0 . . 0 . - 0 . -
WERE ETY O MEBE €1 AERE E4T) MEE 1Y WERE E4T) MEE 1Y
2B LD LD 2R LD 2B
[E [ [ [E [ [
lean fatty lean fatty lean fatty

mean*=SD. n=5. BEOMBEOEY T 2MEICH U TStudentDHETE  *%* : p<0.01

(B E]
Wistar fatty 7 » b (118EEHENE) (¥4 27 2 3mg/kg/ H % 7 HIERRO 5%, FEE +FEY
FA XU, BB E R R M A WE L 72,
xR E U ClRbEE DO Wistar leanT v MZE A 27 4 2 10mg/kg/ H 2% 5- L. [alkki B
W & E U 7



QO COFER V) AHITEER
A7) 2 G2 R D I COREOHD AREN T T R EHI AR TEEIZ AL

WPEE V) A H1ER
(%)
100
80
BT
#& 60 - B0 J Y
B (n=12)
b
A
& 40 |
= | W i
7o tR
(n=7)
20 - 1
(k)
0 T T
A EREIER A SRR T RS
mean+SD. 11ZAURTE ( ) AIEEFRELEE QBAURE) * 1 p=0.05
[EAB& %]

ARG © BHRA (S ORER] T GREPRIE) O A & 2 W Id B SEk (—E O RER] Tl fif¢
CHEBFRE) (2N A CTSUFR % v o> 2 BUBEIRG 5 T 1B I vh oD 22 IS I 1l 78
120 ~ 159mg/dL.. HbAlc (JDSHH) DZEEAH 1% LA DREH,

£ 5 ke ) 2y v T H LTRIEEETUIHTE 2 30me % 1238H 55 L 72,

W E P EEMBEEA Y 2) v o 7 v TN R ofiE RO T 5 Tk (clamp-OGLER) %
MO THFRERR D AR E 2 T L 72,

YA #E

1) MEFETERARYGA >R > 2ibfER
fEFERAFFIFN ) 2 ) F ImgZ2 W1 EFNHCH OG- U 22K 7 7 ¥ K5I
R HBEHOMP LT - 2REIE ) ALY FEGHIZBWTAHRIZIKFL -
(p<0.05. Z3ELIHT) . ZOREDIMTEFA ¥ 2 ) VIREDC, (&, 7T v ARG L RS
DAY FEGRFCIIAERETRD ONEL 5720, PIEH% 4N E TOAUCIET 7 &K
PrEE L ARSI L 7 (< 0.05. S 803#T) . °
7z, ¥ F Ty b A Xz HOAERORGRBRICEWT, 770 28 FoOIbER FE
FIZEG1ER%,» 6RO 6Nz, IRy 25 I FEORBETIRE%ES LIZThl E
O IfiFERE FAEM Z R L 72,

2)14 >R AERA D
ANTHEE W24 X IEHE S > 20 v 25y TRERT, ) A8 FOHEHIZEDE
R, T OREELD AR EME & . FRELBEREDBIIN 2 R 72,3 F 72, ) A ) FidA v
2 VIPIEKKA' Y 7 ZNOBHREO%EGI2 X 0. SlfE&ROE A ~ 2 ) VIUE % oG
L7z,
A - MR 2 FO 72in vitro SRBRIC 50T BN FEAAR O 6 ML X0 Wik o0 349 45 o 1%
IS & B ESMER OB G2 s s h T 5. Y



1EFISIIRSE - $3RRSRD
LR L




VI : EYEhEE(CRH 4 218 H

1. MAREDHRE

(1) B A% MFRE
LR L

(2) ERPREBR CHERE S hi-MhiRE
1) EFERIEFE M4
OEF TV EI L RUTUAEY FOMmMFEFEE
EFERATIHNZ L, ¥ 27 20/ 28 ) K &L T30me/3mefilAde s ¥t
)& e L T30mgkU 7 ) A F 3mg HAIDFHEES) 270 24—y —3kI2&D 1
H1ME#EE T CHEREORE Lot 7)) 2 v K2k, 770 2 ) FRZELEK
DI IREHRIE T L B0 TH . EW MRS, RD 50,10
BEF TV 2V o REFEOMEFEHIREDHE

(ng/mL)
1600

1400

1200
—o— EAiR

m 1000 —e— HXIHA

5%

£ 800
=
E

600 ®
400 7
200 *ﬂl
0T 11T T T 4 =
02468 12 24 36 48 72
BE5 %O (h)

meanx=SD. n=71

W7 AEY FRECFEOMESRE DHE
(ng/mL)
350 7

300

250 —o— E&#HE
—e— HFIfA
200

PR =)

150 1

100

50

04

- T T T -
02468 12 16 24 48

meanx=SD. n=71



WEMEENT A -5

sz Cpox (ng/mL) T s (h) AUC,_ (ng-h/mL) Ty, (h)
sy ayy | A | 1,183.2+3644 | 26+14 |11,8422+3607.7 | 8.9+9.3
ARZACR | WAIGEH | 1,193.9+380.6 | 24414 |11,8121+3907.9 | 88+86
FYRAEYF | EAEE 2225+ 647 | 22407 | 1,260.7+ 4261 | 7.5+55
REME | WAIGHH | 2304+ 831 | 29415 | 1,2788+ 4395 | 6.3+33
mean+SD, n=71
[EERIEE M DOERE S E]

BlEgEi G- & AP G- OAUC (KA 7 ) & vV RZALR : 0-72h, 7Y A ) FARZEK 0
-48h) M U'C,,,, D F AR B2 1t D ~F- ¥t o> 2 o0 1t 45 1 X ] (S LR %% 2 90 %) %°1n (0.80) ~ In
(1.25) DHPIZH % & =, AT & HAINH R GAEYAINZR%ETH 5 L1l 5.

@EFT) &2V L ERREYOMEIRE
A7) & v R, WEIEREY (M- 1T ~1IV) DI IREOHEFIZ TicD & B D

TdHo7.9
BEAF T 2 RELE, FBHEAHYOMTERIBE DHTE
(ng/mL)
1600
1400
—e— EAITRJLERELF
1200 V=TI
1 1000 m:;‘;

meanx=SD. n=71

WEMEENT A -5

x| C,ux (ng/mL) T o (h) AUC,;, (ng-h/mL) T, (h)
FAEAR | 1,183.2+364.4 2.6+1.4 11,842.2 & 3,607.7 89+ 93
M—1 373+ 154 6.842.2" 1,075.1+ 465.4” 155+ 9.2"
M—1I 2544+ 849 12.6 £4.8 12,757.7 % 4,104.0 28.3410.2
M—IV 508.3 +136.9 13.3+6.3 28,422.2 + 6,984.2 2734 9.0

meantSD. n=71.

a)n=65, b)n=>55




@FUAEY FREHOMIFHIERE
fERERATLENZ A7) 2 v/ ) 2 Y F & LT 30mg/3mg (BlAEE) 2 FCTH
AR5 U 72D EIRE ST X — 2 IE FEDE B0 THh -7,

C ey (ng/mL) Tex (h) AUC,;; (ng-h/mL) T,/ (h)
7 X)) FREK 222.5+64.7 2.2x+0.7 1,269.7 £ 426.1 7.5+5.5
M1 63.9+17.3 3.7x0.8 548.5 £ 145.6 6.8+4.4
AEIM2 224+ 7.7 4.2+0.7 1752+ 44.0 4.9+ 1.8
mean®+=SD, n=71
2)TUAEY FOENHEBICRIFTEF TV 2V HADRE

2 UBE PR REE 62 151 & 3 BRI,

LTH1IEZ Y XY F 1ImgXi3 3mg® 4 # R H %51 & 1

HlRlEA ) 20 /27) 2 ) FE LT 15mg/ImgXid 30mg/3mghl & e D 2 4 i [ 15 1%

G 7)) X ) N RO ORGE (M1, M2)
ZA, XY RVIES) A FOSEYEIRE

— ELL9HB
g -7

WU AEY FRECGFRCZORBYHOMIES b 7 RE

DIAER b 7 7 P 4 i L 7= &
A5 zsnwkeEzronY

Ay 7 ) AEY FHMEE 5 (ng/mL) B0 BEd% 51 (ng/mL)
. ) R Img 7.01 £19.71 15mg/1mg 6.18 = 19.87
VB AR )

) AZALE 3mg 18.07 £ 46.87 30mg/3mg 13.22 £ 27.90

. 1 397+ 7.28 15mg/1 253+ 3.51
fREIM1 8 nerome

3mg 9.53+15.16 30mg/3mg 9.02 = 14.50

B 1 1.09+ 3.14 15mg/1 0.56 + 1.47
RIM2 me mel e

3mg 268+ 551 30mg/3mg 3.02%x 6.03

mean®+SD, n=31

i
AR L




(4) BE - StAEORE
BEOHE [NEAT— 4]

R A 24 2 W RICr T 2F —N—=3ET, ¥4 2 ) 2y /27) XY F & LT 45mg/dmg
e 8 % MR I E FEE B AR DY 30 73 % 313 10 BER O AE & 12 IS R T 4% 5- L 721, ¥ 27 )
80V REERDAUCKUC, . 77V A Y FREMARDAUCD Z O 1 (Sl
U PR % 12 /A B T 4% 5-) 90 % 15 X RN R S 56 HEC b 5 0.8 ~ 1.25DFIPHIN T & - 7243,
7)) A FRZEORDC, DM T 90 % FHHIXEIX1.12 ~1.33Th > 72 £/, A
28RBS ) A Y FREADMSETIRE OHERIE TiLo L B Th 572, "

W #EFiREDHR
(ng/mL) (ng/mL)
2500 B4 & LRI 700 7 U ALY FREALE
600
2000 7 —o AT 500 | ] —o ®AT
il —o— Bk o | —o— R
8 1500 - |g 5
T o b 400 - #
o o
B 4000 4 M B 300
‘ 200 |'
500 — ]
100 |.
0 - . © 0 - I . H— ©
0 6 12 24 36 48 72 0 6 12 24 36 48 72
BE5HORE (h) 5 1% OB (h)
meantSD. n=24 mean+=SD. n=24
WEYEE/NTA -4
t& C, . (ng/mL) T, (h) AUC,;, (ng-h/mL) T, )
| e AR I YA T 1,689.3 +=498.9 28+0.7 ]17,398.8+5,363.0 13.7+7.6
AR B 1,774.4 £564.2 3.2+1.3 |18,623.3 £ 7,646.0 10.9£+6.5
7B A<M MET 396.0 +127.9 2.4+0.9 2,988.8 =2,946.1 10.5+3.9
KR B 484.4 +153.1 25+0.9 2,896.5 +2,833.1 8.0+3.3

mean®+SD. n=24

WA KB ORRA S T 7= - R GEE., KA IHIOLI8E (B2 0400 /70 2E) FELT
15mg/1mg XiZ 30mg/3mg) #FHAN S ITPEHISRIORST5.] Th 5,

2. EYRERMI/NTA—4H
(1) MG E
TN b AV PEF MRS BVIRIT (/Y38 F AV FEFL)

(2) RIVEEEH
AU ER L L

(3) HEERETH
fERRAN 7L BN EA 27 ) 2y / 27) X EY F & LT 30me/3mg (FlAEE) e FCHimR
CHE5- U 720, 2h i QW KA OISR E R R A 2 ) 2 U Y K25 6ik 0.1067 = 0.0039h 1,
) A ¥ FARZE 0.1269 + 0.0579h ' TH 572 (mean = SD), ¥




4) 2VF772Z
EFERATIHIZEA 27 ) 22 /27) A E Y F & LT 30mg/3mg (BlA$E) MR N CHEIRRO#%
B U, AP0 2 )75 23847 40 v RZEK281 £1.00L/h, ) XY
N A2 A 2.58 + 0.73L./h ' Td - 7= (mean+SD) , ¢

(5) AR
Yt & VG
[SHEAT — 4]
2 A4 NOWEHER AR 240N EA 2770 2 0 & LT 30mg#a WS L 21, REED 55
7R3 30.19 + 13.06L T & - 72 (mean+SD) , ¥

Y AEY R
HSTOR s L

(6) Z s
AU ER L

3. BERH (KEal—=a) @i
(1) FHT
BL R L

(2) 1S5 A — S EHER
HLTH L




4. %

i
Yt 7)) & ViR

(B%) [vU X, Ty b, 4 X, )]

ORYRE
MCI ¥ 2 & VIEREIE &R 10 & 2 OISFERIRNE G- L 22150 "COAUCH & FVWTEHR L
NI, v AL Ty b A X, L TENZTNE8%. 96%. 95%. 90% TdH -7,
KEERDINA FTRAFE)TF4EYT AR, Ty b A X, FLTENREN81%. 85%.
94%. 81% T -7z,

ORI ERHL
7w b OHEPTER. MG SR MG IER . N T EB . KGO MIYEIZ L — 7 (% 6em) ETE L .
B —TWIZ[MCI A2 ) & VIRRBIEA G U, MCOMUBERIRE A & WGEAT & Beat
L7z, AUC, 13 Zh 24054, 1.00. 0.95. 0.98. 0.47 ug-h/mLTHH. ¥F ) 2V
YRGS Atk & W X 7= 1

ORYRAREE
MCl e & VBRI 2220 — T T v ML — TS5 &, 2K TG
L7z "CD 53.7% AR TN X v, F% 0 IZIHERE & 2250 — T INE» 6 I h iz,
7z, PRI O K55 (86 %) 1 ARZALIKRTH D . WIPGEFE I I T—EBIEH & 5 23,
F & UTREUR TN E =, — T WEA ST v MSREIEREG L 22O lkE ) o3
M AOMCORIIL 24 i TR G RD45% TH D, T v MIROKEGLZEL ) &2
VIRRHLIINLAE 2 & PR % 7 U CRER S AL A TR & 7z, 1

) AEY R
AR AL



5. 9%
(1) Mni&—ARBEE @&
Yt 7)) & ViR
(%) [7v }]
Z o FTIREE LIS WY B[ VLS. (5) 7 OO MG DRI | DES I

YA F
% ER L

(2) M&E—RREERAPTEE M

YA ) & v IERRIE
(B%) [ ]

MCl ¥4 ) 2 v RN 0.5me/kg 2 TR 20 HH O F v MR 545 & “CIRE 3R}

T LA > AR LA > HEAE > FRIEHLE > F K TH - 72 WFhOAGEIZ W T 8 "CIREIZRHA

AT R DA I PEOME T U 7z, BRYR A 2 3Rk O Z 2 R & o 4T L. #lsE

RHAIMAE X IFIFRCTd > 72,

Wi RADOBITH
" W (aw IRIE (pug/mL or g)
2 FEfHE] 6 FE[E] 10 HERE 24 W

whc 0.505+0.049 | 0.665+0.139 | 0.568 +0.142 | 0.153 % 0.120
FAALHR | 0.366 £0.034 | 0.347 +0.136 | 0.205+0.070 | 0.015 =+ 0.023
M—1I 0.009 +0.004 | 0.023+0.014 | 0.019+0.005 | 0.011 +0.013

FHAMAE | M—II 0.018 £ 0.004 | 0.053+0.005 | 0.073+0.011 | 0.030 =+ 0.011
M—IV 0.046 =0.010 | 0.131+0.007 | 0.176 +0.038 | 0.076 £ 0.049
M—V 0.016 +0.003 | 0.035+0.005 | 0.035=+0.025 | 0.005 = 0.007
Z DO 0.050 = 0.006 | 0.077 =0.007 | 0.059+0.019 | 0.016 +0.016

e M| RMC 0.194+0.014 | 0.311+0.123 | 0.252+0.071 | 0.116 = 0.091

FOKRNC 0.073+0.013 | 0.088+£0.025 | 0.095=+0.028 | 0.099 & 0.048
fwhc 0.244 +0.025 | 0.396 +£0.218 | 0.306 =0.095 | 0.109 = 0.092
FAALH | 0189 +£0.020 | 0.236 +0.153 | 0.118 £0.055 | 0.010 % 0.015
M—1I 0.003+0.002 | 0.010%=0.010 | 0.007 +0.001 | 0.006 == 0.009

FEYLINAE | M—II 0.003+0.001 | 0.014 +0.007 | 0.014 +0.003 | 0.008 =+ 0.003
M—IV 0.021 +0.002 | 0.075+0.027 | 0.103+0.027 | 0.052 =+ 0.034
M—V 0.004 = 0.002 | 0.013+0.007 | 0.016+0.009 | 0.014 +0.016
Z DAl 0.024 +0.004 | 0.047+0.016 | 0.048 £0.004 | 0.019 £0.015

RV | FC 0.130 +0.003 | 0.191 +0.087 | 0.161+0.046 | 0.075 =+ 0.049

mean®tSD., n=3

) AN

EEL vax”




(3) FiA~ADFBITH
A7) & v ERE
(8&) [7v ]

MClEA 7 ) & VGRG0 5meg/kg# MPERIAHHDO I v MoROKE5$5 &, "Cid
FLit. FURPICRIT L 20 2 OB AR RS K 0 (K<, "CoMBid Mg & P L T

Y

WZLT. FLBRBPAOBITH

i} B (1g/mL or g)
N I (27
2 IR 6 IR 10 B 24 FE[H]

atC 0.786 = 0.026 | 0.425+0.030 | 0.227 +0.033 | 0.032 £ 0.022
FRZEALIA | 0.602+0.003 | 0.195+0.046 | 0.049 +0.021 <0.001
M—1I 0.002 = 0.000 | 0.002+0.000 | 0.002 = 0.000 <0.001
M—1II 0.012+0.009 | 0.012+0.009 | 0.006+0.003 | 0.001 % 0.001

RHAINAE | M—1I 0.020 = 0.002 | 0.040 £0.011 | 0.032=0.009 | 0.005 =% 0.005
M—1IV 0.066 =0.012 | 0.097+0.013 | 0.090 0.023 | 0.018 +0.015
M—V 0.020 =0.004 | 0.016 £0.004 | 0.014 % 0.002 < 0.001
M—VI 0.001 = 0.001 | 0.003+0.001 | 0.002 = 0.001 <0.001
7 DA 0.063 = 0.008 | 0.060+0.004 | 0.031+0.004 | 0.008 £ 0.003
e 0.173+0.032 | 0.176 +£0.016 | 0.135+0.016 | 0.029 =+ 0.009
RZALR | 0.102+£0.020 | 0.030 % 0.009 | 0.009 + 0.004 <0.001
M—1 <0.001 <0.001 <0.001 <0.001
M—1II 0.002 = 0.002 | 0.001 =+ 0.001 <0.001 <0.001

L ¥ | M-I 0.001 £0.001 | 0.003+0.002 | 0.003 =+ 0.001 <0.001
M—1IV 0.030 =0.003 | 0.041£0.007 | 0.048+10.008 | 0.011 %= 0.009
M—V 0.009 & 0.003 | 0.012+0.003 | 0.009 % 0.002 <0.001
M—VI 0.001 =0.001 | 0.008 £0.001 | 0.004 =% 0.002 <0.001
Z DAl 0.029 +0.006 | 0.082=+0.004 | 0.062=+0.015 | 0.018 =+ 0.004
fwhc 0.258 =0.036 | 0.166+0.016 | 0.110=+0.009 | 0.018 % 0.009
FRZALIA | 0.164 £0.024 | 0.047 £0.015 | 0.014 +0.005 <0.001
M—1 0.001 % 0.000 <0.001 <0.001 <0.001
M—1II 0.003 & 0.003 | 0.002+0.002 | 0.001=0.001 <0.001

L Mg |M—II 0.001 = 0.001 | 0.001£0.001 | 0.002 = 0.000 <0.001
M—1IV 0.035+0.006 | 0.049 +0.004 | 0.052=0.013 | 0.009 = 0.008
M—V 0.007 =0.002 | 0.007 =0.001 | 0.006 % 0.001 <0.001
M—VI 0.001 = 0.001 | 0.002+0.001 | 0.001 = 0.001 <0.001
Z DAt 0.046 =0.005 | 0.057 +0.003 | 0.033+0.005 | 0.010 =+ 0.003

mean+SD, n=3

Y AEYF
AR L

(4) BERNDBATH

HLT L




(5) ZDfDMEADEITH
Yt 7)) & ViR

(B%) [ ]
MCI A7) & VIR 0.5mg/kg% 7 v MIRIOES$ 2 &, "Cla&HRkIZIA < 24h L.
ZOWREITHELZRLS L OMBTREHEHTY — 2 &k 572, “CIRE ISR LIS O
kIR IRE X KD 5 72, P 5526 BEMIC J6 ) 2 M CHRE PR T & i < L R T,
Bl N— & =t BIEONETH D, B, RERCR & (€1 572"

BEEBENDOBIT
. MCHEE (png/mL or g)

3045 2 W 6 IFfH 10 IR#f] 24 TREFH] T2 IR

il 4% 0.28+£0.03 | 0.87%£0.04 | 0.97%+0.03 | 0.52+0.16 | 0.06£0.01 <0.01
Jid 0.03+0.00 | 0.08%£0.00 | 0.08£0.01 | 0.03%0.01 <0.01 <0.01

H #| 0.03%£0.00 | 0.0940.01 | 0.09+0.01 | 0.04%+0.01 <0.01 <0.01
~ T K| 0.09%£0.01 | 0.29£0.03 | 0.34%£0.01 | 0.19£0.05 | 0.02%0.01 <0.01
A k| 0.02%+0.00 | 0.05+0.01 | 0.07%+0.01 | 0.04+0.01 | 0.01%0.00 <0.01

IN—g—Jf| 0.17£0.02 | 0.60£0.06 | 0.64%0.07 | 0.32%0.08 | 0.06%0.00 | 0.01%0.00
N M| 0.09%0.01 | 0.26%0.02 | 0.27£0.01 | 0.14£0.04 | 0.02£0.00 <0.01
Aok M| 0.07%0.01 | 0.24%0.01 | 0.26+0.01 | 0.14+0.04 | 0.03%0.00 | 0.01%0.00

] Bt 0.04%0.00 | 0.12£0.00 | 0.14£0.00 | 0.08+0.02 | 0.01%0.00 <0.01
L & | 0.11+0.01 | 0.30+0.02 | 0.34%0.02 | 0.17£0.05 | 0.02%0.00 <0.01
il 0.10£0.02 | 0.25£0.03 | 0.30%£0.03 | 0.16%+0.03 | 0.02+0.00 <0.01
JHF Ji& | 0.47+0.05 | 1.28+0.05 | 1.60£0.15 | 1.10£0.27 | 0.13%£0.02 | 0.02+0.00
it Ji& | 0.05+0.01 | 0.15+0.00 | 0.1740.01 | 0.0940.03 | 0.01%0.00 <0.01
Ji Ji&| 0.07+0.01 | 0.20+0.02 | 0.22£0.02 | 0.11£0.03 | 0.01%£0.00 <0.01
&l B 014£0.02 | 0.39+£0.02 | 0.42+0.02 | 0.22+0.07 | 0.04+0.00 | 0.01£0.00
B fig | 0.17+0.02 | 0.49%0.03 | 0.79+0.03 | 0.48+0.16 | 0.08%+0.01 | 0.01%0.00
Ui ¥ 0.03£0.00 | 0.16+0.01 | 0.19+£0.02 | 0.11£0.03 | 0.01£0.00 <0.01
H A | 0.03£0.00 | 0.08%+0.00 | 0.10%£0.01 | 0.05%£0.02 | 0.01£0.00 <0.01
54 J&| 0.05%+0.00 | 0.18%+0.01 | 0.21%0.03 | 0.12%0.03 | 0.02%0.00 <0.01
M & 5 B 0.04£0.00 | 0.13£0.00 | 0.13+0.01 | 0.08%+0.03 | 0.01£0.01 | 0.01£0.00
to & i 0.09£0.01 | 0.32%£0.07 | 0.33%+0.01 | 0.20+0.05 | 0.09£0.02 | 0.03£0.01
H | 0.05+0.01 | 0.16%0.01 | 0.19£0.01 | 0.10%£0.03 | 0.02%0.00 <0.01
H B 0.90+£0.16 | 0.54+0.04 | 0.40%0.07 | 0.16%£0.06 | 0.02%0.01 <0.01
iz Bg1 0.12£0.04 | 0.25+0.01 | 0.35+0.03 | 0.30£0.10 | 0.04=£0.01 <0.01

mean®tSD., n=3

YA R
BEL vax”



6.

(6) MIFEAKEE
YA s & VIR RE

X

(1) RSP R OB
YA s & IR

(&) linvitroo Y7 A, v b, 4 X, Y]

Mclex 2o &2 viEREIE (0.05. 0.5. 5uxg/mL) Zin vitroC. ¥ 2 A, v b, 4 X, W
LDOIHE b FDOME. 4% MG 7L 7 I VSRR L 20 EAEERIE,. wFhg
98%LLLETH - 72

MClEA ) 2 ViR E~ Y 2, T v b, A4 X, FIISKRORS L 2KoIE s v sy
B EDAHIZ, v 2T0.5, 1, 6ERF#%IZI8% LI L. 7 v M T2, 6, 10H:REH%IZ99% L L.
4 XT05. 2, 6IFMI#%IZ95 ~98%. HILTO0.5. 4. 24 BE#1298 ~99% T - 7=,

YA F

AR &L

<54

OREERAL
(&%) lin vitro]
7 v b O, Ok, Ml . Bk, -+ 480U & K 2 s 7zin vitro T ORRERO K5 R
EA ) 2 v idE TR <SRBT SN, ROTHEETRBE S, Mk, ORTiIEs
A ERB I N7z,
(72 b 2% KRR : 199949 )
ORHHER
(B#E) (79 b, 43%]
MClex ) 4 VRGPS L25 v b 4 XOKE. ik, PRihoRE & Bk,
FlE L, Pl 2 e L7z, €320 2 VIZKRN T — T LD M-1), £
F L VEOKEAL (M-, M-IV), M-IVO&E{L (M-1I). = FLHEDOMI (M-V) & RuGR R
DWiEE M-V 12 &k - TR#E . X512, R0 —idfadke UTiEs 5.”



WHERHER (Y b, 1X)
0]
HOOC~_~
0 \Ej\/\ S%NH
A / N © 0]
00C
M—V /
0]
T /// \ Oian%H
0 / M—I
Pioglitazone

M-V N

Y AEY F
(22#) [in vitro]
T NI 53 I 4 PO TR A RS L 726558, 270 2 ¥ ) FIzEIZCYP2CH 77 7 3
V—=DGIZkD Y unF U FULEOKBILEZT. 5IZHNTHA M —ILOEE
RIZK > THAERVBIKICAERI NS Z L pRIBEh T3, 2

WHE B E R
JAEYR
CHs3
CZHS]QN—CO—NH—CHZ-CHZ—O-SOZ—NH—CO—NH—O—CH3
0]
grmm—— cytochrome P-450 (microsome)
KM
A
CHs 4
CZHS]QN—CO—NH—CHZ-CHZ—Q—SOZ—NH—CO—NH—Q—CHgOH
0
gmmm————— alcohol dehydrogenase
g==mmm=- aldehyde dehydrogenase (cytosol)
KEmm2

CH3

v
]QN—CO—NH—CHZ—CHZ—Q—SOZ—NH—CO—NH—D— COOH
CoHs
o



(2) RHICEE5T58F (CYPE) DPFE. F5E
A7) & VR
(&%) lin vitro]
YA 7Y 4 3 FIZCYP2C8 T & 41, fliZ 1A, 1A2. 2C9. 2C19. 2D6. 3A4 D

Dy FREAEE- LT3, %
F/2, BA )2 Vide b F oy a— P40 TRERIEL S 2 a ) — 2 oREEMEIZ L T

9

CYP1Al. 1A2, 2A6. 2B6. 2C8. 2C9. 2C19. 2D6. 2E1. 3A4IIFE AL WEBE= 52 k>
7 23)
)XY R

(55%) [in Uitro]
) A FIZEIZCYP2CODR G2k D, v 7 unFt i LB FLEO KB E 2T 5.2

(3) MEFEEROEERVZDES
[ e R I YA =11 31
(BE) [vUZ, Ty b, AR, FIL]
MClEx ) 2V VIRIERIE 2RO H 5 WVIEEHIRNEES L 2210, “"COAUCH % Hvw Taf
HUZINEZ, v A2, F9 b, £ X, $ALTENRZTNE88%. 96%. 95%. 90% TH >
7zo Floo REMAKDOAUCH SRD N4 FTRAL Y T 41E, ThZTh81%. 85%.
94%., 81% CThH o720 LA -5T, A2V &) VIEERIGIIIIUIEEL T, — 53] mhE

WREZT BN, FOREIIhSVEEZEhY

YA R
AR L

(4) KEYOBEEOFRROEME., FELESE
Y7 4 g
(BE) [7v ]
M-I, M-T. M-IViZ. Wistar fatty7 v b OMBHE FERIC W T, REKOH1/2 D1
PEARSWEERETH 5, HEIZ [ VILL. (2) BEARGAER CHERR < o7z L i | O EH S
(72 b gk TR © 199949 )
ZYAEY R
RMERa L

7. Bt
OHEMER AL K USRI
S /A N BV 113
(BE) [vy A, 9 b, 4R, ¥I]
FPRIEIIE Y 2, Ty b A XA TRETHEDITH L, YL TRIRTH 572"

) AEYF
AR L



Ottt
Yt 7)) & ViR
AR AN Z X RIZEA 7)) 4 & LT 30mga PRl 2GR I B RRR 3% 5 U 72 B, $25-48
K & COIFfaB ke fat ik z &0 RBBERPIEMERIZ29.6% Th -7z, £ DO FRITIIM-V
(12.4%). M-VI(7.8%). M-IV (7.7%. M-IV-S#%&#r) Th 7. >

[ Btk SiLES
(%)
40+ —o—M-1 (n=14)
—Oo— M-Il (n=14)
357 = M-V (n=14) l
=0 M-V (n=14)
2 %07 ~e-M-VI  (n=13) | e 24k
# o5 |—o—M-Nv-s (=14) | _
s —o—2  f (h=13) i
H 20
o
L b M-V

W5 24 48
125 74R5R (h)

(B%) [vU X, Ty b, 4X, Y]
MCl A7) &4 VIR % ~ o ZICHRR O S U 72 KO PR 72 B TIRITH T L.
FHU2MCD24%MIRIC, T5% AHICHRMt S 7z, T v MICHEERROES L 2o Pt
T2 CIRITRE T L. 5 L7221CD36% HIRIC, 63% MIICHEM X 7z, A DB
BERDI2%TH 572, 4 XI2H1T B PMHI96 BRI TITITKR T L. R, EAOPRR13 7
NENIEE5RED16% & 81% Th 72, HILTIZ168HFHTIR, BAFNENILERDTT% &
18% 3Rt & 7=,
MCIEA ) & VIR A2 ME A ST T v O+ N353 &, 2485
L721CD60% 23y PRt &z, 2 OBEHEIRT & FIOIE A 5B T o b O+ 485EN
CH 54 % & 24BER TR IRICE R Z RS- L2 CD38% £ 13% 23 kit Xtz L7228 -
T, IR X =€ 2 20 v b 2 OREO—IBIZIBITIEE 4175 .1



WiE Oz 5RO R

9 (S| PREPEIER (5812045 %)
i (h) bR # Bt bioee Bl e
8 9.6 +3.9 ND ND ND
24 21.9+5.6 66.5 +10.5 ND 88.4 +8.1
2 48 239+59 749477 ND 98.8 + 3.4
72 24.0+5.9 754+76 ND 99.4 + 3.1
96 24.1+59 755+7.6 ND 99.5 + 3.0
21+23 ND ND ND
11.0+3.8 ND ND ND
. 24 324+1.2 40.2 +£11.7 ND 72.6 +£12.8
48 355+ 0.5 61.7+1.9 ND 97.2+16
72 35.9+0.6 63.2+1.3 ND 99.1 +0.8
96 36.0 + 0.6 63.4+13 ND 99.4 +0.8
4 0.5+0.1 ND 12.8 4+ 2.6 ND
oy b 8 24+1.1 ND 31.9+5.2 ND
24 13.7+ 3.9 15.9 + 2.1" 60.3 + 3.4 89.9+29
4 08+14 ND ND ND
8 14+13 ND ND ND
24 11.7+0.3 25.4 + 25.6 ND 37.0 £ 253
4 % 48 151+ 1.0 60.4 + 26.5 ND 755+ 25.6
72 16.0+ 1.5 79.9+1.7 ND 959+ 16
96 16.3+ 1.5 80.8 +1.5 ND 97.1+14
120 164+15 81.1+14 ND 975+1.4
4 84429 ND ND ND
8 24.6 +3.5 ND ND ND
24 59.8 + 2.6 1.3+21 ND 61.2+26
48 69.7 1.4 52433 ND 748 +2.7
¥ 72 739+ 1.5 10.7 +5.3 ND 84.6 +3.9
96 75.9 + 2.1 13.7+6.1 ND 89.6 + 4.0
120 76.8 £ 2.4 16.1 +5.2 ND 92.9 +2.8
144 772424 17.1+4.7 ND 94.3+2.4
168 774+25 17.6 + 4.4 ND 95.0 + 2.3

mean®=SD. n=3. a)HEA 5K 7 v I (+ _HEHEAKS) . b)IHLENED £ &t

Y XY R
fEFEE AR T 6 FlICZ ) ) F 1mg & FIEEATHCHDAR RS U 72E, JRPIZIZZ ) 2 ¢
) FREO AR XN, ZORENE. 2 uaAF OB X F IO KB K
HURVBIET, Pr55% 24 BEE £ TSR 58O 44.9% ARz P X 7=, %



8. FMSUARKR—42—IZHT B1EH
REME R L

9. BITHICLBREE
LR L

10. BEOKREHT 28%
HLTR L

1. Z0ft

BAL%/9R



T2 (ERLOEESE) (CET5RE

BEL ODBEMOEBENEELECICEFH D, AERVEAE. FALOEEIIFICEE
TBZE, [84. 11.1.28H]

BERRE ZTDIERH

o =

A< IO

(ROBEICIIBELEVE)
PG ER ML

A5 =

7R B

21 DAZDOREROLDAZOMAMO H 2EE (VF 7)) 2 v cld, Bk
RE RIS

OEIMZPES RIEMEDOEN L ZE L SN B DEREOHMAAONTED, £~
11.1.2 %]

BT

LOAEERED 5 VVIBIEL 2 OWMEDH 5] [11.1.1. 11.1.32H]

22 HE LM XIIEHHERED » 2 8F KL EZ S5 Z2hsr s 5] [9.21. 931
e N

117
MR s EIFE O R IES R L T 5]

2.4 EIERGUE, TiiRite. EEAMEO S ZEBE (4 v 2V YIS K B IMBES PR
N5 DO TRFOEGA5E X 50, ]
2.5 i, &2

23 HIES b — ¥ A, BERIPESIE ST EE, 1 AOBER OB [, 1 > 2 ) itk 3

3|

M2 BiEkaEo » 5 g RMEEA LI T Z2hhrd 5.] [11.1.228H]
2.6 1T SUITHR LT 2 v REtED & 5 %k [9.5 2 0]]
3. ZbEE

2.7 KANDB A XA 2 F Y 7 3 R RIFEHN X USEBUEDREFRED & 5 BE
NIIhRICEHEY 3FE & T DIEH

[V.2. RS RICB g 27 2252 L
4. RERUCHEICEEY 238 L TDEH

(V.4 EROCHREICEE Y 2R 2205528




5. EELEFRNIE L TDOHEH

8. BEELEANEE

8.1 TEERRIMAE R ORI K 5 & &2 5N BVFMEA NI RBLI L, 220 R REDS 5003
FIEST S ZLNnd2Z0T, RAPOFIE SR ERN, EROZMISHEE L, BED
AL NEEAITEE B ICAFIOMMZ I L. 2242 ko BEEsigEys2 L, [7.1.7.3,
9.1.1. 11.1.1, 11.1.3 &H]

8.2 DEXEH L LIRSS 6bNBZENnH BT, EMIZOBERBRELT> K E+
SHCBIER L. RENRD SNLGE IS EE R IE T 20 B V3R T 5 4 CEEH
25952 &, [11.2 2]

8.3 JLREICTHERERE S 2459 % & & R GA IR RN IR A 2 J2hE L. BH 250
ENAHAITIIEG A PIE T 5 & S A E AT 2 L. [11.1.4 BHE]

8.4 KIMBE A I+ Z L2 2 DT, BEITX UIRILEHEIR & VN2 OG22V T4 3t
422 &, [1.. 9.1.2, 11.1.2 2]

8.5 HE,N DB OKMBE AL Z$Z &03H 2D T, @AMEXE. HEHEOMIRS GRS
Wbk 2 18 ¢ 2 BRICIIE v 5 2 &, [11.1.2 2]

86 YA &4y &G XN BETHEMEDRE ) 2 2 BN 2 WTREME 2 582213
ETERNDOT, LFO/MCEZETSZ L, [15.1.2, 15.2.2 BH]

CEMEG R OBFIE RS AR A 2, £ BRHC. BINEOME A AT 2 EHIC
IAFIOARNE K OfERlE % s L7z Eo. 5 on G EEICHT 5 2 &
CPEGRIRIZEL S BB X ORBISENERIED ) 2 7 &2+ 323 L Th 6 5
T5Z &, . EH5RICUR, HIR, PRFESEOIERARD 6 h 7= 5812iF, b
TiLTHLOBHCEETLZL,

- Pe5 I IR R % A 2 U R R 6 M AR B A E A TS T k.
Fo, BHRTHROMEL T, FoaBlRETH> 28,

8.7 %54 2 AITi. IBE, R A EINICRE L, SEROMBREML» O, WRBLA5 7%
BiAizid, W ICiOWBHEENOYID E A &4TH T &,

8.8 T IMUKE FREIZE . BRI EMEIE A AL S 261235 2 D THET 5 Z &,

8.9 A & AhDFEFRIF ISR DN $51F 2 RAEVEIIHMEL L Ty (HARERIE &0 .




6. RENDERZFTHBEICHTIER
(1) &HHE - RMERFOH 5 8%

(2) BREEREERE

(3) Fri¥pEfEERE

(4)

(5)

9.1 AHHE - MEEZEDH 8%

9.1.1 DARLBEDS ThDH 5 0HFEE, HOE. OHE. SEMHORBZEDVREDH
DEE

TEERIMAE RO X D OARERIEX ¥ 5B 2 A dH 5, [8.1. 11.1.1. 11.1.3 2]
912 KIMPEAERTHEZThDH BLUTOEEITKE

- i R EABREA 2 USRI A 4

CRFEALREE, AUERIRGE. A2 AL, B REIUE O AN T ETTIRGE
PO PE S

CEEO 7L — LB

(8.4, 11.1.2 &#]

9.2 BEREEEETRE

921 EELBREEETRE

BELanwZ e, KIEE2EI T rd 5, (2.2, 11.1.2 3]
922 BT RE (EELABHERETEEEKRC)

Kb Z T 2had 5, [11.1.2 28]

9.3 FTREREE R E

9.3.1 EELTREEREERE

BHLanZ e, RMBEZEZTEZIAND 5, 72, EA 2 &V E IR TR
N30, EELFEEREDO D 2EBETIEM T2 Th2rd 5, (2.2, 11.1.2 ]
9.3.2 e E A% (EELTHERETEE 2R

KA $2zhhd 5. [11.1.2 BH]

4IEREE R HE

REEINTVEWN

Ly

9.5 111%

I SAIATAR U T BB D & 5 LPEIC I35 L a2 &,

EA 7 2 20T 7 v MBI G T3, 40mg/kg UL EORETHE - fia%
O G, HAEROELFEOEMEA, & BRI 5B TIE, 160mg/keg BT
BEWIOSECSUTFHEN T2 1 IR - IRTSECEOEEA AL TWS, /2, 2L
Ao L7 AR AWM 5 Z MG S h T D, FIAEROKMEE. EXRAED 5
NTW5B, 70 2 FOBPIERER (T v b, o4 %) TIIHEFEER S #]E S hTnb, [2.6

11.1.2 ]




(6)

(7)

7. HHEEH

RILIw

9.6 Il
R EOEWRME RO RFUREOA M #Z R L, IO Tt 245 2 &, &
kST 2 HA . WOMIMEDRERICOWTEIE A Hciio> 2k, EXroy ey vy Y R
VC2ZNLFZNT L THITT v FFITHRANDOBITHRHRE ST\ 5,

ANV

9.7 NRZE
INREE AR & U EERERERIZFE L Tk,

= inE

9.8 EkeE
BIERRBLUCREE L., B4 0 IcBs U a R o EEICRE$5 2 &, — IS EFIRERE AMIG
TLTED., KIS D 6 b, [7.2, 11.1.2 2]

10. tBE1EH
YA 7)) & 3T e UCIFESREIRE R CYP2CS TR X 4. iz o 7 1 F AR
IZB59 53, £7-. YU A FIdFEL LTCYP2CY TfR#E 5,

HAZZETOER

BROEZNTVHZAWN



(2) HtRAZEE L ZOEH

10.2 EAER (BHRICEETS L)

HKil <%

BRPRREIR - 5185 Tk

Wy - fabrld 1

PR A FH 252
Z K= LT H
RN A v 2D e R
a - 703y & —YHEH
Y27 A RREH
DPP-4 FHE 7l
GLP-1 7 7 u & #15A|
4 v 2 v A
SGLT2 BHEHI
WEPR W FH 2 0D IR R T~ 1 FH % B0k 4~ 5 S5 41
B - W
T 7 X VIBLEE RIS
7 4 75— b RO BNRIMAE G
g7 )
a3y R
) FOL R
AR WV [ S NPT
7 — L BERE SR 2
* T LRI
oY) 2uvAL vy
FIL T 7 Hl
a7 x=2—)L
T I A7) VRPUEWE
vrazudxyHv
I AW b BV (@ 1 7]
7 = LR P HE
ARV Y ang B
I I
YL A J — VKGR KR 2
[11.1.2 1]

{1N0111 R R A NP SR AW
50T, MRS O EFH OIR
RBE+TmICBELErs, 1K
HE?» G %#/nd 55 E
HEIZRGT5Z L,

K2 B - WS & DF 4 5155
Al2izrTaers oa—- )LD
FEBIRVEILANLEET 5 Z &2
YLy,

OF I,
T B A o B
FRIZ & D, AR
WD) 22 Hh
ms 2k zhs
H5

BE PR3 FH 2 0D IR B T ' FH 7% Dk 9 5 S A1
7T ELVFY v

BB REARILE Y
FRIRIR AL ' v
YL E v

FPREE

¥+ 3IF

A V=7V FK

DR SV
—aF Vg

7z FT YV RERA
Tz bV

TX L) VR A

SRR (M S - M, B
K, RO T £ bR g
HZBZENHHDOT, HiH
T ALAIIE. MP#HEZE OB
FBORFER BB L e
bfRE535Z L,

I8 T A
Wz kB,

)77 VY VED CYP2CS 2T 5
A

V7YV EGHT S
LAY &2 O AUC B
54% KX T4 5 L DOWMEL B 5
DT, VZ77vEY VY ERH
95 LA IREE BRI & +
ICEEE L. BERGAIZIE
KAl EHETHZ &,

=R

CYP2CS8 % i &
TAHZLIZKD, ¥
T2 D
e B E
EZibh3,




8. ElfEA

1. BMER
ROBUWER 2 S 6bNB Z e 5DT, BT T3ICimo, BENRY O N5E12I13#%
Harhibd 2 2 @A UEZ1TS Z &,

(1) EXLEER EHERK

1.1 EXAEER
11.1.1 DAL (FHEARH)

IDARZDBEHE B 5 VNIFRET B T LA B O T VI, s RE BN, O A ARER - 3 (&
v, #E,. Ok, WAL Aa SIS A b L, L — SRR A &
B54 25 LM MEAT) 2L, FRICODARRBIED B Z IO b 5 DIEEOEEHIZITE
BEY5Z e, [2.1. 8.1, 9.1.1 ]
11.1.2 EMmHE (1.6%)

PIHHER & UTBE, SEOZRER, BRITE1RHobh2ZLndb b, kb, il
14 2IRIMGE I, GRS, BB ENETH LAV H IO THERTI I L,

F 72, AFOPESC X 0 RIMEHER (B R, SOz, BT, 1%, Rk, 9.
MITEELE . AN, BgE iR, b, RS, Bk, ) BRD 5
NG E 250N A BN 2 5 WU AEETH> 2 &, 72720, a -2
v & —VIHFEA L ORI & D IKABHEIR D FED 5 M2/ 7 F oz 5452 &,
k. RIABEREIR A58 B =356, KAElH 5 VOIEHEH L T 5 B HI 3K 2 — gy 12 rh
b 2hd50EET 3 EHEEICREG T2 &,

7=, (RIEHE 5 b, BRSO S 2 ARITE L 72 & b 3554 T & B H B RS
THZENDH B, [1.. 2.2, 25, 7.3, 84, 85, 9.1.2, 9.2.1. 9.2.2. 9.3.1. 9.3.2. 9.5. 9.8,
10.2. 13.1. 13.2.1-13.2.3. 15.1.3 £#]
11.1.3 ZBE (8.1%)

TEERMAE RO L 2 EZEALNBEFEMA S EDbhE I b 5, WEd SV iFhIbic
Lo THERERMNUEE L 2 WEAITIE, BEICRETL—THIRAl (7ut I M%) ofs
HEBETHIE, EX TN 2 VI KB FEOREBUBUE S, BRI R E A OF T
10.4% (447422 %) . BERRVERREREFA DFEI T 11.4% (397342 i) . BEPRPPEERE S DF (51
T 10.6% (307282 %) Tab . BEIRWEMEADHEFRIEGNIIEFRREFNZ ARG NEANZ B 5,
ZNEDIERNZH > TUITFHORBUFHICET 5 2 &, [2.1. 7.1, 7.3, 8.1, 9.1.1 1]
11.1.4 FAREREE. BE (BUEAH)

AST. ALT. Al-P FOF L ER- 25 IS, EE S 6 b &hd 5, [8.3

2]
115 MBS . MFRIIRAE. BMMEEM. M/ MRisd GHEZA)

11.1.6 BEREBAREE (S AHH)

. iR, CK b5 I R OIRy I 47 a v v ERA R & 4 5 BHRGH R D &
E5bNBETEND S,
11.1.7 EEMRE (BEAH)

FEEA, WZIE, DPORIRIEE, TS ORE (eE2E) FAW® 5 ML EITIE. EHR 2 ITER X R
FgEB CT, IiE~ — 7 —FOMEEFEHKL ., BENRD S NGEICE, #5420k, &l
BEE AL E VAIORSFOREY) L WE LTS T &,
11.1.8 Bi&EOHE (HZ RH)
11.1.9 BERRMEI (HEAH)

HAERBURINLGS 5bNE T EMHO AL ALY L FHITRE SN TS,




(2) ZOOEER

11.2 2D/ OEIEA

(EFTUEI)

5% I 0.1 ~ 5% At 0.1% A1 S AN
3™ B, HIERIEA . R IRA
TEBR ME 5 O™ 0E
X ST B, M SR A,
BH KL
M EOAE B, WE. £ O8F
HIb#R HEO - MR, H AT R0,
W, NESBM R, T, PERE,
BAOTE. BEAIR
Tk AST. ALT. Al-P.y-GTP® F
5
FE ARt R HEV, S5O, TEH. TRA.
BRIE, BI&, LUh
Z DAl LDHK U | BUNEUH Y v 40 L5, & | BIEWE. 52 4. 208 | B, B
CKOLEH | AR ALY Y 2D, RE | 206 FEICHES BE | P B E O 5
KOREADEMN., BYh PRI RS D HEAY, | i I3t

1) MeAR AL & W (3 o HIUS TIRIFRE) I2fT 5 Z &,

1:2) [8.22]

1:3) SHEDEARGRER T, RSB THITORBUMIE LAY 5T b, ENOERERT — 4 ~x— 2% H

WA TR S Ak,

THIFDO ) 227 ORIHAED 5 Tnb 2,
TE4) TP, RERIINCE S CTh B bNDE T b 5, WK FHORE SR 5N =8 A I BERIE D i AE M
hEE LY RS A4S T &

X bR I VEBEEAERF L LT 2 & VIR A RANC By

(JUXEVUFR)
SR ANHH
ML FHiLERsR A Fofi
ik AST. ALT. Al-P, LDH. y-GTP® L&
5 fik BUN® L5
el WS, Wi, DB, R, BIRG. TRk,
IR HORE FIB, F PR, R EOE
TERIEIRER »E, GER
Z DAt BIRERE (MBS Y 74 EF. F ) AKTE), BEK. CKO 5., 137IE,
BB, PR kT, R R




SEFREE—BRE
WEER OB

BUG IR TSR E B AR AT

JKRBIE F T ORRER S A S
somen |l
FAATRENE 62 AT RENE 1,158 289
FIE RS BURE (5118 15 FE R BLRE 1 4 51 15
R R B8 18 e R B K 60 16
e FH R BURE R (% ) 24.2% HIE FH R BUEBIE (% ) 4.40% 5.19%
WESNEERRREE
BIE 2 O FefikH FEBIIE (%) Bl FH 2 O T FEBIGIE (%)
REBLUREES 2(3.2) Mmigs LV o NREE 0 1(0.35)
T PR I I 1(1.6) # 1fiL 0 1(0.35)
(R IRERE 1(1.6) REBLUREREE 13(1.12) 7(2.42)
BlaEE 2(3.2) (K B AE 13(1.12) 7(2.42)
{GUN A 2(3.2) HRERES 7(0.60) 0
BEH LU THERES 1(1.6) TFEED 0 4(0.35) 0
& E 1(1.6) IRV L 1(0.09) 0
2BEES LUBRSEREE 5(8.0) DEG 1(0.09) 0
F & 3(4.8) JETE SRR 1(0.09) 0
AN I 2(3.2) DigES 3(0.26) 0
ERERIRE 8(12.9) IDAEE 2(0.17) 0
RIS N 5(8.0) 5 S PR A 1(0.09) 0
it CK (CPK) #4101 1(1.6) MERER. BIZEH LORERES 1(0.09) 0
I PR R EE 1(1.6) [ 1(0.09) 0
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8.1 Pregnancy

Risk Summary

Limited data with DUETACT or pioglitazone in pregnant women are not sufficient to determine
a drug-associated risk for major birth defects or miscarriage. There are clinical considerations
related to fetal and neonatal adverse reactions and drug discontinuation if glimepiride is used
during pregnancy. There are risks to the mother and fetus associated with poorly controlled

diabetes in pregnancy [see Clinical Considerations].

No adverse developmental effects were observed when pioglitazone was administered to pregnant
rats and rabbits during organogenesis at exposures up to 5-and 35-times the 45 mg clinical dose,
respectively, based on the body surface area. Administration of glimepiride to pregnant rats and
rabbits during organogenesis induced maternal hypoglycemia and also increased fetal mortality at
doses 50 (rats) and 0.1-times (rabbits) the 8 mg clinical dose, respectively, based on body surface

area [see Datal.

The estimated background risk of major birth defects is 6-10% in women with pre-gestational
diabetes with a HbAle >7 and has been reported to be as high as 20-25% in women with a HbAlc
>10. The estimated background risk of miscarriage for the indicated population is unknown.
In the U.S. general population, the estimated background risk of major birth defects and

miscarriage in clinically recognized pregnancies is 2-4% and 15-20% respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

Poorly controlled diabetes in pregnancy increases the maternal risk for diabetic ketoacidosis,
pre-eclampsia, spontaneous abortions, preterm delivery, still birth and delivery complications.
Poorly controlled diabetes increases the fetal risk for major birth defects, still birth, and

macrosomia related morbidity.



Fetal/Neonatal Adverse Reaction

Neonates of women with gestational diabetes, who are treated with sulfonylureas during
pregnancy, may be at increased risk for neonatal intensive care unit admission, and may develop
respiratory distress, hypoglycemia, birth injury, and be large for gestational age. Prolonged
severe hypoglycemia, lasting 4-10 days, has been reported in neonates born to mothers receiving
a sulfonylurea at the time of delivery and has been reported with the use of agents with a
prolonged half-life. Observe newborns for symptoms of hypoglycemia and respiratory distress

and manage accordingly.

Dose adjustments during pregnancy and the postpartum period

Due to reports of prolonged severe hypoglycemia in neonates born to mothers receiving a
sulfonylurea at the time of delivery, DUETACT should be discontinued at least two weeks
before expected delivery [see Fetal/Neonatal Adverse Reaction].

Data

Animal Data

Pioglitazone and Glimepiride

Animal reproduction studies were not conducted with the combined products in DUETACT. The
following data are based on studies conducted with the individual components of DUETACT.

Pioglitazone

Pioglitazone administered to pregnant rats during organogenesis did not cause adverse
developmental effects at a dose of 20 mg/kg (~5-times the 45 mg clinical dose), but delayed
parturition and reduced embryofetal viability at 40 and 80 mg/kg, or =9-times the 45 mg clinical
dose, by body surface area. In pregnant rabbits administered pioglitazone during organogenesis,
no adverse developmental effects were observed at 80 mg/kg (~35-times the 45 mg clinical
dose), but reduced embryofetal viability at 160 mg/kg, or ~69-times the 45 mg clinical dose, by
body surface area. When pregnant rats received pioglitazone during late gestation and lactation,
delayed postnatal development, attributed to decreased body weight occurred in offspring at

maternal doses of 10 mg/kg and above or =2 times the 45 mg clinical dose, by body surface area.

Glimepiride

Fetal deaths occurred in rats and rabbits administered glimepiride during the period of
organogenesis at doses 50-times (rats) and 0.1-times (rabbits) the 8 mg clinical dose, based on
body surface area. This fetotoxicity, observed only at doses inducing maternal hypoglycemia, is
believed to be directly related to the pharmacologic (hypoglycemic) action of glimepiride and has

been similarly noted with other sulfonylureas.

8.2 Lactation

Risk Summary

There is no information regarding the presence of pioglitazone or glimepiride in human milk, the
effects on the breastfed infant, or the effects on milk production. Pioglitazone and glimepiride
are present in rat milk; however, due to species-specific differences in lactation physiology,

animal data may not reliably predict drug levels in human milk /see Data/.

The developmental and health benefits of breastfeeding should be considered along with the
mother's clinical need for DUETACT and any potential adverse effects on the breastfed infant
from DUETACT or from the underlying maternal condition.



Data

During pre-and postnatal studies in rats, glimepiride was present in lactational milk and in serum
of nursing rat pups. Offspring exposed to high levels of glimepiride during lactation developed
skeletal abnormalities (shortening, thickening and bending of the humerus) during the postnatal

period.

8.3 Females and Males of Reproductive Potential
Discuss the potential for unintended pregnancy with premenopausal women as therapy with

pioglitazone, like other thiazolidinediones, may result in ovulation in some anovulatory women.
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