20234 5 AekET (58 1 hR)

10
BXiFEmmIEES
Bk R 873969
BXEAR - 34
ARES ARFSRAtA
<71 ~ A2 §€15mg | 22300AMX00147| 20114 6 F
YAV Y BEAER] 5E30mg | 22300AMX00148| 20114 6 A
- 2B PR IR AR -
WMHEERERY

BxgEs XUV VIREIREE
I::7I"7:')’9‘J::Jss 1 5mgrDSEPJ
EA7')9 2::30m;"DSEP,

PIOGLITAZONE 1aBLETs 'DSEP;

) ER—EMEONTEICKVHERT S &

2. B2 (RDEBEBEICIFIES LN L)

2.1 DAZDOBE R DARLEOBERED H 5 BE [Ei
BRICBWTERMEE OIS REEOELE
EZZohBDEBOEMAAONTBY., £/-. B
RENICH DAZZHEEDS 2 WIIFRE L - EOME N
H5.1[11.1.1. 11.1.2 K]

2.2 ERES b= A, BERRIE RIS AT EE, 1 EURER
JROBE R, 1AV VIR 25O
RIEDNBEE R 5,]

2.3 HELIHEREDH 2 EE[0.3.1 2]

2.4 BEELBKERED D EH[0.2.1 2]

2.5 HEIERYWE. FINEi%. SEERIMEO D L BE[A
2 VESIC KA MEEHENEE NS D TR O
B3 & 7200, ]

2.6 AREIDOBA IR UBHIEDBEFED H 5 BE

2.7 R SUIIFIR L C WA EEME D B 5 P (9.5 BHE]

3. #8m% - IR
3.1 #8A%
fR7e# BRIy AN
18EH LFERA. B R

Y4705 x5y VIERE(HE) veF:> it
$%15mg[DSEP] |16.53mg La—R, AR
(A7) &y >ELTlomg) | a—AH LT
15Erh : Ly ATFT) VB
A7 VE I\ Ty VHBE(HR) | Y7374
$#30mg[DSEP] |33.06mg

(B 27y &y r&LT30mg)

3.2 REIOMIR
G I
s | A | & | EE | B | &E | 0
(mm) | (mm) | (mg)
1 s ) —
cA7Y ST \woyJ @ EP 401
$£15mg[DSEP| B~
I || 7.0 | 25 [ 120
e | EIRA) /e
ATy v @ —
$:30mg[DSEP) &y EP 402

7.0 | 25 [ 120

4. SHREX [E3h5R

2EUERRIR

22U, FEEDOVINHDBERTTRBHRIFSNT 1~

AU VIR HE S NBIHEITRES.

1.0ORSBEE. EBFEDH

QBRBEE. BEFEEAICIHZATRILKRZILD L7 EI7ZER

COBREEE. EHEECNATCa-7)LIY 5T —EHEEA
ZfEHA

@RBEL. EFREAICNATET 7 74 RRERZER

2.BERE. BERAICIATA VAU V&EZER

5. SREX FZNRICEHET 5:FR
KEIZEAT 251 AR VERESHEE SN BE
WKIRET 2 & A A VRO BRIZERE (Body
Mass Index=BMI kg/m?) T24LL kdH 2 0iZA > A Y V57
IR ZZIEREIMN A A > A Y ETS n U/mLB EET %,

6. FiERUAR
(BEEE. EREEOHOEERUREEE. BHEEAC
MR TRIVRZILS L PEIR G o -7 D5 —LREEHE
L<IRET 7 F A RREHEHERT 3158)
BH. BAICIZEA 7Y ZY e LTI5~30mgZz1H1HE
RN I RRICEORET 5. 2B, HAlL E. R
I & D EEBHT 75, 45mgE FIRET 5.
(BEEE, BEBEECNZTA VAU YRR EERT 315
[mm |
)
B, RAICIZEE 2 Y &Y v e LT 15mgz 1 H 1 ESH
NS AR ICRORET 5. 2B, WAL FR. RRICED
TR 345 30mgZ LRET 5,

7. BERUHEICEHET 58

70 FESEBENZECZHRESNTVLSDOT, ZHEICH
5355803, FEOKKICHEL. 1H1E15mgh 5%
ExFBTHIEAEE L, [8.1, 11.1.2 B8]

7.2 1H1[E30mg» 545mgll & U7 IS TREA IR L 72/l
BELALNTVWADT, 45mgIcEET HIEHICIE. #F
[EOFIICEET 52 &, [8.1. 11.1.2 3R]

734 YAV Y EOHABIIBLTIE, BESZEESN
TWwabZEM5, 1HIEISmgh 5 HE5E2MIRT 52 L.
KA ZHEET 558 3FERCDALORER - #BigE+
FICBELLEPSEEIITS>Z &, 72720, IHEELT
30mgEEz W &, [8.1, 11.1.1, 11.1.2 ]

7.4 EEFE T 1H1ESmgh 65 2T 5 2 L EE
LW, [9.8 2]

8. ERREFRNER

8.1 ERIMMEDOHEMIC L 2 &EE X 5N RENPFEHIRICH
BU, FLOREPHEBHLVIRET LI EPHDD
T\ IRAThOERE, SR AR, ERORLICER
L. BEPAHONIGEICIES ICRFIORRZHLLL.
XZIHLOBEFREET L L, [7.1-7.3. 9.1.1,
11.1.1, 11.1.2 2]

82 DEMERPLWHERPH5DNLEIENHLDT,
EHRICDEBERBREZTO R ETDICBEL. BEPR
HONTHFIZEEGZ—RHET 2055V I3HET
BREHEEICKRET S L, [11.2 BH]

8.3 AW HERE2H T 2% EBELBHEITIEEH/IC
JFREmEEZERE L. BEEFRO SN GEICEIREE
kg % EEY) R AEEITS &, [11.1.3 ]

84 RIMMELEIT I ENDHHDT, BEITN LK IMBERER
BOZDOMAFEIZOWTHAHAT L & [9.1.2,
11.1.4 28]



8.5 KAl 2 #HE S N/-BETHEWEOREY A7 PHEMNT 2
AREME AR RICIIBTETELRVOT, U TORICEET
%52 &, [15.1, 15.2.1 ]

- BERCEREROBRZFICIIREABISZ L, T, R
12, BEREOBRE2ET % BEICIAFOBENE RO
a2+ ICHRE L BT, REOR G2 EREICH
Wid s &

< BEBIRICHENL S BE XX T ORI BEMERIED
VR Z+FICHALTIOEET S L, £/
iR, SR, SFRBEOERPRO s h iz 5GH
ik, BEBICRPZTHEOBEICEET S L,

c BE5HRIE, EHNICRBESZERL. BEIRDS
N7ZBAEIE, B RAB2TH> &, T2, BER
THLME LT, +aRBgETO T &,

8.6 ¥5 73 AIFEICIX. MHE. REEZEHMICHEL., Al
DOHIREFEP O, 31 ABBSES L THRIPIA TS 2EEIC
X, ELPICDIBEREADYIVEZ 2175 2 &,

8.7 BB MAE NI BV BRI BERE A AL T 2 512
HHZEDPHONTBEYD, KFANCBLWTHHER I H 2
DTHEITHZ &,

8.8 KIENERZR T ENHHDT. EFifEE. HEH
DEEFIIHBELTVAIEFICRET S L ZICIERET
52 &, [11.1.4 BHE]

8.9 a-7Nav ¥y —EHEH &EAA L HASmgDHHICE T 2
REMIIFELL T2 (FEAZRIZIZEAE RN,
8.10 a-ZNVay ¥ —F¥HEA]. ANAZLT L T7RER XS

AR D3F = MK ST 25E DRI L Tk,

FRREEBEAE L D BIEARRARNEL 2 5HAPED

5NTW5,

8.11 774 FREH EAFHASMmgDOHHICH T 2K S
HIFREZ LT L (RRRIZIZEAE RN,

9. BENERZEIHEBEICHTIEE

9.1 &G - BEEEDHDEE

9.1.1 DAEFREDOBZTNDHDDEMEE. FUDEE. DEHIE.

SMESNVEEEDVEEDSH DEE
BERMFEEOEMIC LV OARLEZRESELIBZAN
H5, [81. 11.1.1, 11.1.2 ]

9.1.2 BRIMEZEF T T BZNDHILUTDEEN (FIREE
- I N EAFEREA 2 IIEIB B A2
- REARRE. HUERE. AHRBIZEHER, B

HEOREIIETFIRE
c LU WEALES)
CBEOTILa— LB
(8.4, 11.1.4 ZHR]

9.2 BikrEEEEE

9.2.1 EELEBKIEEREERE
BELZWT &, [2.4 3]

9.2.2 BHAEESEE (EERBREREEEEZIR)
HEIIBRET S &,

9.3 FFeEEEEE

9.3.1 EELITHEEREESEE
BELEZWZ E, KEIRFEICHEBETREEI NS0,
BRI 2BZTNDIDH D, (2.3 BE]

9.3.2 FFeEfEEERE (EERITHREEEEEEZIR)
HEIRET S &,

9.5 117
RIS R L TV SRR D & 2 L EICIEHRE L v
& Ty baRBEEREREGABETIE. 40mg/kgbl Lo
BT - REFECROEME. HAEROEFROKME,
7Y FERBEERIRSREBETIE. 160mg/kgRE THEY
DOREIIRELS ZNZEN1F]. K - JRRFECTROEED
HENTWVS, [2.7 2]

9.6 F3.iw
WREOBERERCRBIAREOEREZEZE L., RIALOD
M xhE 2 RET A 2 &, BMER (S Y b) TRt
RABITT A I EDHMESNhTWDSY,

9.7 INR
NREENRE UBRREHEBRIIER/RL Thal,

9.8 BnE

BEFFRBICEEL, BE2T0ICBE LAY SEEIC
BETHIE, ~RICEBEBREISERTLTWS, [74 &

]

10. HHEEA

RANIFEE UTHEMNBIERCYP2CSTRHA S . i
BEOSTEFPREICES Y 2. [16.4 2]
10.2 HRAEE (HAICERT S L)

A4

MR - 1EETIE

W - fapRA T

e PR 7 F 38
ZIVAEZILI LT
SREEA
Y77 A R
Al
EEIA A v
IR ESE
a-ZLasy—
YIHEH
DPP-4fHZEH
GLP-17+u 7#l
Al
A VA BIAE|
[11.1.4. 16.7.1-
16.7.3 Z#]

{KIMKE%FKHT 55
FNBHHDOT, K
RE» o5 %k
TR SEEBEICHRS
THIE,

DERIREICIE, IMRERE
TEAOHE®IC &K
0. EIEDY 27
PHEINY 5 BZ2NH
HBo

BIREHAER T ZD
Mg RE SRR % 158
IXET T S HH &
FHALTWSES
8 78 FH 38 D I
B R 2 15
% HH
B WA
) FILEEHE]
73 VEEL
B PHERA
T4 T7I—+%
D AR MRE A%
Al
TNT 7)) &
8 FRI78 FH 8 D I MG
B REA Z R
% FH
T RLFU YV
BB REALE
N
R AL E >~
£

EEROMRICIAE
ICARR =T 55
BTk, FERRE
O EOFERICE
HOMEIERICHE
ITHEELIT, KA
DA > A VIEFUE
EMEASMD 5 2
LIk BB
FEEIT L&,

IR FE R O 15
XIZWFFIC L 2o

V77 Y ED
CYP2C8%#HHE Y
% FEHA

V77 oy e
| Rl ) I
VY OAUCH54%
BRI 2 EDW|MED
HBHDT, VT 7V
YV EBHT 515
B MRS E TR %
+aIcBEL. BE
R EITIT AR 2 1
BIbHZ L,

CYP2C8% i g
&K, AH
ORBEYRES NS
EEZHNS,

11. BIfEA

ROBWERDPH5DONBZ ENBHZHDT, BIEETFITATL,
REPRD 5NIZBEIC3REG T 5% CHET L NEZ

FHr2 &,
11.1 EXZENER

11.1.1 DA ZE BEEEAA)
DAZEPEED L2 VIIRIET 22 ENFHHD T, FHE,
BB FERI. DASER - Big (BN, iR D
Mg R MKE) A SN BE I3RS EHhIEL,
W—TRIRAIE 2159 5% EHEY B 21T 2 &
RICODAEREOBZNOH 2 VREBOBEIIHRET



BHERCA VRV EHT HEICIE. DAEDOEIEIC
FEEITSHZ &, [2.1. 7.30 8.1, 9.1.1 2]
11.1.2 72RE(8.2%)

ERIMMEBOHEIMNCL S EEZ 5NBFEISROON
A, BED S VIEHIET 54 EEY 2 AE R
752 &, ThODMBICE> THRERPHEL 2V
A, BDEISEUTIL—THRE (704 3 RE)
ORE5%RrERT S, [2.1. 7.1-7.3. 8.1, 9.1.1
]

14. BRAELDZER
14.1 FRIZMBOER

PTPEEDOHANIPTPY — bSO H L TIRAYT % &
HRE T B E, PTPY— bOBEAICE D, BLHAE
DEBRBEATIA L, BICIZEL2B I LU THRIRRS
DEELGAWERZMHI LI LEPH 5,

15. ZOfthDER

15.1 BRIRERAICE D 1EHR

11.1.3 FHaERRS. BB (HEAH)

AST. ALT. Al-PEOZE L\ LA %S FHERERE.
HEPHODOND I ENDH . [8.3 ]

11.1.4 {E0#E (0.1~ 5%AKit)

HOWERFAZEE OFFHE T, RIBERPH 5DN S
ZENDH D, BRIMEERPED 5 n-HaE. KElH 2
WIIHFA L TV B BEREA S 2 — Ry Ich b 2 0
DVWIRET A5 LEBEICEETHI L, o, KAl
DG K D RIMBEERPRD S NG EICIIEE 2
BURMTENT 22 EHULANEZITO> Lo 72
L. a-Zvayy—EHEEAEOMRIC &L D KIMELE
RPRDENTFHICRI T RIHEEEET LS. &
B ARMBEERIEA > 2V YHRARICZ A5 TW
%, [8.4, 88, 9.1.2, 10.2 2]

WAL CEM U - BRRERE 2 0 R E LB EmE (104
DORBE I R — M) ITBWT, BIEO3EE Y 2712
W2 L EEZIRO SN 7=, BEEOFE
U 27 IO REME 2 RB T BEZMELHESh TV
529, [85, 15.2.1 ]

15.2 FEBRAREHBR ICE D < 1B%R
15.2.1 v FROY T AI224 7 ABEHZEOHRS L7z#H R T

k. T v MED3.6mg/kg/ HDIE ORI BEBEIES AT #
5N7z. [8.5, 15.1 &lE]

15.2.2 M KB IR ERE (familial adenomatous

polyposis : FAP) DEFIVEW TH AMin~ 7 A IZHH
B(hurvyyrkvuasyrsyyyy)2&O#%5L
el A, BBESEOBRUVRESSIZHARIELLED
HWEDPDH BT,

11.1.5 HEHUEIRAERAE (SHEEANEA)

16. FEENRE

HARE. B, CKER, MHARPRFIA 7oLy
ERZREE T 2MUTMBErH5DNE ENH B,

11.1.6 EIEMAHR (BHEAEA)

FEE UK. PRGNS, MiEORE (REE)EVRD
SNTGEEICIE. ERL P ICHEXAR. WECT., Mk
Y- A—EOREEERL. BEFPROOSNTHAIC
3 BE2PIEL, BIBREFRLVEVAORGEDE

16.1 MARE

PEREZITS T &
11.1.7 BERDBA(0.1%KTH)
11.2 ZOfthDEIEA

5%k

0.1 ~ 5%

0.1%Kiii

S

mlﬂﬁiil)

Al HIERE
A MR

TEERE:

MmEEF. O
H:j;%j@}ﬂ‘ IO
BXREEE,
BiE. fEtEl
&, BT

B BAE

LN N
2

Hibas

Bl - e, H
RN PSRN TR
I fEE. FEER
B, TR
&R, BT
#. B

i ek

AST. ALT.
Al-P. v-GTP
DEFR

& o
ER

OEWV, 55D
&, . R
&, LU

Z Dt

LDHEK U
CKoD k57

BUNKU A Y
TLD LR, B
EHROHILY
FNY NN
ERUOREAD
#hn, BYn

RAEIE. 5
B i, A
badiik AN
RS FER
Yo P P ELRE
DEAL

LN i
FRIG T BE
IR D FERE
1 B )

1) MRARE 2 E IR (37 AICTEREE) IC/TS Z &
F2) [8.2 2]
E3)SNEDOERRABE T, ZIEICBWTETORBEE LAPRO SN TS,
FA)FE, FEENICHE--THEoDbNEZEND B, RINMETFEORENED S
NIAGEITIZEIFEO TR 2 8 Ul 2 LB 2175 Z &,

16.1.1 BEEOKS

BEBRABFICEA TV Y Y V2 RO#%SE Lk, I
EREERTREY- 1 ~VI(M-1 ~V) P s h, £
DS EM-1I ~ VIZEERHEH TH 2.
BERRASFIFICEERICEA 7Yy e LTl
30mgz BEREOHKEG L7k, REL KON EE NS
A—=FIZREDOEBD TH 510,

Cmax Tmax AUCo-336h t12
(pg/mL) (h) (ng - h/mL) (h)
RER 1.4+0.2 1.8+0.4 11.6£2.2 54+1.7
(mean*SD)
R1 R2
o0y AZAefk | HiC-HC- | H-
1o o M-I H3C-H2C- HO-
M M-I H3C-0C- H-
M- H3C

By SYO HO — e Hi
\Q\pom N M-V HOOC-H2C- H-
" M-V HOOC- H-

16.1.2 REEE®RS

R A BT (661) ICIH1EE A 7)) &> & LT30mg
ZOHM (2H B3RE) REROKRSG UK. RELERD
EHEAL A AT (RELEAM-T ~ V) DI EEIZ6~7H
HTIZIZTEEREBIGEL, MERBICK2EBEI VLD
DEEZSNBY,

16.1.3 £EYFHEF R

(EF2'U 9V v515mg[DSEP])

¥4 %Y 4E15mg[DSEP] &7 7 k Z3E15%. 21

AF—N—HIC LD ZNENIGE(CF T I E LT

15mg) R AT -1 R B EAR 4% 5 U C Mg R E

LA % JIE L, 135 N8 BRE/ S5 2 — & (AUC,

Cmax) 122\ TIO%(EHEX I I THREHIRNT 51T > 725558
1log(0.80) ~log(1.25) D&EFEANTH U . WHAIDEMER

FSHsHERS Nz,



(ng/mL)
1,000 r
800 r —e— ¥4 5V i15mg [DSEP)
I —o— 7 b R85
% 600 H mean+SD, n=14
n
g 400
200
0
0 8 16 24 32 40 48
#e 5 R¢ (hr)
HENTG A —% BEINTG A4
AUCo48 Cmax Tmax t12
(ng - hr/mL) | (ng/mL) | (hr) (hr)
[
+ + + +
$15mg[ DSEP ] 6,621+1,985 |703+240|1.8+1.46.8+2.0
727 b AFELS | 6,710+2,438 |667+241 (2.3+1.1/6.7+2.0

(mean=SD, n=14)

(€479 §30mgDSEP))
¥+ 7 % 430mg[DSEP] &7 7 k 2§830%, ~ 1
AFX—=N—JRICLDZhZIIE(EF TV FY L ELT
30mg) R A S FICHE B R IR O 5 L CnSEhRZE
LFRBELZHEL., BoNEMHENT X —% (AUC,
Cmax) 22V TI0%EMX LI THREHENT 21T - 7R,
log(0.80) ~log(1.25) D&EEMNTH O . FHA| D EY£H
FSEMEPHER S Nz,
(ng/mL)
1,400 r )
1,200
1,000 |
800
600
400
200

0

—e— "4 7' ¥ »§¥30mg [DSEP]
-0—7 7 b A$E30
mean=+SD, n=14

Pt SEE=

0 8 16 24 32 40 48
Be5 g e (hr)

HENRT A4 BENT A4
AUCo.48 Cmax Tmax t2
(ng - hr/mL) | (ng/mL) | (hr) (hr)

Er Ty

+ + + +
$£30mg[ DSEP] 11,132%3,167|1,062+£293|2.1+1.2|7.6%=1.4
727 b A$E30 |12,076+3,035]1,138+£277|1.9+£0.9|8.0£1.7

(mean+SD, n=14)

MAEFEEN ICAUC, CmaxZED/)8T X =713, #kE
OFER. MEOFI AL - BFEFEORBREFIC K> TER
B[R D B
16.2 TRUY
fRERER A B 7 (8f) ICBIERE X E BBICEF T ¥y v &L
T1E30mg% BEFEOR S Uz, BR%FSICB0LWTREL
RO TmaxDERE D & 5 Nz AT RE LR O S FE 3R 1
WITA—=HFIZRELZIEZL, BRICKDZEEBIIEALR
neEZH5N539,
16.4 35
vEF7)y Yy oREICIEF v 7T —L4P450 1A1. 1A2.
2C8. 2C9. 2C19. 2D6. 3A4D0EH O TENEE LT
W5, £/, X7 UFZ Y UiZk b F b u—2LP4500FE
HHEI7uvy—-20RBEEICH LT, F b7 a—24P450
1A1. 1A2. 2A6. 2B6. 2C8. 2C9. 2C19., 2D6. 2EIl.
BANTIFEAEFRERZE Z 72\ (in vitro) 12, [10. BH&]
16.5 kit
R AR F (144 IcEERIcEA 7)) ¥ & LTLHE
30mgz BEFREOHG L7zKE, JRHAICIEESE LTM-IV~ VI
BEitts N, BE5%480 M & TO RBRBERFHEIERIIFIB0% TH 519,

16.7 EYHEE(ER

16.7.1 RILIRZILD L 7HE
ZNVEFZLVILTE(ZTIRY 7S5 IR, ZUTSYR)E
RO 2RIE R EE () 1ot LT, 1H1EIEA 27 ¥
> &L T30mgZx7HEREOKRE LK, 47UV D
RELAE B EE LS EET (RELAE+M-T ~ V) o1l
BEIAFREOAO2BIERFEL COMBLIEMLT
BO, 72, ANKZILY L TPHOMAEE#EEROEH
WERICHEBIASNTWLWERWVY, [10.2 B3]

16.7.2 a-7 L5 —EFREH
AR R—AEHPO2RIFERFEE (426 12 LT, 1H
1EEA 7Y &> & LT30mgxREO#KSE Lz, €t
&Y OEEILEMEET RELA+M-T ~ V) O i
EREHEBEEOAIZAIL ALY L 7 EIERE PO 285
FRIREBE COBREELILTWVB, [10.2 ]

16.7.3 EF7F A RREHA|
X NARIL IV REBRGHOEBERANS T (1460) 12t LT,
1HIEEA 7Y ¥V 0 & LT30megaREIRE L,
F 7)Y OEELEYEEF (RELE+M-T ~ V) Ol
FEEREA 7)Y L B SROBER AR T (84)
TORBREFEPLTWVABI0, [10.2 ]

17. BRARREAR

17.1 BERUOZEMEICET 5558
17.1.1 BN HEASE D1E5058. S MAER
2RIERREE 20 RIC, IHIREA Uy &L T
15mg. 30mgXi345mg#x %5 L —EEMILERE % &
OEMEERAFICB VLT, RAEMEREE TGS i
21D eER ([FhEEE DI L) 1350.8%(417/82114)
'6%615)\ 17)-24)0
E51C. ERRERER(28~48ARLL HRE) T 225K
MFEXROHbAlcO FEEIERHRE L. (BRI IEASNT,
TELZIMEI Y ha— BB 5N T NS 24,
BIEFISEERAEE1313.2%(128/96941) T F A BIEMILF
& - T A (7)) TH > 70
(BEEE. EFEEDHD2BUNERR)
17.1.2 ERE DEER
THIEEA 7)) &Y > & LT30mg# 1 285 U7z fE8.
HbA1c(JDSHE) 121.08 = 1.47% (635 D FH i + 1ZHE (R
EZ)OREPROSNT NS,
BIEFRFIRSAE X, 16.9%(13/7761) T E2BWERIZEF
[ - &< & () TdH - 7229,
(BEHEE. BHEECINZ TRIVKRZILD L 7EIZERDO
2BUNERRIR)
17.1.3 BNE DEER
THIEEA 7)) &Y > & LT30mg# 1 285 U7z iE8.
HbA1c(JDSHE) 121.24 +1.33% (564 0 F15fE + fZH (R
Z)OREDPROSNT VWS,
BIERIFEIRSEE X, 10.5%(8/7601) T ERBIERIXF
fE - &< A3l TH o720,
(BEEEA. EFEEICNATa-ZILIYS—PHEER=E
FAth @ 2EUFEFRTR)
17.1.4 BN DEER
THIEEA 7)) &Y > & LT30mg# 168 S U7z fE8.
HbA1c(JDSf#E)120.91 £0.89% (55 F 1 + 12 HE 1R
Z)OREIROSNT VWS,
BRREEORE 2 & TEITERN67.2% (43/6441) 12589
5. EREWERITIRE66]) TdH - 7225,
(BEEE. BMEECINZATET 7 F 4 RREF|ZFERPD
2BUNEFRIR)
17.1.5 BN DEER
IHIEYF 70 %Y ELT15mg# 1208, 20k
30mg# 16AREH G L7-#R. HbAlc(JDSf#E)130.67
0.80% (83 D F-Hff + 1R ZE) O RENSED 5N TN 5,
ERMEEORE 2 & TEITERA15.7% (13/8341) 12589
5. ELBIERIIIFME (3F) . RAEMEERE. EEIRA
U'BNP_EF (%261) e & TdH > 7220,
(BEEE. EFEECHNITA VA VB ZFERP D28
YEFRIR)
17.1.6 ERE D1EEER
TH1EIEA 7)) ¥V > & LT30mg% 1685 U7z iE3.
HbAlc(JDSHE) 131.22+1.11% (456 D F-5 i + 1= HE (R
EZ)DOTEIBDHENT NS,



HERREEO R 2 & UEIER766.7% (40/60f41) 12328
5., FEaBIWERNIAKMERE (20641) . AR EZE R O
LDH#EM(F 114 22 ETdH - 7227,

18. ERFIE
18.1 {ERER
ARENEA > 2 VREERDA 2 A UREEHBUBIC/ER LT
AR CEFUEEBER L. FICB T EEEEZMGHIL. R
M B U 2EAA2BOMEZE TS Y5, ZOMERIE.
A 2R VRO R TH HMAAA A > R AEHZER
WMZ2EFLT A EIcks EHElsh 529,

18.1.1 FRAEHERICHBF D1 VAU V{ERER
Wistar fattyZ v D% I AHICBWT, A2 RY ¥
OER (7Y a—7 vk URETUEER) 23887 5
(ex vivo). F7-. Wistar fattyZ v b OEIALE FH A
KRRk O BABERE A MIRIC BT, A 2 Y OfER(Z L
I—ABLRORIEEERITEER) 23889 529 (ex
VIVo)

18.1.2 FICHIF D1 VAU V{ERIEE
Wistar fattyZ v MZBWT, FicBIFs 7 vax+—+F
DOEEZTLEL, 7L I—R-6-FAT7 77 —FOEEZE
T, HEEEZIET 530 (in vivo).

18.1.3 4 VAU VR EF(ERE®
Wistar fattyZ v fOBBEHICBEWT, KR LAA > RY
VRBEROA A UREFEED) Ytz IEEL L.
RAT7FINA )Y F—-3-FF—EOEHZITET
%3V (in vivo).

18.1.4 TNF-a EEHINHI1ER
Wistar fattyZ v MIEE®D 5N 2 BEMH TNE- a BEETTE
ZHHIL. S EMAT L TRILE 2 BRI 232 (in vivo),

18.2 HERHIEIER

18.2.1 BB, EHBEEOAO2BERFEFICIHIME L 7
)&y ELT30mgE 1 2BEH S L —EEMRHEGER
IZBWT, ZERFIE. HbAlcO R, 1,5-AGO L&A
ROLENTNB0),

18.2.2 BEFE, EHBEICMA TALARZILT L 7 Hl % HHH
OEEIRIRBFEICIHIEYA 7Y ¥V > & LT30mg%
12;A G U —EEmHEERE ICB W T, ZIEREIL
. HbAIcO R, 1,5-AGO LR, 1A > ZA) > DR
AR 6N TNB,

18.2.3 B L, EHEEICMA TR Y R— 22 HHB D25
WERBREFICIHIEIEA 7)Y ¥V > & LT30mg% 1638
PERE L —EEBREEEBICB W T, HbALlcD &Y
ROLENTNDED),

18.2.4 BHE D, EEEEIIMATA AL IV E2FEHAPO2R
WRBREFICIHIEIEA 7Y ¥V > & LT15mg# 1 280,
ZD#%30mgx 16AMIT KRS U —EERHEEERICH
W, ZEIERFINEE. HbAICO REEA RO 5NTN5E2),

18.2.5 BHE L, EEEEIIMATA VR VA ZFEHF D2
BIREIRFRBEICIHLIE YA 7)) ¥V > & LT30mg#% 1638
MO G L “EHERBGARICB W T, ZERIRE,
HbAIcO REDRD 5N TN B2,

1826 A A Y2 H T 2 BB 2BIGERKE €T ILEY
(KKAY< ™ A, Wistar fatty5 v h)IZBWT., &Ik %
UBA VA VIMER&ERHT 5. —H 1 VAU YRZD
IEERRETLVEM( ALY UBRET v b)) O
I, IEHZ v b (Sprague-Dawley T v ) O IEH M
IIIER 2R S 22129 3),

18.3 MitERECNE1ER

AR YEHEEZE L. THERERE £/°9 Wistar fatty
Z v kKR OZucker fattyZ v M4 7Y ¥ %10~12H

%5 L, 20BEERBIC/ LI —A2ROKRE L& 2 A5,
TN A= AEEHOME SN T — A LEROWMEIRTA > )

VBE T IBDEBRATFED 5T N B2 33,

18.4 « VRV ViRTH N EER

18.4.1 BEHEE, EHEEO A LI EHEE, EIFEEITNA T
A=) L7 &R0 2B RFEE IC L H L E
F 7V &Y ELT30mgE | 2B S U 7z i R L 55
(Za—2 - 75> FHE)NITBVT, KRR R O
D AHRD EZANERD 5T B3 39,

1842 4 AV VEHMEEHF L. EHEEERKE TdH 5 Wistar
fattyZ v b R ORBNETd % Zucker fattyZ v M2EH 7Y
y Vv AHBHREG U, 200HEREZICA VR » &2HE

L7z&Zh, A A Y HEEROIMEET OERAPFRD 5
*LTL‘%)ZQ)‘ 33)0

18.4.3 ETHEINERIR TH HKKAYY 7 ADOMEBED 7)) a—7 >
B53 R OVR 2 AL B B R AR O B IR B 3~ DA > 2 Y >
R O REEL D A H % BN S & 539,

18.4.4 JETHBIREFRE Td 5 Wistar fattyZ v SO » & OEELE
ZME L. KA 2EORH 25D 530,

19. BARSTICEET B IB{EZHAR
—Mk& : €4 7Y ¥ ViERE (Pioglitazone Hydrochloride)
{E24 : (5RS)-5-{4-[2-(5-Ethylpyridin-2-yl)ethoxy]benzyl}
thiazolidine-2,4-dione monohydrochloride

PFR : CioH20N20sS - HCI

PFE 392.90

M R AEOBREUIEREOWNERTH S, N,N-Y X F )Lk
VAT I RXERAY ) —LiZRRBETRd, ¥
J = (99.5)IZVEIFICS < KIZIFE A EE T LW,
0.1mol/LIEM IR IVE T 50 NN-Y AFILALLT
3 FIBKR (1-20) 3Rz R E 20,

H

i S
=0 .ma
NH

/

0 0
MO GEAR SR

20. Bk WL EDER
PSR ITER 2B TRET S 2 &

22. g%
(EF7'US V'8 15mg[DSEP])
(PTP : /#IAD) 100%(108Ex10) 5008 (10%E X 50)
(EA UV V830mg[DSEP])
(PTP : #z/8HIA D) 100%E(108E % 10)

23. FE K

1) RIZRE i 3B &R, 1996 5 24 : 2597-2617

2) Lewis J.D. et al. : JAMA. 2015 ; 314 : 265-277

3) Korhonen P. et al. : BMJ. 2016 ; 354 : 13903

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

5) Hsiao F.Y. et al. : Drug Safety. 2013 ; 36 : 643-649

6) Saez E. et al. : Nature Medicine. 1998 ; 4 : 1058-1061

7) Lefebvre A.M. et al. : Nature Medicine. 1998 ; 4 : 1053-
1057

8) FHEEE : [k ERFZE. 1997 5 74 1 1184-1201

9) HESIZHE T 215 (727 b R$E : 1999F9H22H &R, H
FEERHIEEA3.1.2.1.1)

10) RE# (727 b Z$E © 19998 9H22HARR. HFEERE
~N.2.3.1)

11) &R - EMENRSEICE T 2 &k

12) 3 (72 b ZA$E © 19994F9H 22 HARR. HFEERMIE A BTE)

13) B ffi— fih : EEAREBFZE. 1997 ; 74 1 1627-1637

14) #5 BEA fih : BEAREWFZE. 1997 ; 74 1 1217-1226

15) 3RS fih : EEAKEBFZE. 1997 ; 74 : 1540-1556

16) SEYIMHEERRER (7 2 b A%E : 2008F12H22 HA&ARD., HEH

EHH)

FERAERED T O (77 N A%E : 1999F9H22H &R, H

FEHERMEE b .2.1.1)

18) FEF1B5 fih : EEAKEBFFE. 1997 ; 74 : 1250-1277

19) #7185 fih : BEAREWFZE. 1997 ; 74 1 1278-1306

20) FFBE fth - BEAREHIZE. 1997 5 74 1 1491-1514

21) FHBE fth - BEARE AT, 1997 5 74 : 1515-1539

22) BEIRE fh : EAREBZE. 1997 5 74 1 1614-1626

23)

24)

25)

17

—

FHFRS fth : EEAKERTZE. 1997 5 74 1 1557-1588
PSS fth : EEAKEBTZE. 1997 5 74 1 1589-1613
I EE R LEGRE (7 7 b A$E © 20024864 17 HA&GR.
EEWEE)
26) HIAHEREE (7 7 b A$E © 2008F12H22HA&R, HFEMEEH)
27) BN _EERHEEE (7 7 b A$E © 200943 H 24 HA&ZE.
BEREE)
28) BE+H/N\SIEBAFEF G @TE BIIEHE 20214 1 C4226-4232
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) whE At SRR, 1997 5 251 337-343

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

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

24. THEERFERUBEVEDESE
Bo=HIZT et BEHREHRE
T103-0027 HEHBHRK HAE2-13-12
TEL : 0120-100-601

26. BERTTRES
26.1 SHEERFETT

O FSHIXTPHAEH

Daiichi-sankyo S IUAR I X H A AR AMT 3-5-1
26.2 BRFCiEE

O -] I \*ﬂi_tﬁ*i

Daiichi-Sankyo %R%B':Py%l: EIZIK%ZIKHT3— 5-1



