)

* 20264F 3 AT (58 2 hi 13
20234 5 HET (8 1 IR) BREERROBEES
B | RIRGE 873969
BEAR - 3%

ARES AR5SRAMA
21 )~ OD##15mg | 22300AMX00145 | 20114F 6 A
A VAU VIR EA] OD##30mg | 22300AMX00146 | 20114F 6 A
-2 BRI A -
MSEERRERY

E7 U9V VIR A RREREE

EA7)9" ' 0Ds15ms" DSEP;
EA7)9"'Z0Dx30ms" DSEP;

PIOGLITAZONE OD TaBLeTs 'DSEP;

) FEE—EMFEONSBICKVHHT LI &

2. B2 (RDOEEICIFIFSLRENT &)

2.1 DARZDEE R ODAREOBERD H 5 BE (8
BRICB W TIERIMEE OB LE S REEOEL &
EZZONBHDEEOEMPALNTED., £/, E
RIICD DA ZEED 2 WIXRE LI EDHED
H5.1[11.1.1, 11.1.2 BH]

2.2 EIET b=V A, BERURIEEIESOIATEEE, 1 EUER
TROBE R, 1AV VX BESL LB
FRIEDSEE R 50]

2.3 HELAHEREDH 5 HE[9.3.1 2]

2.4 BEELBHREREDH D EE[9.2.1 BRE]

2.5 ERERYYE. PiTEIR. EERMEOD H2BE[ 1
2 YEHHIC X 2 MBEEHESE T NSO TAF O
B3 S 720, ]

2.6 REID IR UBEUE DB H 2 BE

2.7 R FIER L T W A RREME D B 5 1 [9.5 28]

3. #8AK - R
3.1 fBm
HR7e % BIEST RINAI
o3 s e | 1EEHR D-w>=F—=J. A
ngﬁl)lirjn/ A7) 5 VEBE(AHR) L AT —ZF LY
"DSEP) 8|16.53mg L, EREFyFOv
(EF7y%YyELTISmE) L E—Z, 70 2A
o 13 FEFY, 27 50—
O s o Al A 5 (R R 1A > k= by
"DSEP) M &133.06mg FTYVBY IR
(€479 %Yy ELT30mg) | &
3.2 RAEIOMIK
sl 51
mrEs | AUE | @ | EE | BS | EE |40
(mm) | (mm) | (mg)
SR /EP\ . —
OD%$t15mg 4 e~ \uo3/ @ EP 403
[DSEP] (DR || 7.0 [ 2.6 [ 120
Ex 05| B |
OD#30m g (HHRA) (wos/ — |EP 404
[DSEP] 70 [ 27 [ 120

4. SHREX (FFHR

2BUHERRIR

Iel2U. FEEOVWITNHDBRT A RBRMRMESNT 1

AU VERENEESNSIHBEICRS.

1.OBSEE. EFEEDH

QRBRE. BERAICINATRILVKRIILD U7 EIZER

QORBEE. EFEEACNATa-7I YT —EHEEA
Z{ER

@EBEE. EFEEICINATET 7 F A4 RRERZER

2BERE. BERAICIZA T, VAU VREZER

5. MEEXIIZNRICEHET iR
AR ZFERTZ2HE G AV A) VERESHEESNSBE
WKIRET S & 12 AV VEFUEO BRIZERHE (Body
Mass Index=BMI kg/m?) T24LL kdH B W\idA » 2 > 53
IWIREEASZERERF I 1 > A Y VET5 n U/mLEL L& 9 5,

6. BENUHE

(BEEE. EBBEOHFDGEENURERE. EEEEIC
MATRIVKRZIVD L TEIRIG o-F )V Y9 —ECREERE
ULKIBET7F 4 RRERIZFERT 3188)
BHE. BAIIZEF 7Y ¥V > ELTI5~30mgz1H1HE
BRI NIIHERICRORET 2. 8. WAl Fi. Bk
K DEEERT 575, 45mg%x LRET 5,
(BEEL. EFEACIHZ T, VAU VREIZERT 518
O

)
WHE. BRAICRESZY 7V &L T15mg# 1 31 EEHERT
XIFHBRICEROKRSET 5, &b, Wil Ef. ERICXD
HEERT 55, 30mg% FRET %,

7. BERUBAEICEET 58

7.0 BFEAEBAZEICZIBESNTVLEDO T, RHEICHE
53 5158, HEOREFICEEL. 1H1E15mgh 5#%
5252 ENEE LV, (8.1, 11.1.2 ]

7.2 1H1[E30mg# 545mgic e U 724 (TR IE AR L 7= 43l
DBELHLNTNADT, 45mgIcEET 256101, %
BORBICEET S . [8.1. 11.1.2 ]

734 RY VEDOHABICBLTIX, BESZHESN
TWabZEMH. 1HIEISmgh 6% 529 52 &,
AEIZHEET 258 IFEXRCDARORER - #iEE+
FICBELEFSEEIITS> L, 122L. IHEELT
30mgE#BARNWI &, [8.1. 11.1.1. 11.1.2 BIE]

7.4 BEE T 1HLEILSmg, 5B E52MET A ENEE
LW, [9.8 28]

8. EEREFRNER

8.1 ERIMMEBOMIMICE 2 EEZZ 5N A ZEHS BRI
WU, EROALPHEESLVIIHET LI ENSHZD
T, IRAFOFE. 2 AEEN,. EROB(LICER
L. BEPHLNBEICBES ICAFRIOIRAZFIEL.
Z8IHLOBERIEETLE, [7.1-7.3. 9.1.1.
11.1.1, 11.1.2 28]

82 DENEBEERSODLEAIHSLNEIENHBHDT,
EHICDBRBERZITI R ETDICBEEL, BEIR
HoNTHEHFIC3REEr—RPILET 22525 VITHET
L YHEBICHRET S E, [11.2 BE]

8.3 HFICHIREREZET 52 ELBERBEICIIEHNIC
HHERE*ERL. REIFRDoNLHBEICIIERER
FIEg 272 EEYZAEEZITO 2 &, [11.1.3 ]

84 KMEELI T ENHHDT,. BEITH UEIEER
RUOZOMLFECODVWTHOHHET ST &, [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
REEA
Y77 A R
Al
EEIA A v
IR ESE
a-ZLasy—
YIHEH
DPP-4fHZEH
GLP-17+u 7#l
Al
A VA BIHE|
[11.1.4. 16.7.1-
16.7.3 Z#]

{KIMKE%FKEHT 55
FNBHHDOT, K
RED o5 %k
T3 SEEBEICHRS
T5HE,

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

HIREHAERZD
Mg RE SRR % 158
IXET T S A &
FHALTWSES
8 7 FH 38 D I
B R 2= g
% FH
B WA
) FILEEH]
E 73 VEEL
B PHERA
T4 T7I—1+%
D AR MAE A%
Al
TLNT 7)) &
8 FRI78 FH 38 D I HE
B REH Z R
% EEH
TRLFU Y
BB REARLE
N
R AL E
3

EEROMRICIAE
ICARR =T 55
Bl FERRE
O EOFERICE
HOHEIERICHE
IHEELIT, KA
DA > A VIEFUE
EEASMbD S 2
LIk BBt
FEEIT L&,

IR FE R O 15
XIZWFFC L 2o

V77 Y ED
CYP2C8%#HH Y
% FEHA|

V77T EHf
| R ) I
VY OAUCH54%
BRI 2 EDW|MED
HBHDT, VT 7V
YU EBHT 515
B MRS E TR %
+aIcBEL. BE
R EITIT AR 2 1
BIbHZ L,

CYP2C8% &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
HEITHTE, (2.1, 7.3, 8.1, 9.1.1 BHE]

11.1.2 72RE(8.2%)
ERMBEOEMICL S EEXOSNSZEIRDOON
TEEICIE. BEH S VIZHIET 54 S#E L LE 2
752 &, ThODMBICE> THRERPHEL 2V
BEEICE. BRBEICS U TL—THRA(7at I RE)
OESE%»ERTH L, (2.1, 7.1-7.3, 8.1, 9.1.1
18]

11.1.3 FHEERES. =B (JHEA)

AST. ALT. AI-PEDE LW EF %20 FFHREREE,
HBENPHODONDZ ENDH B, (8.3 BE]

11.1.4 {EM#E (0.1 ~ 5%AKH)
fOWERFHSEE O H T, RILEER D 5N B
ZEND B, RIIEERDSRD S NTGE. BEDH S
WIZPFH L TV A BERIFRHE 2 —RNICH T 225
HZVIEEE T AL EEEBEICEET A L, 2. KRH|
OEE5 I K VEIMBER D FRD 5 NG EICIIEE %
EUARMEEBINIT A2 EHY A NEZITO 2 &, 7272
L. a-ZVvasy ¥ —YHEH & OMHIC X D KIMFEE
IRPBOSNIEEFICE T REZEETE2 &, &
B, RIEERIEZA V2D VHABICZLS AR TWL
%, [8.4. 88, 9.1.2, 10.2 ]

11.1.5 &I ERRLERIE (BHE REH)

AR, B, CKER., mMpkPRFPIF oy
EREPEHME T HIESRMAES D SDONE I EDDH S,

11.1.6 REIEMRR (BHEANEH)

FeE . ZME. MPIREE. MEORE (RET)EVrRY
5NTZHEEITIE. ER P ICEXER. WECT. IiE
TN —HOHMBEEZERL. BEVROOSNIZBAI
3. BE5EFRIEL. BIBERERLVECRIORESEDE
nEL2175>2 &,

11.1.7 BEBDOBEIA(0.1%K)

*11.2 ZOhDEI1EA
5%LL F

0.1 ~ 5%
Al HIERE
A MR
MmEEF. O
H:j;%j@}ﬂ‘ IO
BXREEE,
BiE. fEtEl
&, BT
LN N
2

Hibas B - B, H
RN PSRN TR
I fEE. FEER
B, TR
&R, BT
. BIRANR
JFP M AST. ALT.
Al-P. v-GTP
DR
LERGELE HEV, 55D
% &, . R
&, LUoh
LDHK U BUNKUH Y |BEEYE. 5 |BH. #
CKo LR |7 LD LR, |5 A 2 | RwEEE
BEHRO A |2 MBE TR VZEOFE
T LD ARITHEDBEIR | SUSHEEEY
BERURER O |[JETEHREE
o, B¥ih  |oEk

1) MR 2 E /I (3 AIC 1 EREE) I/ 2 &,

¥2) (8.2 28]

FEI)NEOEERE T, WEICBLTETORBMEE LREI/RDON TV,
NOEFERT -y N— A2 ALEZRECIEALHEIC, A bALIVIE
BIEEAMAE B L TEA 7Y Y VIERESEMAICBVLTETOY X
J OEMABRD 5NT B2,

F4)FE, AEEMCE-THoDbNEIENHD. RNMBETEORENRD S
NIAGEICITEINZEO R A ZE LB 2 LB %2175 2 &,

0.1%AKi | SAEEAMA

mlﬂﬁiil)

TEERE:

B BAE

Z Dt

—_3—

14. BRALOEE
14.1 ZZIFAREFOER
AENIEEAR OO T, —BLFANLBE TS &,

14.2 ZRIZROER

14.2.1 PTPAIZEOFHEANIPTPY — r 26 WMODHE L TRAT %
Lo ETHZE, PTPY— FOBEKICED ., BOLH
AP BEREATA L, BICIZEAL 2B L THEE
AREOEELREMEZHETEHEND S,

1422 AFNZFO LICOBTHERZBESE 2 & HET 57-
O, Kz UTHRHATMETH 5., /2. KTHRAT S
EHTES,

15. ZDMDFE

15.1 ERERERICE D &R
WYV CE U 2R ERE 20 R E L7 EEME (105E/
DKM R — MFZE) ICB VT, BEORE Y 2712
METEN L ERZZIRD 6N a0, BIEOHE
U A7 EIMORREM 2 RBT 2BZHRDBMES LTV
%36, [8.5, 15.2.1 ]

15.2 JEEARELERICE D < 1EHR

15.2.1 v b RY 7 224 » ARBRHEHREO®RE L -RBT
3. 7 v MED3.6mg/kg/HELEOEE I EHLEE 5 A
57z, [8.5. 15.1 ZR]

15.2.2 M KGR ERE (familial adenomatous
polyposis : FAP) DE FILEHYTH HMin~ 7 AIHH
H(rgrZusyrroay7usyyy) 2&0O8#&5L
el A, BBEBEORRUOKRESZHARSELED
%ﬁ%jy‘?%éﬂ\ 8)0

16. EYENRE

16.1 MEE

16.1.1 RiEkS
EERAS T (66 ICIHLIEEE 7)) & > & L T30mg
ZOHM (2H B3 fREE) REROKS LR, RELER D
EHL A&t CREILEF+M-T ~ V) oI Iz6~7H
HTIZIZTEFEREBIGEL, MERSICK2EBEIZVLDY
NDEEZEN3Y,

16.1.2 &EZEHIEIEF K ER
(EA2'U9Y>ODEE15mg[DSEP])
A7) % OD$EL5Smg[DSEP| &7 7 s A§E1S5%., 7
OAF—=N—RICKD ZNZNIgE (L TV yI e LT
15mg) BEER A B IR R B ERE O S OK TRAZ D
K7z UCHRA) UCisEpRE(LABREEHJIE L. Boni
EHMERE/)$F X — % (AUC. Cmax)IZ oW\ TI0%EHHX M
B THEHRIT 217 > 7124558, 10g(0.80) ~log(1.25) D #i
FENTH . W OEYENESEE SRS N0,

(1) XTHRA
MAEFRRZACARE OHER K THRA)
(ng/mL)
1,000 r
800 -8 '+ ¥/ OD$t15mg [DSEP]
-0— 77k R$ELS
600 mean=*SD, n=20

400

R

200 |

0 8 16 24 32 40 48
e 5% e fie (hr)

FMERE/) ST A — % KTHRFA)
AUCo-48 Cmax Tmax ti2
(ng - hr/mL) | (ng/mL) | (hr) (hr)

7,819+£2,023 |799+190|1.6+0.6|7.0+1.7

8,444+1,759 |869*181|1.6+0.9|6.1+1.3
(mean+SD, n=20)

€451 %7 0D
§t15mg[ DSEP
7 7+ 2515




(2) K1z UTHRA
MERPRE(CAREOHER Ok LTIRAL 72 b Z$E15137K THRA)

(ng/mL)
1,000
800 —e— Y421 ¥ OD§E15mg [DSEP)
-0—7 7 b A$E15
600 mean=SD, n=20

BREREHE

400

200

0

0 8 16 24 32 40 48
5B (hr)

BWEREIST X —% (K72 UTIRA. 72 b ZA$EL513 K THRA)
AUCo48 Cmax Tmax 12
(ng - hr/mL) | (ng/mL) | (hr) (hr)

7,864£2996 | 786+23412.0+1.1/7.0£1.8
7,651%+1,927 |793+238|1.9+£1.0]7.0+2.5

(mean+SD, n=20)

¥+ 7% 0D
$£15mg[DSEP]
77+ A$ELS

(E#7'U 5V OD§E30mgDSEP])

A7) % > OD#E30mg[DSEP | &7 7 + R§E30%. 7
H2AF—N—=FIC LD ZNZTNIE(EA TV F I LT
30mg) R A B I B R AR O # 5 UK TR K& O
K7 UCHRA) U TR RELABEL2HIEL., Bohiz
EYERE/ S X — % (AUC, Cmax)IZ DWW T0%EHEX H
B THEHRNT 21T - 728558, 10g(0.80) ~log(1.25) D
FNTH D mBF OEY ORISR Shiz10,

(1) KTHRFA

MR AR E OHER UK THRA)
(ng/mL)

1,800 r
1,600 r
1,400 r —e— ') 4 OD4$E30mg [DSEP]
1.200 —-0—7 7 F 2§30

mean=SD, n=20

O % I ’ ]
0 8 16 24 32 40 48
5% (hr)

HBIRE/ S5 X — & KTHRA)

AUCo48 Cmax Tmax t1/2
(ng - hr/mL) | (ng/mL) | (hr) (hr)

¥4+ 740D

+ + + +
$30mg [ DSEP 13,860£3,063|1,384+351 |1.8+1.1/6.9£1.5
77 b+ A$E30 |14,682+3,975[1,382+435/2.2+1.4/8.7%£6.0

(mean=+SD, n=20)

(2) K1z UTHRA
MERPRE(CAREOHER Ok UTIRAL 72 b Z§E30137K THRAT)

(ng/mL)
1,800
1,600 r
1,400 —— U+ 21 ¥ > OD§E30mg [DSEP]
1.200 F —0— 77 b 2§30

mean=SD, n=14

0 8 16 24 32 40 48
5% (hr)

MBS X —% (K7 UTIRA. 727 b Z$E30137K TIRA)
AUCo-48 Cmax Tmax ti2

(ng - hr/mL) | (ng/mL) | (hr) (hr)
¥x 740D

$30mg DSEP) 13,394+4,205|1,312£509|2.7+1.1|/6.9+1.3
727 b A$E30 |14,021+£3,813]1,236£369|2.2+£1.5|/7.7£1.8

(mean+SD, n=14)

MAEFEET ICAUC, CmaxEn ST XA —4 13, #ERE
DR, MK ORAEH - FEFORBRMFICL - TREL
DHBEMNH 2.
16.2 IR
BERRAB T (8B ICEERE I RERICEF U F Y &L
T1E30mg% BEHREOR S Uz, BRFSICB W TEREL
HEDOTmaxDEREN # & N7z AN RE Ak O F 5 B 3t
NIRA—=FICRERZITEL, BERICKIEEIIEALR
WwEEZ 559,
16.4 X
A7y oRETIEF b o —L4P450 1A1. 1A2,
2C8. 2C9, 2C19. 2D6. 3A4DEH O3 THENEEE L T
Wb, £z, €UV Vike b F b o —AP45055 1
REI7uy—L20RBEEHICH LT, F b7 a—L4P450
1Al. 1A2, 2A6. 2B6. 2C8. 2C9, 2Cl19, 2D6, 2El.
BAAICIZEAEEEEZEZ o\ (in vitro)'V, [10. 2]
16.5 Bt
fRERER A7 (14061) ICZZERIc A 7V Y v e LTl
30mg % HEREO#E LR, RHPICIZFEE LTM-V ~ VA
HrltSh, 8554488 £ T O RBERFHHERIZNZ0% TH 512,
16.7 EYHEEIER
16.7.1 ZILIRZILD L 7H|
ANVEZNI LTEN(TIURY T F IR, TYITYR)E
PO 2BIERFEE O Icxt LT 1HIEES 7 7
L ELT30mgE7HBREORS Lk, ¥F 7V 500
REAE R OVEE LA &R CRE(LE+M-T ~ V) D1 H
BEIEFEEDHO2EERFEE COMRELMLT
B, F7z. ANVEFZLT L TRIOMPRE#RBEROEA
EERIHEEBIIALONTVZNY, [10.2 BE]
16.7.2 a-2' LAY —CHEEH
KTV R — AERFO2RIEREEE (426]) 1o LT, 1H
IEEA 7Y &Y & LT30mg#Ea#sE Lz, 4
V&Y Y OFHELEY AR GREE+M-T ~ V) O HE
BIZEEEEDOALIT AN ALY L7 AER RO 28 5
FRIREE TORRLABIL TS, [10.2 2]
16.7.3 EJ7F+ 4 RREH
A MRV Y REHR SR OBRRASF (14461) 123 LT,
IHIEEA 7Y ¥V > & LT30mg%EEO#E Lz, ©
F7) 5 OFEHALEYEE (RELE+M-T ~ V) o1l
HEERES 7Y S Y B EROBERAS T TORE
ROALILTVS), [10.2 28]

17. BRIRFAE

17.1 BERURLMICET 235

17.1.1 EREHASE T48HER. S MAEHER
2EIERFREEZNRIC, 1HIEEA 7YY & LT
15mg. 30mgXiZ45mgz#5 Ui —HEMREGARE &
CRMEERRBRICE VLT, REMMENEE P S e
821l DeiER ([HPEEUE L E)1350.8%(417/82141)
‘(v%éléﬂx 16)723)0
E512, BBRSHE (28~ 48 HML LS) Th . ZHEE
MR CHbAlcO FREIRHE L. (EFOEIBBIEA 51T,
ZELUMFETY ba— L85 Tn52. 3),
BIVERI RIS 1213.2% (128/96961) T, E 74 BIfFFILE
[ - T < A (7)) TH > 7z

(BEEE. EHEEDHD2ENERR)

17.1.2 EASE MEEER
IH1EIEA 7)) ¥V > & LT30mg% 1 238/ 5 U7z /5.
HbAlc(JDSHH) 1Z1.08 % 1.47% (6341 D F-H i + FZHEfR
Z)DOTHEIRDENT NS,
BIEFRBSHE X, 16.9%(13/776) T, F2EIER LT
& - &< HOB)TH -1,




(BEEE. BEEACINZTRILKZILY L 7EIZERPO
2BUNEERTR)
17.1.3 BN B ER
1H1IEEA 27 %V > & LT30mg 2 1 28RS LG5,
HbAlc(JDSHHE)131.24+1.33% (564 0 F4fE + fEH#E (R
Z)DREFRDSNT VB,
BITEFIFISEE X, 10.5%(8/76%1) T FREIWER LT
fE - T < & (361 TH - 7220,
(BEEL. EFEEICNATa-Z2IbaY s —EHEER%E
FAth? 2BUKEFRR)
17.1.4 EASE B ER
1H1EEA 27 %V & LT30mg % 16 BRMRE L FE R,
HbAlc(JDSE)120.91 +0.89% (556 F4fE + EHE (R
Z)DREFRDENT VB,
R EEORE 2 & CRIERP67.2% (43/6441) 12388
5. FEREIWEHITEE(66]) TH - 7229 2,
(BEEE. BEEACINZATET 74 RRERIZFERPO
2BUHEERSR)
17.1.5 EAsE MEEER
IHIEEA 27y %YL T15mga12EM. Z0%
30mg# 16;BMEKS LR, HbAlc(JDSH#E) 1£0.67
0.80% (83 DP9 £ 1ZHERZE) D REFSRH SN TW 5,
EERMEEORE 2 & TREIERA15.7% (13/8341) I2i8®
Sh. EBIERIEFEGH) . RiMEEE. EESRER
U'BNP LR (F24) 72 £ TdH > 7220,
(BEEE. EFEAICINZA TS, VAY VEF ZERDO28
FEERTR)
17.1.6 EASE MEEER
IHIEYH 7)) ¥V 2 & LT30mg# 1 6B G L= FE 5.
HbA1c(JDSHE) 131.22+1.11% (45610 FHE + HEHE(R
Z)DOTEIROSNT WS,
R REE O BH 2 ST EITER2766.7% (40/60f1) 1232
5., FExBIWERNIAKMERE (20641) . AR EZE R O
LDH#EM(F 1140 2 & T - 7227,

18. IR
18.1 fEFHERE
RANEA VAV Y ZBEEDA VA VIEGHUBEIC/ER LT
A VA YRR ERL. FICB I SEEEZMHIL. R
I B2 BAAEZROMEEZ KNS5, ZOMERI.
A YR VRO ERTH S MBAA A > R AE S ERE
BrEFHLTAZLIcks LHEHlsN 529,

18.1.1 FRAEHERICHBF D1 VAU V{ERIE®E
Wistar fattyZ v bO#E I AHICBNWT, A2 R) ¥
OER (7Y a—7 &R ORETUEER) 28T 5
(ex vivo). F7z. Wistar fattyZ v b OB E AR
KRSk O BEERE IR IC BV T, A Y 2 YO (Z L
I — ALK ORIEE SR TIEER) 2 HE T 22 (ex
Viv0o) e

18.1.2 FICHBIF 214 VAU {ERIEE
Wistar fattyZ v MZBWT, HFIZBF 27 0axr—+t
DEWEZRTTEL. VN T—2-6-FA7 75 —EOIEHEZK
NEE, HEEEZMHT 239 (in vivo).

18.1.3 4 VAU VRZE A EREH
Wistar fattyZ v FOBEHICBWT, ERLZA VR
VRBEBROA R UREFBEE D) Bz IEREEL.,
RATF7FINA) Y b —=-3-FF—EDEMZTTET
%3V (in vivo).

18.1.4 TNF- o EEAEANHIER
Wistar fattyZ v MIEE®D 5N 2 BMEH TNE- a BEETTE
ZHHIL. T EWAT L TRIMLE % BRE T 532 (in vivo),

18.2 HERBHIEIER

18.2.1 AHEE, EHEEOADO2RMERREZFICIHIEEA 7
Y&y rELT30meg#% 1 285 U7 ZE 51 E bR
ICBWT, ZEERMAE,. HbAIcO K. 1,5-AGO EFH
BHLENTNDBIY,

18.2.2 BHEE, EHBEIEICMATANLKZIL Y L TR ZHRHF
O2RERIREF ICIHIEY A 7Y ¥V > & LT30mg%
12;EMPFR#EG L —EEmHEEERIC B W, 22iERm
B, HbAlcO TR, 1,5-AGO LR, IfihA > 2V Y OF
BEARD BN TNE2),

18.2.3 AZ#EE, EEHBREICMA TR R—A %2 BHAPO2E
BERRBREZFICIHIEIEA 7Y ¥V > & LT30mg% 168
RS L —EEMHBEBRICB VT, ZERIMEE.
HbAICO REDFRD 5N TN 529 25,

18.2.4 AL, EEBREICMATA MRV VA2 BRAFO2E
BERBREFICIHIEIEA 7Y ¥V > & LT15mg# 1 280,
ZD#%30mg% 1GEABFAKS L “EERHEBGERICE
W, ZERERFIMAE. HbALCO REDSRD 5N T 1520,

18.2.5 BFEE. EHBEEICMATA >R Y HAZFERAT D2
BIREIRFREBEICIHLIE YA 7)) ¥V > & LT30mg#% 1638
GRS U —EEMEBRRICB VT, ZERIME,
HbALlcO NENRD 5N T30,

18.2.6 4 » 2 V&G 2 H T 2 LRI 2B FRIK € 7 LB
(KKAY<™7 A, Wistar fattys v M iIZBWT. EIHER
URiA YR VIMEEZBRT 5. —H. 1 VAU Y RZEZD
|EERRET VB (A LT MY Y VRRFET v )0
I, IEHZ v b (Sprague-DawleyF v ) O IEH M
l:li,ﬁ;ﬁﬁ%ﬁ—\‘é 7‘;;[/329)\ 33)0

18.3 MitkERECE1EA

AR YEHEEZE L. THERERE £/R 9 Wistar fatty
Z v kK& OZucker fattyZ v Mo+ 7Y ¥ %10~12H

M5 L. 208RIMERBZIC/ IV —A2ROK/E LI EZ A,
N a—2EE5#%OMmMEI NI — 2 EROWH KA > Y

VBRETIROBERA D 5N T B2 3,

18.4 4 VAU ViR EIER

18.4.1 BSEE, EIHEEO L XIIEHEE, EEFEICMAT
ANARZINT L7 Fl & H O 2B B EE IC1H Lol e
F )5V e L T30mg%E 1 28 S Ui i REIE R
(FNA=R -+ 75 THE)ICBNT, KEMEER OO
WO RAHRD LADED 5N TS 3,

1842 4 v 2 Y EFUEEH L. IEMHEHERETH 5 Wistar
fattyZ v b RORBNETd % Zucker fattyZ v M2&H 7Y
yyrz]1AHMRE L, 20\EEaRICS V2 v eikE
L7kl a4 22 Y HREROMBEET OHEEATRD 5
T 329 33

18.4.3 IEIiEBERIR TH HKKAYY Y ROMRRO 7'V 3 -7
53 % ORI S ALE B RE AR O SRR A 3~ DA > 2 >~
HIAR O REEL D A H % BN S & 539,

18.4.4 [ETSEIREFRIR T d 5 Wistar fatty5 v s OfF 2 6 OffiEELE
ZHEI L. SRR IC B T 2BoFHAEED 539,

19. B3RS ICRT BIE(LZHAR
—fg& . ¥4 7)) &V ViEEEE (Pioglitazone Hydrochloride)
{E%4 : (5RS)-5-{4-[2-(5-Ethylpyridin-2-yl)ethoxy]benzyl}
thiazolidine-2,4-dione monohydrochloride

PFR : CioH20N203S - HCI

PFE 392.90

% R HEORBEXIIHEREOHRTH L. N,N-TXF )Lk
VLT I RXERY ) = LIZRRBEIFRIL. 1Y
J = (99.5)ITHEIFICS < KITIFEA EE T LW,
0.1mol/LIEMARICIB T 50 N,N-VAXAFILKRILVLT
I FER (1-20) I3 E RS 20,

H

i S
0 .ma
NH

0 o}
W OB FrEAR

20. RV EDER
AANITRRIEAR OO T, 7L I 0 —HER SRS 2RI T
L. JRAIERTE CPTPY — bR SMD S RN T &

22. @&
(E72'U9 V'~ 0D§15mglDSEP])
(PTP : #z/8&IA D) 1008E(108E X 10)
(E47'U 9 Y 0DEi30mgDSEP))
(PTP : 5z82HIA D) 1008 (10%E X 10)



23. FEVGk
1) RIZR% 30 HHEEIE% 1996 ; 24 © 2597-2617
*2) NDBZ AW AEHEOME (LAY ¥V VIERIEIC K35
FHBLO Y 2 7 F#i) : https://www.pmda.go.jp/
files/000279371.pdf
Lewis JD, et al. : JAMA 2015 ; 314 : 265-277
Korhonen P, et al. : BMJ 2016 ; 354 :i3903
Azoulay L, et al. : BMJ 2012 ; 344 : €3645
Hsiao FY, et al. : Drug Safety 2013 ; 36 : 643-649
Saez E, et al. : Nature Medicine 1998 ; 4 : 1058-1061
Lefebvre AM, et al. : Nature Medicine 1998 ; 4 : 1053-
1057
9) FHEE : FEHKERIZE 1997 ; 74 1 1184-1201
0) #ENEFR} : EPEESHEICET 5 &R
1) R (727 b A8 1 1999F9H22H&R., HBEERIEA B

3)
4)
5)
6)
7)
8)

2) B f— 1FAh Bk ERTZE 1997 ; 74 1 1627-1637

3) & BR3P0  BRERIZ 1997 5 74 1 1217-1226

4) FTRE 13 BEAREBIZE 1997 5 74 : 1540-1556

5) SEYIMHEERRE (7 27 b 28E 1 20085FE12A22H BEHES)

6) BRABBEDOE &0 (77 b AE 1 19994E9H22H &R, H
EERMIE H.2(1)1))

17) 3TFRE 3D AR E B9 1997 5 74 : 1250-1277

18) FFRE 13H : EIKEWIZE 1997 5 74 1 1278-1306

19) JETIRE 1ZH © BAKEHFZE 1997 5 74 1 1491-1514

20) FTERE 13H ¢ BEAKERIZE 1997 5 74 1 1515-1539

21) BRRE 135 BEAREBIZE 1997 5 74 1 1614-1626

22) l

23)

24)

1
1
1
1
1
1
1

FFRE 13D BAREWIZE 1997 5 74 1 1557-1588
FFRE 13H Bk EWTFE 1997 5 74 1 1589-1613
EIH_—EHEMIEGEARR (77 b R§E : 2002F6H17H #FE
WEH)

25) BHER 3»  BEZ0H WA 2003 ;5 206 : 297-319

26) SBIFHEREE (77 N A% : 20085 12H22H HAEFES)

27) BIE_—EEMRIEEAR (727 b R§E : 200943H24H #FE
WEE)

28) BT NAERAER G #HHE BIEE 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) W 3 EEEEHE 1997 5 25 1 337-343

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. THEERERVBEVEDESE
B-=HIZT At BEHREHRE
T103-0027 HEHBHRK HAE2-13-12
TEL : 0120-100-601

26. BERTTRES

26.1 SHEERFETT

O FSHIXTPHMAEH

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

> - — =
O F—=ithna
Daiichi-Sankyo %ﬁ%ﬁ*y{g EIZK%ZIKHT3— 5-1


https://www.pmda.go.jp/files/000279371.pdf
https://www.pmda.go.jp/files/000279371.pdf

