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X &2 P A $E HD

(2) *%&
METACT® Combination Tablets LD
METACT® Combination Tablets HD

(3) &FHOHBFK
RIRBEAREICH A T 277 2 K 9512, Metformin + Actos = METACT % &HiOHIE &
LTWET,

2. —#i%&

(1) % (&%)
Y2 & vt (JAN)
2 bRV I VHEEEE (JAN)

(2) *#& (w&E
Pioglitazone Hydrochloride (JAN). pioglitazone (INN)
Metformin Hydrochloride (JAN). metformin (INN)

(3) AF L (stem)
YA ) & VG IRIE
FT7 )YV REE L glitazone
A bR VIR
v 7+ 4 FREE : formin
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0 0 NH
RUOBGEMSE
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NH  NH
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H |
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o2 oy
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2 bRV VR
A ACORE S XUTAE O ARTH 5,
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(2) B
YA & v IERE
KEFEN, N-VAFUHRLLT I RRUIAZ 7 = LIZRRETRTL., =& /7 —)L (99.5)
T2 L KIZIEE A LT 50, 0.1mol/L HEMEAIEIZIET 5.

(H ARSI )
BREBRE IS T 288 (207C)
B A 1g 223 OIZES 5 R (mL) TR DB

NN- VX FIFNLLT I K 11 LRHEF T

AR =) 11~13 PRBETR TN

T4 J—)L(99.5) 165~175 iz un

sauaskisb 289~301 Iz < n

T F=bMUL 908~1150 & THIFIZ<

& >10000 FEAEHET BN

Hig - @iz k%

W& pH AR ICX§ 588 (20C)

pH* VI (mg/ml) HR% O pH

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

*pH1.1 : 0.1mol/L HCI.pH2.0~11.1 : Britton-Robinson F&H&.
pH13.0 : 0.1mol/L. NaOH

(RNHSER S, - BF5ET)

A bRV I VIR
AEIEAKITET R <L BB (100) 1I2RRBE IS K, =& 7 =)L (99.5) 1220,
(HAFER )



(3) Wimts
VA7) & g
AKfiiE 25°C - 31% RH. 75% RH %1 93% RH D&M T2 14 HREMRAEL 7228, EHEZ(LIE
NS SR IEIRERD b s b 5 7,
(aRHZE S, - WF2EAT)
A bRV VG
MR L

(4) Bi= (PFER). #Hm. BES
Y
YA ) &y ViR - 193C (4 )
(& - WFFEr)
A v X VIERENE 9 221°C (G f#)
(HASER )

(5) BAIEEMRTEH
YA &y VIR
pKai : 5.8 (KD YILKk)
pKaz : 6.4 (F7 ) VLK)

A MRV I VIERRE
pKa:12.4
(USP DI 23" 2003, 354)



(6) AECIREK
YAk 7)) & RIS
A3 pH5.0 ~ 7.0 TIXAMIF IS ARSI, THREDBIEXRO 7 LA ) PEGEIL Tl pH O 1
FAXIIE T & & B IZKFIZHB SN < A2 E R L 7z,

W2 EfRE (20°C)

pH* SYBURE (o & ) — L/ 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#rif%
(RNHSER S, - BF5ET)
X bRV S VIR
AU ER L

(7) ZDMOELRME
(=R AP BV 1 3 A
etk : KON, N- ¥ X FIFIL L7 3 PR (1—20) 3FEEMEERE 0,
(H A7)
PN IRV =137
MR L



2. AMHTOBREGTICET2REN

Y7 2 v

X bV VIR

LR L

fifg R AR

. BRI SOESRHRE. TEE

] RAE4AMF
E \ RAFINE TRAEIIR |
| WRE *x
Ei‘@ﬁ 25 | 60%RH Wt EVTFLUNEN) | 3640 | ZlaL
40C 6 »H | ZftnL
W | 50C — M A M5 2 () 3»H Zib L
W 60°C 32H | ZfltaL
%
o _ | 75%RH B o it L
% W | 25°C 5 FIf 75 M (Fk) 6 » H
R 93%RH i L
% | a5 HEAOELT (1,000x) | v — L GR) ke =Y 60 HE | 2 bk L
v )vIvTUHEK | FYBT AL LTEST) 21 Bgf | &b L
(RS - 6F

ZEHr)

HE (€420 2 UiEREE] ROHR [ £ FF I VIERIE] OERERERIZX 5.

A

HR (€270 2 VIERE] ROHE [ X AL I VIERIE] OEERICLS,



vV RANCEAT BIEE

1. Al

(1) FFEOXH
TANLT—T 4 VT8

(2) REDHBRUHERK

Rt A &2 MidAEE LD A &2 MidA$E HD
@ - FlE D7 4 vaa—5 4 v o7eE WHEEAGOT AL —T 4 VI8

A

1o

£f% (mm) 13.7 14.2
#51% (mm) 8.7 9.2
JZ X (mm) %9 6.6 %9 6.5

& (mg) %9 657 9 683
pa—F D321 D322

(3) #HAa—FK
Biaee LD : D321
fidade HD : D322

(4) HE O
Bk L

(5) Zoft
AN




2. REAIOHEK

(1) Hapks (EERSD) DEERVEHME

W7t A 427 biddsE LD A 42 b A s HD
1 §erh - 1 g
Yr o) &y VG RRE Yk &2V IEEEE

RISy 16.53mg 33.06mg
(E+ 27y 2y v LT1lomg) | (¥A2 ) &2 & LT 30mg)
A MRS VIR 500mg A bRV VIERERYE  500mg
Lo —2, REFY, 7 |t re—-2, KEry, 2
O2AANAT—=ZAF PO AL |BAANLAT—ZAF MY T4,

- xo%7u‘/@%va“frw‘/r7§\ = 2%7')‘/@77“7‘(\“/&5 <
Fauxg— X, vrvud—)|7Fuiua—2A, vruad—J)L
6000, )Lz, EEfLF 45 v 6000, 2Lz, BiLF s v,

@ = T gk
(2) EMEZEDRE

54 L

(3) #:#E

BARAR

3. RMIBEHROERRVEER

BEM Lm0

4. Hif
ML

5. IBAY B HHEMD & % 354

U ER L L

— 10




6. REDEBZERHTICHITH2REM

fida e LD K OEA$E HD OREMEIIWTNELTOEED Th 57,

AR PRAFRf PRAFIRE PRATHHLE woR
A T RS THH A it
wE | WE *x
R PTP + N8+ 52 )5: 4 "
% o0 _ i 7» L
g 25C | 60%RH e 364 A 24k 7%
50°C 3 SR IIE ORI
e A aEER A | REHRORN
60°C 2# H KEFEPE OB
- 31%RH 3% A 2t L
£ W | 25C |60%RH|  — | A 2 (BR) 3x A A7 L
B 93%RH 35 A i DT
D65KIR | v+ —L (RUEALE =Y
N _ _ . 7
x (2,5001x) | VBT 4L LTHRSTZ) 120731x-h Zfts L

7. BEERUEREORE N
HH LA

8. fHlEDEAE(L MELFEHZEIL)

A ER A L

9. Wiht¥

(I3 A - fF5ERT)

HE (€420 2 vEmE - 2 Fhu I viEmsEse | ik 3,

10. =& - A&
(1) FBPWELESR - Q. SNEIEHHRLEEHE - QKICET 2 1EHK

BN

(2) a%k

<A 22 MEASELD >
100 §& [10 & (PTP) X 10. #ZMEAIAD ]
<* 47 bEAEEHD >
100 §& [10 & (PTP) X 10. #ZMEAIAD ]



11.

12.

(3) PR

BAL/9R

(4) BHROME

PTP ¥ : PTP ¥ — b, N, wZkEFAl

i)

gt S h 3 EHE
BN

Z Dt
BAIAAR



V : REICEET 5I18H

1. REERIIRHIR

2 BIERRIR
L. EF TV RV EBRIBERUX MRV VIERIEOHAICE 2 EEIEY EHETEN S
HEICRS,

2. WEEXIIHRICEET 2EE

5. RBEXIHRICEEET 3EE

5.1 Afil% 2 BIBERIGERDE BRI L L THOW AW &,

52 JFHIE LT, By a4y Vil (€42 ) 2 v & LT 1 H 15mg Xid 30mg)
KO b RIL I UHERRE (X b AL I VIR S LT 1 H 500mg) DR LIRRERZRE L
TWAEE, 5047 2 ViERE (B4 20 20 &L T1 H 15mg Xid 30mg)
MIE A bR I VHEERE (4 bRV I VIR S LT 1 H 500mg) HAIOEEEIZ L O HERA
For 2 GA. RANOHEHERET 5 Z &,

53 AKAMRGHIZEBEWT, AAIOKRGNREL ) 4 VIERBIE KO A b RIL I VIEBIEO &
O & &Y Tdh 2 2 EEIZHINd 5 Z &,

54 AANOWEHIZHNTIE, & 55 COWERGROEEARTH 5 fFrfpak, EEREL 571
ok,

55 KAIZMHT 25813, 4 v 2 ) VRIS HEE S h 3 REFIRET L 2L, A v 2) ¥
P B L3  (Body Mass Index = BMI kg/m?) T24 K kb B 0d4 ¥ 20 V53
WHRRE S 2GR A 2 ) VETS5 pU/mL ML EET 5,

3. HERUVHE

(1) BERUAEROHEH
W, RAICIE1IHIELEE (KA 20 2y /7 X bk 3 Vil & LT 15mg/500mg X i
30mg/500mg) #FHERICREIIIEE T 5,

(2) RERVAEDTERERE - RML
[V .5. (4) BGERYEAER] 2

4. AZERUAEICEET 5EE

7. ABZERUHAEICEEY 3R

71 X7 2 OB KBS AEIZ L S RE SN TS0 T, M5 T
25503 WHEORBICHEL, AAICEGEFhaE4H ) 4 v LTOESEIZ1TH 1M
15mg 7 5% 5% FMh4 5 Z Lk Ly, [8.1, 11.1.3 2]




7.2 WEHEEOEKEREDDH 5EH (eGFR30mL/min/1.73m* P _E 60mL/min/1.73m* i)
TiE. A PALI VOIMPREDS B L, BT 2 F =Y Z20RB) 27 085< k50
REMED H 5720, LITOMICHERET 5 Z &, F#iZ eGFR #° 30mL/min/1.73m* LA _k 45m1./
min/1.73m®* KO BFH I IE, A EOA RS ERMEA B3 &l < h B EA IS0 A%
H42z&, [83. 922, 11.1.2, 16.6.1 2]

CA MR VIEBEADRERIOBGL. IREBERL AN SRAICHET S 2L, HEHIC
RE5REFAEHT 2 EVRETH 5720, KEEGHEL ) 2 KRUx PRI
WO A HAIOGEFEE L D EY) T b 2 M EEICHIN§ 2 Z &,

CKBNZEENBEF L) 2V KO bRV I VEEBIEORE, TREIRT A FRLI VI
MR A 1 HIRERGROHREZEL T, AFIORGEEAZRD ST L.

(B%) hEEOEKERED H 5 BEICHIT 5 A b AL 3 VIERBRIENAID 1 HREi 580 %

HERRER AR JE T (eGFR) A ML I VIEBEE LTO
(mL/min/1.73m?) 1 HiEfeG-ao HR"
45=<eGFR<60 1,500mg
30=eGFR<45 750mg

A bR I VRIS HEAOEKEMEE I HE4 1 H 2~ 3E58E5Th 25, K&l (42
BV /A NRII VIEREE & LT 15mg/500mg X1 30mg/500mg) DO/KRRHZEIZ 1 H 1[5

THb,
PG KD BN EEE (eGFR %) 209 5 4 SHEISREZBIRL, &5

HROBESROFG R4 2 2 &,
(fift 35
S OB RREREED H 2 BHICH TS A bR I VOBBEEHINZES>ABT > F—2 20D
22 %IRRT BB 6, X bR I VIEREWRAIO 1 HiRES 5RO HRZ %L Thb,
S OB BRI EDO & 2 BFHITIE, o x b I VEAIEONH S G, X bR VI
fHELTO 1 HREHGROHLR A Z K WHH TOMH AR $5Z &,

5. ERBRELE
(1) BT — 2/ r—S
i - kB KRBT A
o Lpnna | C7 70 7Y VI A A S AL SO
I S A
[E A F AR VR TR 7 2 BB A R L LA
(¥ ) 2 BT AR I S DA A K 0% A DR

BIAE— E R M AR
ahect U2 2 U ERE TR 143 7 2 RO RS A R R L L7

A bV R VIRBSR ORGSR B Y % RS AR

Kl ] Eok ) & VKRR A bR S v R A A O S L- K
R OREO R ‘ ’
(%) T BEOE

(2) BRI
BLTH L



(3) RERICEFRHR

LR L

(4) tREEAYEER

1) AREIREEHER
<BEEE EEBEEICMATX bRV VIERIEEFERFO 2 BIERRK >
—EERIEEGEER

W B0 HI

2 RBPRIR R A RIS, A b AL 2 VIERRIGIC YA ) & ) VIR & BN
.U 788 OBEE R ORAEMEIZDOWT, X F kL 3 o Ea s e 4 s Hd &
U 7z " E BRI LRI K DG L 72

Ak BR o R

I AR RN, CEER, WATHRIK. 77 2 AR O 2 sk R

X R

A b AR XV IRIRIENRAN 100 e 2R RE RO R

F 20 R AR AL R

(1) xHHAB S BB A8 #% (D HbA1¢£36.5 % L F10.0 % Aiid & 0

(2) IR s AR b4 % & 83 B D2 23 4% D HbA 10 10.0 % LI D & @

(3) xtHa@ig M, — DL - AR (500mg/ H Xi3750mg/ H) D 4 bR 3
VTHEBL TS 5D

& 75 bR oh o R

(D 15FERR e B hz8 0

(2) XHHRBLER IR is 2 b AROL 3 v KRR B LA O BEPRS R HSE & Sl L 72
&, XU TRBIGHIM I gk, EEREAEE L 228 D

B DAREDOAIITTEDH 53 D

{3l P4

16911

A S -~

xR (1256 0H) -
A bR I VIERIEA500me/H 1H201& %, Xi3750mg/H 1H3RIE#IC
FELH G-
I (283 [H)
BEFEE - X b oahr 3 VIERRIES00mg/ H X3 750mg/ HIZHIA, ¥4 ) &
¥ & L C15mgz 1H1M12:8[HE R G-, REMICHED 5055
YA & v & UT30mg% 1 H 1168155
HOAE © % b RL 3 U HERRES500me/ H U3 750mg/ HIZHI A, 77 ¥ K %28
BRI S

F L aF A H H

TERRIIHE T IR OHbALZ L i QARR IS T IR — TR IS T 1)

R TEFD HbA1c Z{LE

(BT 2 %)

5 5% n mean+SD p fili*
YAk 2 T 83 —0.67%0.803 <0.0001
A MRV I v HEE 86 0.25%0.922 0.0122

O HRBIERIIRE TR (05H) 25 DALE, t BOE

VBRI TIO HbAle Z LB IZYA 7)) 2 VBT — 0.67 + 0.803%. # b AL 3 v HUl
BET025+0.922% Th o7z T/ X2 2T VHEHAREE 2 b b 3 VWD % 17 >
7RER, EA ) 2 U HERRERE A N AL I VHEE L i U TR E A AR 72 (p < 0.0001,

ICBCE ST o

A7) &2 IERE & ORIRBERAEE TEX A WEEEZIIOHEE 15.7% (13/83 ). Mgkt
#11.6% (10/86 f5) (23R8 54, F 7 & OIXOFHHEECIFEME - KNMEFE, BNP LA, LIEE




WCTho7z, X bR I VIERIE L ORIRBRAEE TE 2 WAHERZIEOHIRE 12.0% (10/83
Bil) . HME9.3% (8/86 ) T -7z,

(KFRIFZORL 1 2010 4-4 H)
17 HbAlc (& JDSETH 5.

AANDOKR A2\ F 7= - FHEZ RS, A 1H 118 (A2 ) 20y / 4 bk VIERBE
& LT 15mg/500mg X i3 30mg/500mg) ZHAEMBICROEES 425, Th 5,

<BEELE, BEEFEERICNMATEFTUEY VIERMIEZ ERP O 2 BIFERR >

—EERIEERER GEH MR

2 MUBEPRIRIEE 2 RIS, A7) 24 VIEREIEIC X bRV 2 VIEEE A 250mg

1 H 2\ Fdidh U-Rta2 d il Uz EEREmikic k., vx2y 4

VT UKEREIEIZ A bRV 2 VHEERYG A 500mg 1 H 1 [\l B3RS L 2o AR

(250mg 1 H 2 [ B350 8 25 2 JER M) RO R EMEIZOW TR L 72,

R OB RN WA EIN, CEEM, SWATRIRIE, £ nas R

bS] 5| 2 RUBERR S

(1) X HaEI 2B G 8 F %D HbAle 28 6.5% L I 10.0% Kiiid & D

(2) xFHRER IR RG 4 % & 8 R D3ED 4 5% D HbAle il 10.0% LIND & D

(3) AtBE =YD, —EOHE - HEOEY X)) 2V & LT 15mg/H X
30mg/HTHFELTNBED

(1)1 BUBEIRS & 2l =g 0

2) DAEDADXIIIETEDH 5 & D

W B o H W

F 7 R UL HE

TR o stz U o ) 2y SRR DL O B T A L
& D
7 ¥ | 413

S He R ZR ] (12 ER)
Ytz £ v e LT 15mg Xid 30mg % 1 H 1 [IEE#%ISRO%S
YRR (16 ) -
" . 500mgl H 1 [M#%58# : €4 2) 2 v & LT 15mg Xid 30mg % 1 H 1 [0l
B 50k B, ROA bR VKIS 1 500meg % 1 H 1 MRS
250mgl H 2 AE5RE : ¥ 2 ) 2 & LT 15mg Xid 30mg % 1 H 1 [[1%H
B, KOX FRIL 3 VIERRIE 1 [E 250mg & 1 H 2 BIsAE#% KOS &%
IR LIS

T HEREA I H | S T IO HbAle 22U i QARG T Ik — b HRBLGIUIRS T 1)

BERTEO HbA1c ZEE
(BT 2 %)

A bR VPSS n mean+SD LS mean*+SE
500mg 1 H 1 [9] 207 —0.431+0.522 —0.44%+0.0387
250mg 1 H 2 9] 204 —0.45+0.632 —0.4440.0390

A% D HbAle Z1 bR LS meam (95 % fSHHIX ) O£ 5HEMZE1E 0.00% (— 0.1036 ~ 0.1126)
Toh . 95%EMXEO ERAIELEDORAE (A= 0.3%) % P72 &2 5, 500mgl H
1 51D 250mgl H 2 [P 5HE T 2 IEH M BGE S 7z,
KIRBA R AT C & WA HFRIZ 500mel H 1 B 5HE 6.7% (14/208 f4il) . 250mgl H 2 [1]
P58 6.8% (147205 %) 1Zi@w 6h, Tk d DI M. FEHTH - 72,

(RRRRFZRE : 2010 44 H)

7S HbAlc 12 JDSEiTH 3,
AANDKGR A2\ 7=k - HEZ 8%, KA 1H 1B 18 (A2 ) 20y / £ k3 ViligE
& LT 15mg/500mg X i3 30mg/500mg) #HERIKEIIRET5,] Th 5,



2) REMHB
LR L

(5) BF - RERER
BRI L

(6) EEAFER
1) FERARERE (—REARERE. HEEARBERE. FARELERRE). RERTE®T —
AN—AHE. HRERTERERZBROAET
PFRAMRARFEHH - 201743 H30 H
INZY @ PREESS . RSSO, ARE R O R OMER S I B4 2 IEHES 14 548 2 5
3FANENETONTIIZEFEY L,

2) ADREHFELTERFEDODABRNIEERL -FRZE - HBROBIE
ML

(7) 2
A= 19298



VI @ ERpEIEICE Y 21HAE

A

1. ZBZHNICEED 21t IILEYE
F7 ) D vk
v 74 FRILEW

R BRO & B ALEYOMRE - AIRFL, BHOBRMNLEESHMS S5 L,

2. EIB(ER
(1) fEFERAL - 1EFAHFF
YA &y VIERE
EA ) 2 3ARN (L. TR KONFRIC B 54 » 2 ) Vi &2 868§
52L&, RRETIIBEDOE D ALK OBEDFIH] Z (L U, JPIE <3 ik & ik L ¢
IMUPE 2K T & &5,
W1 R CERMSEERERTIEA TV 2 COEAX

3
1)
t | 12 UER
C D49y %Y > nfEH
x 1Y
EPSHEAE RERAHERL [T
e X
e
N
e
rEEE V @nEIER) ¥
Fua-sram tGEe TERE t@B” ERURE A EE)
R +G@H)? IERh &R +GE) Y
TNF-q 4% @& ¢ ‘

|
| BRLRE +GE" |

A AR |
]

2 MRV 3 VIERRE

JERMIIED A 2 Vo rd 5 Z &k MBERE TMEA 22583, FEAEME L TITET
OBEFT LR RS T ORI F . 15555 2 5 0 20 3 — ZRIENE] 22 E 2R X hTn s, ”



(2) ZEsh&ETT 2 HBRRE
YA & VIRRRIEE X b RL 3 VIERE DRHRS
HbA1c RUZ ERFMAEEE T 1EMH
A7) & VIRRRIE RO A b L I VRSO G2 K 0. HbAle K OZ2HE R MBS 13
WINEEK T L7,

Ml HbA1c DHFE

(%)
—@— AMRIVIVIEEAIES500mg1 B1 B %58
85+

8L
HbA1c
(JDS1E)

751

6.5 | | | | | | | | |
-12 -8 -4 0 4 8 12 16 16(LOCF) (&)
(208) (208) (207) (208) (207) (203) (201) (196) (207)

mean=SD. ( )ifl%L LOCF:last observation carry forward

W ZC BE R I AE (8 D H#EFS
(mg/dL)
—0— AMKRILILIEESIE500me 1 B1 B AL 5 B
190 -
180 -
facy
B
B 170 L
il
B
B 160
150 L ‘\’\.
®
| | | |
140 0 8 16 16(LOCF) (&)
(208) (204) (196) (205)

mean=SD. ( )ifl%1. LOCF:last observation carry forward

[HB&A ]
WREG 2 BRI 413 6
PG vk oWl A ) 2 v 2 LT 15mg Xid 30mg A& 1 H 1 EIRAEH. 12 RS-
B WA ) 2 LT 15mg XUE 30mg O A b kL 3 VR 500mg %
10 1mEAE%. g4 bR 3 VIR 1[0 250mg % 1 H 2 [IFHAER K&
VY fth 16 HRERR IS GEHTERER)
(KFEHEEORE - 2010 4K 4 )
R AAOKREZ G 7=k - AER [EE, RAICEIHIRLE (EX 2040y / X kL
I UM L U T 15mg/500mg X13 30mg/500mg) A BHEBZICROES$5,] Th3,



Yk ) & VGRS

(1) KAEBEICH T 51> RV R RERF

1) FEER V) A H{RESEH
A7) 2 52X D, RIETOROMRD AL RN EEIZHEML 72, 72, €42
U &y 5RO 22 HE IS IR A 200mg/dL BLEOBITIZ, 200mg/dL KO Fl & D &
BEOHLD SAA DA RIS L 72, Y

WEE) A B AER W7 RS R I E(E B DFEERV A A D TTHEE
(mg/kg/;;;) : s | (mg/kg/’zg)_ —— * —
16
14 *l:l -
1 g ©
W o12r V)
V) A
A 10p :Z 4k
% gl g
= ()
6+ =
a4t 2r
2+ /
0 T T 0
%58 ®E5% CRERFMAFEE <200mg/dL =200mg/dL
(n=19) (n=10) (n=9)
mean=xSD.
Student's paired t-testd % L) IEWilcoxon'slBRIFIMEE. *% : p=0.01, * : p=0.05
(&5 %]

ARG - A (—ESOMERIT IR CEEIEGE) DA, &S VIFEGEEA (—EOIERITIX
ff ¢ CEBFRE) ([2A T SU A& H O 2 BUBERPBEE T, 22 IS 2% 150mg/
dL BLE o,

P 5 e s 2y VERRE (X2 ) 402 LT 30mg) &1 HILML 35 AR#ES L%k,

W E B RIS A 2 2D Y2 T Y T A O TRMORE D JAA %2 T L 7=,



2) FERV)AAREER (¥VX)
R ROBE RS C b 5 KKAY ~ &7 2 ORI K O eI 5T, ¥4 270 2 v iddE
PEEFHARE I IR THSRIEEA » 2 VIS & 20D AR & A REIcmmL 7=, ?

WERRE TOFER A AR EE A MEERF BT ORI A AREERA
500
%
o * _ [ ]: e
% 700F [ aemmm © 400 []:e4susvon
78 | :etsvsven x
) @ w2
3 3, 500F g 8 300F
- i o
= @ T
2 200 -
2 3 300} "8
B § i 5 T
5 & 100 T L
§ 1001 ’—T—‘
0 = 0
0 20 50 0 20 50
(n=6) (n=5) (n=6) (n=6) (n=4) (n=6)
4 > X1) > HE (mU/kg) 1> Z1) FHE (mU/ke)
mean=+SD. MEBEINDABY T B & (- L TStudent®D tA&TE. % : p<0.01. * : p<0.05
(B %]

KKA' v 2 (10 ~ 11 #imiEtE) icet27) 20 v & 4 HEEE (10mg/100g &k L. 20 B
MBI NI —Z-U-"C QuCi/ v R) &4 VA VEREL -k, BRI KL ORI %08 g
Wikl Z B L, ZhFhs ) a—7 YVl K ORIBTE 3~ 2L 3 — 2-U-"C Bl A A%
ME L7z,

3) JUa—-FLERRUEHETVEER (Fv H)
NEGG RO RIS T & 5 Wistar fatty 7 v bDO b I AFHIZENT, X7 2 VIZIEHRE
SRR IR THSRMEA 20 v D7) T =7 VAR S OB O &2 G Rl 7=,

W75 EaRITTEER WEFEETTEER
20~ EX T 5 8 10.0 - Ex T 8
—~ | e poLics:: —~ e poficy::
£ f=
5 & 151 S 75
1] M (2]
) = =
k- 3
Y :73 1.0F ﬁ 5.0
- =
29 3
R S 05 S 25
£ =
RS £
ool ooL L. I ! !
0 102 10° 10* 0 102 10° 10*
AR EE (uU/mL) 2R EE (uU/mL)

meanxSD. n=5
SERBEF DAY T BMEICK U TStudentD tZRTE. *%* : p<0.001. * : p<0.05

(BRG]

Wistar fatty 7 v b (6 8MHEN:) (242 27 3mg/ke/H % 10 HIERROHRE- L 728, #ilie
FAMEWEL T/ NI -2, LT —2-5-"HB L UL DIREDA V2 V4 v FaN—T 3
YU, ) a—=7 UK EREROIEIETH B *H,0 OER EFHNT,



4) 122 > OMBNERGERBORZER (Fv )
Wistar fatty 7 v FOFEEHIZENT, €42 ) 4V idZ 02— 200 AAR, 7)) a—
FUBKEEIZBERT A4 Y 2) YREKR (IRs) - 4 v 2 YREKRE (IRS-1) @
D VB, B XU ZDHD Y IS IALGEIZBS T 5 PI3 (RAT77F VN /¥ b =)L 3)
FF—EEUESE T L TS0 EERIL L7, —F. E#T v b (lean 7 v ) T3
WIS SN 57z, Y

W12 ZE & (IRs) DY BEAEIC WX ZREEE (IRS-1) DU EEIC
RIFTHE RIFTEE
p<0.001
I 1
N.S.
80 ' ! p<0.05
T 1
60— N.S. .
—~ B0+ —_
F £ F £
Lpidl L
2 ¥ &
40
;& aof ;2
N S~
B B
it @ |j_‘ 1t sk
& oot % a
2y 0T T T T a0 T T g
AN . lean fatty o lean fatty . AN . lean fatty oo lean fatty .
E- | pofictica [t oAV BV -3 E- Y| STEREE [k R AV QY% -3
mean=SD. n=6. Student® t{&7E mean=SD. n=6. Student® t1&7E
WPI3xF—EEMHEICRIFTHE
p<0.01
I 1
N.S
2000 T 1
o 1500 | l
[
3@
* 3
+ 21000
| ©
¥ R
&
{3 500 |
. 7l | vzl ez
f22)Y =+ -+ - 4+ - 4+
Zv b . lean fatty oo lean fatty .
= 4 ok (e RV AV -2

mean+SD. n=4~6. Student®t1&E

(&5 %]

Wistar fatty 7 v & (6 BEbHENE) (24 2) 2V 3mg/kg/H % 10 HEHEOHES- L -, 18 Ml
WEXE, AV 2) VES5LCEBAEZFFELL, IRs XUV IRS-1 DY VEg{k, PI3 7 — itk
ZHIE L 72, — L EHEE (lean 7w b) IZIEZEA Y 2V 10mg/kg/ H 2 #45- LRI ICRET L 72,



5 TNF-aDETER (T )
Wistar fatty 7 v MZBWT, ¥4 2 ) 2034 v 2 ) UV ERIVEIZHE LREOE D
AR EEWEIT S TNF-a ZHRIE T, ZhedfrLaniEsrra -z, Y
7)1 FEABEICRD X e, Y

BIE RV EERE TNF - a DETER

Mm% TNF-o B1%55 TNF-a
200 - 500 -
[ N 400 [
T 150 * N *
F ok & 300 o
o 100+ pg %ok
= / %%
g g 200 %
i
mL 50t = T
& 100
0 - 0 —
E ¥ #5881 2 3 4 (B E®#ssi 1 2 3 4 (H)
h . . g N N
WRE Lty ey 15 WRE ooy 2t AR
L | L |
lean fatty lean fatty

BmiE 7L 2—-ZARCMmE L) 7)) METER

(mg/dL) mEsIL1—=X (mg/dL) miEr) 7)) K
500 - 500 -
a0t [ o 400 l
n wx EH 5}?
K L kek L
% 300 y 300
)% 7
I
T 2001 4 2 200t w5 eu
z ')“ . ksk
100 F F 100t i ’J_H—L‘
OF w5 1 2 3 4 (A) OF w5 1 2 3 4 ()
wew B
X742y 5 HIRE EFT70) a2 5 HIRE
| | | |
lean fatty lean fatty

mean£=SD.n=9.10
fatty 7 v b (3%5H0) (C3F L T Dunnet #27E. *%* : p<0.01. *: p<0.05

(B %]

Wistar fatty 7 v &+ (16 @M 2. Y420 2 v BEE, X420 %Y 3mg/kg/ H DRI
51, 2, 3. 4 HRRICER L 72, W% 5 OREHEY: lean 7 v b 2B AT E UT MR OE
D TNF-o. Mg La—2, bYZ Y)Y FERNEL -,



(2) FgICH T 31 R VRIS EEE
1) EELENFER (5v )
Wistar fatty 7 v MZEBWT, YA 2 2 VIR CORED L % I gL 72, ©

Wi H 5 OFEEEICKH T 21EH

20 -

[IPNENRSANG
mg/kg/min
—

skek

|

WEREE A TR B
mean+SD, N=5~6. StudentMt#&RE. ** : p<0.01

(B %]
Wistar fatty 7 v b (11 8#ssEM:) €A 270 2 Y 3mg/ke/H % 7 HREREIO &S L, Terrettaz
& Jeanrenaud VEIZHEU THEHER P TV I — 22 5 v T &0, A 6 OFEEL 2 HIE L 72,

2) WEELICEASTIHERAOER (5v )
Wistar fatty 7 v MZEBWT, E4 7)) &2 VIGBEREEIC 22D B 7L T — Z-6-F
7 74 —% (G6Pase) OWikA#KT ¥, ZOWOIEMEAT 57 La3+F -+ (GK)
D% TTHE L 72, % 72 G6Pase/GK fiIZ IEH X (lean 7w b) DL ARLFTETFL,
S 2 R D B AR IE X 7z,

WIS &1 2 PERHEERRICX T 216A

giaxF—+ JIWNA—-—ZX-6-KX 77—+t G6Pase/GK
30 (GK) 300 (G6Pase) 20
£ £
S (5 by
o S
S 15} ok S 150 10
Q0 oo
S S
D D
Q Q
o o
e S
) S o0 0
MHEE 17 HEE £ HEE 17 BB £ MHEE C17) WEE 1))
2 B Eo 98 98 2 R 4 B
1 | — 1 1 | — 1
lean fatty lean fatty lean fatty
mean=®SD., n=5, ZEOMNBEOHEY T 5MEIC3 L TStudent® tARTE. *%* : p<0.01
[R5 %]

Wistar fatty 7 v b (11 BEHENE) 1I2€A2) 27V 3mg/ke/ H & 7 HREEO#R 5%, % &€
VA XU, BEGHBE R R A HE U,

IEH R E U TlRDAEER O Wistar lean 7 v MIEA 7Y £V 10mg/kg/ H #5-U. 6 I %
TP A WE L 72,



3) HTOFERYAASEER
AN 2 v EGIZED, IFTOROHRDAARN T 7 2 RKFFICHRTHERIC LA L
7z, ©

WHEE V) A H1ER

(%)
100 -

80

& 60 EA 5L

& 40|

20+

T T
RREIE AREERIE T RE
mean*SD. 1 BA tIRTE. ( Y NEFBLEE (2 FXRTE). * p=0.05

(BT ]

R - mRE (—OEMI TR CHEEGE) DA D 5V IFEHEE (I ORER T HF
HCHEBEE) 1SIA T SU Al % (o 2 RUBEIRP G T, BUG ] rh o0 22 5 IR 100
73120 ~ 159mg/dL. HbAlcfEi (JDS &) DZEHA 1% LANDRESH,

& Gk v 2y T H 1 REERSUIHARRIC 30mg % 12 &R G- L 7z,

W P RSS20 v o5y T NICT PR EROARNT 5 FE (clamp- OGL #A%#)
= PO TR D JABFE & B L 72,



A LRI VERIE B5

(1) MmEETER
(B#E) (vU X, 79 b, U¥F)
2 bR I VIEBERAEEY (o 2% T PO ) 2 s TIIRE
TMEMAERY, ZOMBK FMEMZT &, =L (Y4 X)) sorravvy, sui
TuFFty (v b)) ckofMElxh, KFREEAT LA F (THED) 12XD
B X b,

(2) ERBXEIER
MEATF— %)
2 bRV I VEERER S k0, BB A IR X s, Y

WERSSE R
e H P 5l 2510 %
7 F oA (mg/kg " min) 4.29+0.82 5.05+0.87*
257 N R (mg/kg* min) 3.91£0.69 4.73+0.70*
TREYWEZ )75 %2 (mL/kg min) 4.58+0.89 5.29+0.87%*
JEFRALIY 7 F o B (mg/kg* min) 1.50+0.50 2.48+0.45%*
WM F o BEEAE#E (mg/kg min) —0.49+0.07 —0.20+0.10
7 F o BER{L (mg/kg " min) 2.40+0.22 2.25+0.35
NEE At (mg/kg* min) 0.5740.06 0.56+0.08
I AE -G (Kcal/kg- 24h) 21.36+0.59 21.49+0.68
AN (mmol/L) 4.84+0.1 5.0+£0.1%*
AVAY Y (pmol/L) 372.6+14 329423 %*
FLbE (mmol/L) 0.67+0.05 0.800.04**

mean®SE.n=8. % : p<<0.05, *%: p<0.01 F5-AIZx$ 5 paired t RIE)

(BT ]
2 RUBEPRR T 8 0l & x5, # b koL 3 EREKE 10 1000mg % 1 H 2 [\ 10 @85 L <, $5-5i,
510 ERICIERIMEES A~ 20 v 2 5 v 7 A o ORI 2 e L 7=,

WE  KAIDOAGRAZ T 7z - FEE [, KA 1IH1IE 18 (42 2/ X bk
L3 VIEREREE & LT 15mg/500mg X id 30mg/500mg) ZEHEBKICRIINS45,.] TH 5,

(3) {EFITETRT - iR
HLHE L



VI : EYEREICEI T 51RE

1. MR ORTS
(1) AR LR & MRRE
BLTH L

(2) ERRRHBR CTHER S h/-IFPIRE
1) EY2HEEMH
fEFEER AN 1 82 il x 4 - FELESEHD 1 8EXIZ A ') & VIR (KA 7)) &0 v
L LTC) 30mg 1§E&RU A b AL I VIR 250mg 2§84 2 0 24—/ =L kD, MR
THOFR S L 2O B 770 20 U RER KO 2 b A I v RZACRD IfAE s
DRI PO LBV TH O, LW ENESEME»RD 5 htz, P

BEF T 2 RELFEOMEFIRE DHRE
(ng/mL)
1800

1600

[y
HEIHA

1400

0 e

m 1200
1000
800
600 ]

400,

200

0 4 8 12 24 36 48 72
BEHBOER (h)

mean=SD.n=82
WX bRV REEFOMESIRE DHERE

(ng/mL)
1800

1600
ey
HEIHA

1400

o

il 1200 @
1 000
=] -+
800

0 4 8 12 24 36 48
#E5 %O (h)
mean®=SD.n=82



WEMEE/NT X — &

Cmax (ng/mL) Tmax (h) AUC&) (ng : h/mL) TI/Q (h)

AT BiogE | 107314640759 | 25+1.03 | 11,242.143.679.00 | 10.4+13.66
ARZAEAE [wimipin | 1,197.6+4455.08 | 2.4+1.01 | 11.766.3+3.954.79 | 85+ 655

sy | B | 14260438741 | 284095 | 8641.7+1698.97 | 44+ 140

75 N N
AZALIk HAIOFH | 1,446.8+395.86 | 2.5+0.87 8,790.1+£1,892.33 | 4.7+ 2.37
mean®tSD, n=82. a) ¥4V %' iZ AUCo-72n, A I AL 3 Vi3 AUCo-48h

(2 RS OESRFE]

W 458 5% D AR ZE AL AR AL P S DDA IC RO < AUC (YA ) &2V v K% bk : 0-72h, £ b
F I VKRR 1 0-48h) T Coax D H A EZE R OO 22 O IEHEIX R (EffRkk
90%) ' 1In (0.80) ~In (1.25) OFMIZH B & =, WANIEHHFZFRZETH B T 5.

2) EEafEiREEOEA T ) 2V OMiEDEEHE
TR AR T 82 iz # & 7 M ELA$E HD AFE R F CHEROESG Lzt 27 24
FKZALR, EHERE M-1~IV) OMIEREEOHRBRIEI TLOLE B Th o7, ©

WEF T &2V RELEF, EEAHHMOMIEEFIREOHS

(ng/mL)

1400

1200

-@— EFTVRJRE{LE

1000 F —-O— M-I
m —A— M-I
%_E* 800 A M—N
-
E 600

400

200

Y5 #ORER (h)
mean+SD.n=82
WEYERER/INTA -4
Crax (ng/mL) Tiax (h) AUC 57 (ng - h/mL) T1/2(h)

E (AL 1,073.1+407.59 2.511.03 11,242.1%3,679.00 10.4+13.66
M-I 29.5+ 14.56 7.6t2.51 380.6t 248.75 25.2+18.42
M-I 180.4+ 58.37 17.24+6.722 8,112.7+£2,454.85 32.7+13.96Y
M-IV 427.8+132.61 15.5£6.69 19,159.545,244.59 31.2+13.40

mean®+SD, n=82, a)n=72, b)n=46



3) BigeEERE
X bV VIEIE
HEAT— 4]

EREEEEE (VL 7F=v 2075V A >90ml/min), BE (VLT7F=V )T
7Y A 161 ~90mL/min) ROHEE (L 7F=2 1) F7 A 31~ 60mL/min) O
BIMREREE 512 A b AL 3 VIERRIE 850mg 2 Z2fIEHEIC MR I 5. L7z L 2D X b kL
I VDML ST A — 2B TLDEBD TH o7z, ©

WEMERE/NT X — &

Cnax AUC_o T/ CLRr
(ug/mL) (ug - h/mL) (h) (mI./min)
EhEne I (3 i) 1.64+0.50 | 11.22+ 3.19 | 11.2%+ 5.2 | 394.7+ 83.8
WP AR IR (5 fi) 1.86+0.52 | 13.22+ 2.00 | 17.3%x21.2 | 383.6+122.3
R R R R T (4 151) 412+1.83 | 58.30£36.58 | 16.2+ 7.6 | 108.3*+ 57.2

mean=+SD

R ARANOIKGR %52\ 7= - R [EE, A TH IR (B4 2 20/ A bR

Clp: E2 V77V A

I VIEERIE L U 15mg/500mg X1 30mg/500mg) ZEHEBZICROES+5,] Th 5,

(3) hEE
AU Bk L




(4) BRE - HARORE

BEOEE

EA s 2y /X bR VIERE A

FHEA T — 4 )

fEEERR AR L 28 Bl lidAde (A7) 20y / A bR VIEERIGE L LT 15mg/850mg) %
JEEM 2 b 24 — 3= B CREIER TSI B % ICHORR O U 722 & & OIS hiRE O
BRI TEDEBDTH -7

EEMA BRI GIREC BT X AL I VREIERD Con 8K 28% KT L72A, X PRIV
REALRD AUC L X2 2 Y REED AUC BT Co 12 A B NE D 572, 17

W3 iRE DHERE
memy|  EFTVEVREALE (”%83 ANRIVIREALE
1000 | ||
1800 f
o 2fERE 1600 II l -o- ZRfERF
800 | -o- B . o Bt%
m m 1400 il
3 3 1200 I
i 600 h
P #1000 §
= =
400 800 [
600 |
200 400
200
0 0 0, 807%
0 4 81216 24 36 48 72 0 4 81216 24 36 48 72

BE5HOIERE (h) B 5 1% 0OIERE (h)
mean+SD.n=28

WEYEIE/INT A — 4

55| Cumax (ng/mL) Tmas (h) | AUCq iy (ng - h/mL) T1/2(h)

Vot s ZEBIE | 5762423097 | 164069 | 5721842119440 | 7.6+ 2379
AZACR | pgg | 568.5+123.04 | 3542.00 | 6,093.2+1,763.01¢ | 7.1+ 3.219

Ly | ZMNE | 18136435520 | 244094 | 12,135.943,014349 | 19.1+22.20

AZALIE Bk 1,337.5+440.93 | 3.2*1.15 10,797.012,893.481)) 18.0+17.42Y
mean+SD, n=28, a)n=27, b)n=24

A7) &y VRS HA

HEHIRAT T (8 1) ISR ARICE A Y 2 & LT 1 IH 30mg % BEEIREIIHE G L
7z, BRGSO TREINRD Tmax ODUER A A 6 N7z LIS AZE AL ko P g G i)
IST A= BIZKELEEE L, FRICLBZHEBIEILEAEEVWEE LI ONT,

- HIRRREKRE GBI I2¥A ) &Y 30mg D7 TV BENEE X ZIERNEEE 2 a0 24+ —
IN=ETHEHEG U 22K, B4 7)) 20 VARZEUADKRNEIREIC K& K23 al. 7T /%
WNOHEIAS N, 72, P

W ARORGRE=Z T =2 - HEE EE, RAIZIE1IHIBLgE (EX27) 820y / X R
I VIERE & LT 15mg/500mg X1 30mg/500mg) A EIAMBICROREE45,.] Th 3,



2. EYEERM/NTA -4
(1) BRTTE

(2)

(3)

(4)

(5)

(6)

REFEER A 82 A BRIZ1-a v /8— b AV N EFLTHRE L 72,

RS FE T #
(S I QYA 1 37

REUER S L
A b ARL I VSRR

SHEIA T — 4]

fEREERN 4 5112 * b ARov 3 VIR RREE 500mg % #EI1HE 5 U 7= IR O WU 5 7 #4013 0.291 +
0.024h™' T& -7 (mean £+ SD), ¥

HEREETH
fatFER N 82 iz x & - b Fd A $E HD & Z2IEHEICHIEREITR G- L7z & & A5 T OWEH O
PSRRI E A 2 ) 2 v KA 0.1021 £ 0.03818h 1, % b k)L I VK2 LA 0.1705 +
0.04127h"' TH > 7= (mean £ SD),

AN G 3
fatRERC N 82 5l * & 7 b FdA$E HD & Z2IERsIC IR G Lz &, IArdoeg2 )7
IV AT 2 VKA 2.87 £ 1.0491/h, * kL I ¥ ARZELHK 60.17 & 12.6951./h
T#H -7 (mean = SD),

PAtE
YA &Y v IERE
SEIAT — 4]
2 A NOFERR AT T 24 Hlicex 2 ) 2 0 & LT 30mg % HiFE %S L 720 K21
RO Ai75FIE 30.19 & 13.06L. TH > 7= (mean & SD), *
A bRV I VIERRIE
BEIAT — 4]
et R NS 4 i 2 b aRL X VIR RRIE 250mg & SIRINIR G- L 72 D /3 i AR 276 +
136L. T& > 7= (mean * SD), "

Z0ft
LR L




3. BEE (KEal—3a>) @i
(1) BT
HLTORE L

(2) WSX—4ZTHER
Bk L

4. TRIR

X)) &y vk

(BE) (v, Ty, AR, L]

ORYRERHL
7w b OFRAFTER K OV 58 NG e ER L N T EB. KBGO MEIZIL — 7 (% 6em) TR L.
U —TNIZ [MC] ¥4 o) &y Vil & 5 U, MC DM 2> & WG & Bt U 7z,
AUC, 4 1 Z N Z4 0.54, 1.00. 0.95. 0.98. 0.47ug-h/mL THD., YA 7 ) &V VIR
A5 4tk WO & 7z, 2

ORIRIEEER
[MC] A2 2V VIERIE AL — TR T v b DO — TS5 T 5 &, 2R THRE L
72 MC @ 53.7% D IRAREH TN & . B% 0 IS IEERE & 5L — TINS5 IR & iz, 7z,
PRI O “C DO KE T (86%) IEAKRZ(ATH D, WIGEFIZ W TR s h 2, &
EUTREMER TN E N =e — . TWEA ST v MCROFE L2z 20l ) v Sigdh
AD HC DML 24 R TR RED 45% TH D, T v MSROEG L2427 20 ViR
EIIEAE A S PR A A L TR AR TN & ho 7z, 2

OBRIRE
[MC] ¥4 & v VIEEE % RO R OEIRNZES L7z & 20 C O AUC [bE W TEHR L %«
WRIR, v 2, Ty by 4 X, FLTENZTN88%. 96%. 95%. 90% Th 7=, »
KREAARD AUC W 53RD72AFTARA S Y T4 EvT A, Ty b, £ X, FLTERE
81%. 85%. 94%. 81%TdhH 7=,

A bR VR
OBRIRER L

W5 ENEEBEIONE RS, *
O IES

GHEAT — 4]

HHAERE & RO GHEDN 5 BN T RAL FE) T 401350 ~60%ThH - 7=,

19)



. P
(1) Ik — RREPTE @
s 2 VIR
(%) (79 )
v bTiEEBLIZS Y, Y
PR NS Y IR 1 3
REME R L

B3 (VI 5. (5) ZOMOMBAN\OBITN] OESMH

(2) IMm#%—REEERESFTEE M
Yz & VIR
(B8%) (79 )
[“C] ©x 2y & Vi 0.5mg/kg Z4EMR 20 HHO 7 v MCROEE$5 &, “CiRE
(IR ILAE > AR YT > B8R > BRI > A K Th - 72, WIThOMEIC W Td “CldhE
PRI AEFRYREE DU PEVE T U 7220 BRRIMIERIZIERE RO E G e i L. M
RIZEHAIMIE L 1 FIFH CTh 72,

BEF T2V OREAND#EIT

g o ?%ff (ug/mL X% gi) _
2 BEfH] 6 HEfH 10 R 24 RS
wlic 0.505+0.049 | 0.665+0.139 | 0.568+0.142 | 0.153+0.120
FZMR | 0.366£0.034 | 0.347+0.136 | 0.205+0.070 | 0.015+0.023
M-I 0.00940.004 | 0.023+0.014 | 0.019=0.005 | 0.011+0.013
RHAIMAE | M-TI 0.01840.004 | 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 | 0.0350.025 | 0.005+0.007
Z Ot 0.0500.006 | 0.077=0.007 | 0.059+0.019 | 0.016+0.016
B M| Rl 0.19440.014 | 0.311£0.123 | 0.252+0.071 | 0.116+0.091
ook | RMC 0.073%0.013 | 0.088+0.025 | 0.095+0.028 | 0.099+0.048
wlc 0.24440.025 | 0.396+0.218 | 0.306=0.095 | 0.109=+0.092
K2R | 0.189+0.020 | 0.236+0.153 | 0.118+0.055 | 0.010=£0.015
M-1I 0.003%0.002 | 0.0100.010 | 0.0070.001 | 0.006=0.009
FRVLIAE | M-I 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 Ofth 0.02440.004 | 0.04740.016 | 0.048=0.004 | 0.019+0.015
fEYAHAL | Rmc 0.130+0.003 | 0.19140.087 | 0.16140.046 | 0.075+0.049

mean®=SD.n=3

2 bRV 3 VKRR
(BE) (v, vHF)
Ty b, UHETCHRRANOBITHED Sz, ¥




(3) FA~DBITH

(4)

Y7 2 v

Z#E) (7

[MC] ¥4z &2 v HEEEIE 0.5me/kg # HFER 14 HHD F v MOROKEG LzE %, YC
FFL FURICRAT U2, 2 OB S L 0 (K<, MC oMk Mg & Ll L T

Wwre, W

M)

BEF T2V OF+. BRPADBITHE

TR Iy _ ?%fg (ng/mL X% gi)
2 IR¢RH 6 MEfE 10 HERE 24 W
e 0.786+0.026 | 0.425+0.030 | 0.22740.033 | 0.032£0.022
FZALAR | 0.602+£0.003 | 0.195+0.046 | 0.049+0.021 <0.001
M-1 0.002+0.000 | 0.002£0.000 | 0.00240.000 <0.001
M-1I 0.012+0.009 | 0.01240.009 | 0.006%0.003 | 0.001%0.001
i} e M-I 0.020£0.002 | 0.040%+0.011 | 0.032%0.009 | 0.005%0.005
M-IV 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=40.002 <0.001
M-VI 0.001+0.001 | 0.003£0.001 | 0.00240.001 <0.001
Z DAt 0.063+0.008 | 0.060£0.004 | 0.031%0.004 | 0.008£0.003
wlic 0.173£0.032 | 0.176+0.016 | 0.135%0.016 | 0.029£0.009
AZEALR | 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-1I 0.002+0.002 | 0.001£0.001 <0.001 <0.001
L v M-I 0.001+0.001 | 0.003%£0.002 | 0.003%0.001 <0.001
M-IV 0.030£0.003 | 0.0414+0.007 | 0.048+0.008 | 0.011£0.009
M-V 0.009£0.003 | 0.0124+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 Ofth 0.029+0.006 | 0.082£0.004 | 0.06240.015 | 0.018£0.004
e 0.258+0.036 | 0.1660.016 | 0.110%0.009 | 0.018£0.009
FZLAR | 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-I 0.003£0.003 | 0.00240.002 | 0.001£0.001 <0.001
7l i M-I 0.001+0.001 | 0.001£0.001 | 0.002240.000 <0.001
M-IV 0.035+0.006 | 0.094+0.004 | 0.05240.013 | 0.009£0.008
M-V 0.0070.002 | 0.007£0.001 | 0.006%0.001 <0.001
M-VI 0.001+0.001 | 0.002£0.001 | 0.00140.001 <0.001
Z DAt 0.046+0.005 | 0.0574+0.003 | 0.033%0.005 | 0.010£0.003

mean®=SD.n=3

2 MRV IE R
HEAT — %)

2 FUREPRH DR LNE S 2 X b AL I VIR 1 [ 500mg 2 pEfR 1 HH2 6 1 H 2 )%

EROR5 Lz &, FUHcIiib o 0.63 50 A b AL I Y ABIT L2, 2

BN DI
BLTH L




(5) ZDMDOMEEHEANDEITH
Yk ) & G R
(%) (7 )
[MC] ¥ & VIEREIE 0.5me/kg & 5 v MRS 45 &, “CIEBHERIZIAL 4
L. ZOREIZHEZRLS 2 OMRBRTRS% 6 KTY -2 &k 57z, MC IRE T
LISF O ik T s & 0K 7z, #5826 BERIIC 50F 5 MC IR IIIFIR Tl g @i <.
KOTINE, ik, H—& =k BIEOETHD., M, IRERCR K, 572, P

BEF T 2V 2 OEEBADBITH

R (ng/mL Xid g)

L 30 7% 2 IR 6 R fi] 10 B FA 24 WF[H] | 72 IR fH]
1fi 4% 10.2840.03 | 0.87+0.04 | 0.97+0.03 | 0.52+0.16 | 0.06+0.01 |  <0.01

fitd 0.03%0.00 | 0.08+0.00 | 0.08+0.01 | 0.03+0.01 | <0.01 <0.01
" fifi | 0.0340.00 | 0.09£0.01 | 0.09£0.01 | 0.04£0.01 |  <0.01 <0.01
T 3 k| 0.09+0.01 | 0.29+0.03 | 0.340.01 | 0.19£0.05 | 0.02+0.01 |  <0.01
fit Bk |0.02£0.00 | 0.05+0.01 | 0.07£0.01 | 0.04=£0.01 | 0.01£0.00 | <0.01

N— 4 —Jl#] 0.17£0.02 | 0.60£0.06 | 0.64£0.07 | 0.32£0.08 | 0.06+0.00 | 0.01+0.00
T M| 0.09£0.01 | 0.2640.02 | 0.2740.01 | 0.14+0.04 | 0.02+0.00 <0.01
O B 0.07£0.01 | 0.2440.01 | 0.26+0.01 | 0.14+0.04 | 0.0340.00 | 0.0140.00

Jieg Ji# | 0.04£0.00 | 0.12£0.00 | 0.14%0.00 | 0.08+0.02 | 0.01%0.00 <0.01
70 fié | 0.11£0.01 | 0.30£0.02 | 0.34£0.02 | 0.17£0.05 | 0.02+0.00 <0.01
Jifi 0.10£0.02 | 0.254+0.03 | 0.30%0.03 | 0.16%0.03 | 0.02%0.00 <0.01
JHF i | 0.47£0.05 | 1.28+0.05 | 1.60£0.15 | 1.10£0.27 | 0.13£0.02 | 0.02%0.00
i i | 0.05£0.01 | 0.15£0.00 | 0.17£0.01 | 0.09%0.03 | 0.01£0.00 <0.01
Ji fié | 0.07£0.01 | 0.20£0.02 | 0.22+0.02 | 0.11£0.03 | 0.01£0.00 <0.01
fil 5 10.14£0.02 | 0.394£0.02 | 0.42+0.02 | 0.2240.07 | 0.04%0.00 | 0.01%0.00
H i | 0.17£0.02 | 0.49+£0.03 | 0.79£0.03 | 0.48+0.16 | 0.08=0.01 | 0.01%£0.00
¥ 310.03+0.00 | 0.16+0.01 | 0.1940.02 | 0.11£0.03 | 0.01£0.00 <0.01
W AB|0.03+0.00 | 0.0840.00 | 0.1040.01 | 0.05£0.02 | 0.01£0.00 <0.01
54 J& | 0.05£0.00 | 0.18+0.01 | 0.21£0.03 | 0.1240.03 | 0.02+0.00 <0.01

H & 0.04£0.00 | 0.13%+0.00 | 0.13£0.01 | 0.08%0.03 | 0.01+0.01 | 0.01=%0.00
# @ g W6 0.09+0.01 | 0.324+0.07 | 0.3340.01 | 0.20£0.05 | 0.09%0.02 | 0.03£0.01

B # | 0.05£0.01 | 0.16+0.01 | 0.19+0.01 | 0.10£0.03 | 0.02+0.00 <0.01
H EE 1 0.90£0.16 | 0.54£0.04 | 0.40£0.07 | 0.16+£0.06 | 0.02+0.01 <0.01
115 E#10.1240.04 | 0.25£0.01 | 0.35£0.03 | 0.30£0.10 | 0.04+0.01 <0.01

mean®=SD.n=3

PN Y N 113
(&%) (7 )
[“C] A FAL IV 100mg/kg & 7 v MRS 5 &0 2 BERIBR IS IS 50%. T
fiff1Z 1.22 % OFATREDIRATE L 72 PSR 1/10 DUF. % Tl TIROWIRE TH -

7 25)
Zo



(6) MIFEAMEEE
S R A I BV 1 31

(8#E) lUnvitro. ¥U A, 7y b, 4 X, $IL]
[MC] ¥4 & VigmEsE (0.05, 05, 5ug/ml) #<vw A, Iy b, 4 X, $IILOIi4E
E MO, 4%t MIZET L7 I VIERISIHINL 72 & 2 OEAMEHEIE. WIhd 98% L
FThot, W
[MC] ¥x o ey Vifilgiz~y 2, I b, 4 X LIRS L2 L 2 OliiEEN
BEDREEFIEY Y AT 05. 1. 6 FFRIHIZI8% LI E. T v b Tid 2. 6. 10 BEfI#%IZ

b=

99% LI L. 4 X TIX 0.5, 2. 6 BFREIHIZ95 ~98%. HILTIE 0.5, 4. 24 %12 98 ~
9% TH -7,
X bV VIR

(2#£) (n vitro)
Mc] A bk LI YV (50 500, 5,000ng/ml.) #t FOMVEISRMLZE X, FLAERS

ig @6h&ﬁ")%\-o

6. L&
(1) KHELLRORBEER
v & VKRR
ORHEBAL
(%) (n vitro)
7y O, O, Bl . B, 3B O YR L g A 7z in vitro TORRBRO K5,
YA ) &2 i3 TR S B <A S, ROTHBRTRH# SN, K. OETIZEEA
EfEt T N -7z,

(72 b Afe KGRBFEEL 1 1999 49 H)
ORBHER
(B%) (5v . 43X)
[MC] ¥4 2 2 VERIGARS L7725 v b 4 X OEEE. M. Peith o RS % Rz,
[ L, FioORERAEHE L7, ¥A 2D 2V VIMANTIT —F IO M-1). #
FL UEO KB M-I, M-IV), M-IVO®R{t (M-1I). I%»ﬁ@@ﬂ(MWﬁ&?ﬁ
IRZADHEE (M-VI) IZk-> TR Eh, 2612, KEO—FiTfadtke UTHET 5.



WH#EEHER (v b 1X)

M-V
/ 0
HO
P M-Il
/\(Nj\ﬂo MNH /
© \ 0

Pioglitazone
HO ~

o)
M-I
O

OH
)\Ej\ﬂ WNH
_ 0
N © S\f) T )K(iﬂ 0
I /@/\(1(
MV N 0 S

NH

A BRI VR
SHEAF — &)
b MANTIRRH X s, 2

(2) R#ICBA5 T 2% (CYPH) DOAFE. F5F

YA &y VIERE

(8#£) Un vitro)
A7) 2y ORBEHNZIZF by a— 4 P450 1A1, 1A2. 2C8. 2C9. 2C19. 2D6. 3A4
DOy TG LTns, ¥

2, BX 22 ViEe FF Ly — 4 P50 B REREL I 2 0y — A OB E IR
LT, # 2 u—24P450 1AL, 1A2, 2A6. 2B6. 2C8, 2C9. 2C19. 2D6. 2E1. 3A4 (<
ELACHBEEG I 572, P

PN DI AN 1131
(&2&) (in vitro)
F F 71— 2 P450 1A2. 2C8. 2C9. 2C19. 2D6. 2E1. 3A4 1B E 52 k57, °



(3) ¥EEBNREOEFERVZDEE
Yk ) & G R

(BE) (YA, Ty, 4R, FIL]
[MC] ¥4 2y VIREEE AR K UEHIRNEES- L7z & 2o, “C @ AUC W T
EE LR, v 2, Ty b A X, FLTEREN88%. 96%. 95%. 90% TdH - 7=,
F 720 REMKRD AUC D 6RO 72N A FTRA ) T 101E, THhEZh81%. 85%.
94%. 81% Th o7, L7zAoT, EA 2 ) 2 VIEEIEIRZRIUCZEEL T, — 39 hE
WREZT B, ZOBEIINEWEEZ R, P

2 BN
TR L

4) REPDOEEOFRERVEML., FELE
YA ) &y VIERE
(%) (7 )
M-I, M- O M-IVid, Wistar fatty 7 v b QMK FEFAIZ W T, REEOH
172 OFEERTEEREW TH 5, EIE [VIL 1. (2) RS THERE & ho7z il iR |
DB
(72 b AgE  AKERFERE : 1999 -9 H)
A baov 3 VIR
MR L

7. et
OBEMERAL R U IR
Yo &y v IERE
(BE) (vI A, 9 b, 4R, Y]
EPRIERIE~ Y 2, Ty b A X TRETHEDITHL, $LTRIRTH 572,

A b RIL 3 VIR

(SEIANT — &)
FISRPC R X g,

OBt
ks & v IERRE
fERRAAERRIZEA 2 20 v L LT 30mg & P2 IEREICR G Lz & &, %5 48
i TOIfab ik e fat ke GO RBRRPPEMEIT 29.6% Th > 720 TOFERITIT M-V
(124%). M-VI (7.8%). M-V (7.7%. M-IV-S % &%) Thorz, ¥



WEER 55T 5 RER R

(%)
40+ —— M-I (n=14)
—o—M-T (n=14)
35 —~—M-N  (n=14) l
~0-M-V  (n=14)
g 0 |e-mw (=13 | b &tk
& 25+ ——M-N-S (h=14) | T
s —o— &k (h=13) l ___________________
B 20+

Ly o4 A
H5HORE (h)

(BE) (v 2, F9 b, 4R, Y]

[MCl B & VIR &~ o 2 HERORG. L 72 & & OPRitd 72 BRI CIRIEH T L,
Pe5- L7z MC D 24% DIRIZ, T5% W EICHEM X 7z, T v MICHBEFROES L7z & & o Rt
72 BRI TCIRITR T L. 5 L2 MC D 36% 2IRIS, 63% M FICHEM X 7z, IERADHE
MIEPEERD 1.2% TH 572, A4 XITH T S PM1E 96 R TIXITHE T L. IR, TEAOPEMR
BENZNREGED 16% & 81% Th -7z, HIL T 168 B TR, EAZhZhE5ED
TT% & 18% » PRt X 7=,

[MC] A7) 2 VIEBIE IS A SR T v O+ Z8ENIciE5$ 5 &, 24 B TR
H.U72MC @ 60% B PRt X h 7z, 2 OB A2 BIOHE 2 5 T v F O+ 48
BANIZ P54 5 &, 24 BTV RICZ W Zhie s L7z C @ 38% & 13% 2Bl < h 7=,
L7225, IRt =t o) 20 v b 2 ORBIO—BISIBITFEER 4175, %



BEF 7Y 2V OROKGEOBE

W RRE[H] PREHEMR (P 5826895 %)
(h) PR 3 B HeHE=R
8 9.63.9 ND ND ND
2 219456 | 66.5+10.5 ND 88.4+8.1
<2 48 939459 | 749477 ND 98.843.4
72 240459 | 754+7.6 ND 99.443.1
9 241459 | 755+7.6 ND 99.5+3.0
4 21423 ND ND ND
8 11.0+3.8 ND ND ND
- 2 324412 | 40.2+117 ND 72.6+12.8
48 355405 | 61.7+1.9 ND 97.2+1.6
72 359406 | 632413 ND 99.1+0.8
9 36.040.6 | 63.4+13 ND 99.4+0.8
4 0.5+0.1 ND 12.842.6 ND
7 1 8 2.4+1.1 ND 31.9+5.2 ND
24 13.743.9 159+21" | 603434 | 89.9429
0.8+1.4 ND ND ND
14+13 ND ND ND
2 117403 | 2544256 ND 37.0+25.3
4 % 48 15141.0 | 60.4+26.5 ND 75.5+25.6
72 160415 | 79.9417 ND 95.9+1.6
9 163+15 | 80.8+15 ND 97.1+1.4
120 164415 | 811414 ND 975414
4 8.4+2.9 ND ND ND
8 24.6+35 ND ND ND
24 59.842.6 1.3+2.1 ND 61.242.6
48 69.7+1.4 5.2+3.3 ND 748427
¥ 72 739415 10.745.3 ND 84.643.9
9 75.9+2.1 13.746.1 ND 89.6+4.0
120 76.8+2.4 16.145.2 ND 92.9+2.8
144 77.2+2.4 17.144.7 ND 94.3+2.4
168 774425 17.64+4.4 ND 95.0+2.3
mean®tSD.n=3. a) HEA 5K T v I (+ _IBHEAKRS) . b) I LENE % &




8.

A bRV I VKRR
SEIAT — 4]

FERERRON 4 B 2 b ARV 3 VIRIEIE 0.5mg & HERE I G- L7z & & #5108 IRl & T

PrERED 50% DS RAIZ, 27% SEICKE kL LRt X s, 0

BEOROKRSICE T 5 REHEHSE

(%)

100 -
80~ e
===
A= 0
£ ol | | AEH(77%)
S
= 40 PR (50%)
w0l o
T | #(27%)
T | +
0 1 & \ \ \ \ Lop oy
04 8 12 24 36 40 60 72 96 108
HBEHOIERE (h)

mean=SD.n=4

F 72, RICHERBERA 451z 2 b AL I VIERIE 0.25mg Z HWREIEHIRNIES- L2 & %
W% F Tl 5D 79% A2 ik e LTttt hiz, ¥

WEEFRARS CH T2 RIEHHE

(%)
100 —

80 I I
FR(79%)
60

= 40

20

0 ! L ! ! ! ! |
04 8 12 24 36 48 60 72
BE51%OIERE (h)

mean+SD.n=4

. 572

N2> ZAKR—42— BT B1EER
MR L



9. BNEICLBBRESE

OMARE
YAx ) 2 v KRR
AR L

X NRIL 3 R
SHEAF — %]

A bbb 3 VKRG 3,400mg. 2,550mg X1E 1,700mg % KB 5§ 2 B ia g cHLB 7 v
F—=Y 22k o -BFHIBENEIT 7282 A, A AL VORKBERIZZNZTH, 1,105mg.

694mg & 1* 688mg T - 72, 2

10. HENERERAT 2EE

1) BigEERE
* MRV VRIS
HEAT— 4]

BHBEIERE (P T7F=v 2 )75V A > 90ml/min). B (v T7F=v YT
F VA 161 ~90mL/min) KUOHEE (FL7F=v 2V 75V 31~ 60mL/min) O
BRERERE R IC 4 bRV X VIEERIE 850mg A S IC ORI L2 XD X PRI

IV OYITHE ST A — XL FHOEBDTH 72,

WEMEE/NT X -4

Chnax AUC_o T2 CLr
(ug/mL) (ug * h/mL) (h) (mL/min)
B IRE R # (3 ) 1.64+0.50 11.22+ 3.19 11.2+ 5.2 394.7+ 83.8
P B R (5 1) 1.86+£0.52 13.22+£ 2.00 17.3£21.2 383.61+122.3
rp S B B R R (4 151) 4.12+1.83 58.30+36.58 16.2+ 7.6 108.3%+ 57.2

mean=+SD

1. Z0Oft

Clr:E27V75V2A

WE L RAIDOAKGRAZ T 7z - FEE [, RAICE1IH1IE 18 (42 2/ X bk
L3 VIEREREE & LT 15mg/500mg X id 30mg/500mg) ZEHEBKICRIIRS45,.] TH 5,

%ML




I =& (FERLOEFESE) (CEAT2RE

1.

2.

EERT L ZTOERA

m

&

1.1 BEEGIBR7ON—2XZREITEDPHY ., RTICE-LFEHEIN TV S, FLEE
TOR=2ZEBRIURTOVEZICEIBRELEV &, [22, 23, 25, 83, 9.2, 9.3,
11.1.2 B8]

1.2 BHREEESIHEEREEOHZBE. SRECHRST2HEICIE, THOICEHEE

ez BRI 2 EEEICKRS T2 L, BICTRULDOERHE TR, FHIRS5D

BEEEEEICHE§ A&, [8.3. 9.2. 9.3, 9.8, 11.1.2 BH]

BIARE TOEH

2. 82 (ROBHEIIIRELEV L)

21 DAZEOBERCOAEDOMERED » 5EH [EA ) 40 v Tid, Bl HsnT
TEERIMAE R OIS RIEEDOZ(LE ZEZ S B2 LEREOMMNAALATED, F7-,
FEPRAIIZ & DA RS 5V IIRIEL 2 & OWEA S 5.] [11.1.1, 11.1.3 ]

22 KISRTHEE [APALIVICKZABT Y F—2 252 Z LT W,] [1.1. 83,
11.1.2 ]

CHBT Y=Y 2D b B HEE

- I OB EBERTE (eGFR30mL/min/1.73m” Aiili) D b % g S ENLH (HEE
& &dr) [9.2.1 2]

DM R, MREREIC S OREE (23 v 7, DA%, OFEZE, %R Ob 5
H R OZ OMOIKEE RIMAE % PE O WIREEIZ » 5 B (BRI EREO TUEIZ X D 7L
e pE 4 SN %]

CBEAGE DR H AR EN & X W B 8% (P, TS0 B EkED 5 2 8.
AR 11 FEEEL 3 R i 75 FE 5 5

@D 7L 2 — LIBHE [10.1 ZH]

2.3 HEONEREREFO S G [T 27LBORBEEIME L, X AL I VITk
BIBT Y F =2 2RI LRIV F2. 42 ) 4 VIEFICHETRE@ch 5720
EMT kT hydb,] [1.1. 83, 9.3.1 2H]

24 FEIET b — ¥ A FERBPESMESOIATERME. 1 AR O EE (k. 4 v 2) vtk
B0 S bED R IENBEE K B, ]

25 EERRYYE. Fiiitk. EELIMEOH 28H (4 V20 VI X B MEEE SR F
NEDOTARAOFGIWE 50, F72, AMT P F— 28I LR T0.] [1.1. 83,
11.1.2 2]

26 RIEARLIRGE, HUAIRRE. =99IRRE. M T EAEREA R IIRIE KA OB K
FEERZTRZzh2d %.] [11.1.5 ]




27 KAIDBKFXEIE T 7 F A FREFNI UBBEDORETED & % 84
2.8 ISR L T3 AEEMED & % K [9.5 Bk

. HBER I RICBHET B & T DEH

[V. 2. hBESIS R IZBIES 28] 22352 &,

. BERUVBEICEEYT 228 & T DHEH

(V.4 HEAOHRICEES 2108 223228,

. BERLERNIE L TOEH

8. ERLEFEE

8.1

8.2

8.3

TEERIMAE R DN &K 2 & B A SN B HIBICRBIL, 20082088 D 50
FRIET B Z D BOT, IRHBOERME, S REH{MN, EROZ(IcERL, 7
WRARONHAITEE B ICRAORMAZRIEL, Z2 T2k BHEABETL L,
[7.1, 9.1.1, 11.1.1, 11.1.3 ]
DEXEELODME AN S 5bNEZENH 50T, EHMZLBERBRELTS & &
FACES L, BENRD NG AICE s E bkt 32 h 2 0 iIdRE TS 8
PHEICRS 528, [11.2 2]

FHICEELAART Y F—Y 222321 d 5, VAR TELTE, BRRERE,

IR RERT S, (IR FRIMIE 2 PE VRO IREE, Ak (RIURTER % A3 2 SHIDO D 2 &) |

WD 7L 3 — LB BEYYE, mlEEAHIOh T, RS, Bk, BEo 7L a -

LHERSEIZ L D BEORENEETSL 2L HHDT, ITFTOMICHEETSZ L, (1.1,

1.2, 2.5, 11.1.2 ]

(1) AKAIOFE 5T 7 D% & #2513 Z BRI, B8 (eGFR %) K OTH%EE
EHERT B & & BT, BEOREBIC R L TGOS &K O 580 i %
AT AL, k. EES. FRCHEEABBSSBEALEAICE. X0 HEENS
a4 52 &, [2.2, 2.3, 7.2, 9.2, 9.3. 9.8 2]

(2) BASERD B & b7z 1352 ik L, @Y aE %475 2 & FIRMEM %
A3 534 (FIRAL SGLT2 BHEHMZ) & ONFHIHIIE, FRCliKicER S5 2 L.
(2.2, 10.2 1]

(3) ARAIDTE GBI KO D% & 5 HIEYNIZ, LUFONE %2 BE K OZ OFKIFEIZ
+or 8T 5 2 L,

EBEOTIL T - LER AT S Z &, [2.2. 10.1 Bl#H]

CREL TR MERE, AREEARFOREALR (Yo T4) ORE. BAKIREE
BEEINS 20, —HRAZRIEL, BRINCHRT 2 2 &, [2.2. 9.1.3 2]
CFLEET Y F = Z0RER (HWEE. BEE. HiE. EIFIRSE) Ab 5 bhik
Baicid, mhicr@z 528, [11.1.2 2]




(4) 22— FEEHEZHOCTRELZTIBECEV UL, X FRL I VORFHIZ & D AL
TYF=V2ERITIENH ZDT, REANIARAORG % —KIcHhib§5 2
E (L. BRICREZITODERS 258 EHL) . 3 — FEAIS# 48 I
BHIARANOE G #FHHL AW Z &, k., BG-HMAICIE. BEOREBICERT S
Z&, [10.2 28]
8.4 (KIMBEAKZ ST ZEnDH2DT, BHITH UIKIMEEIR & 02 OMATEIZ DN T4
S5 ZE, [9.1.2, 11.1.5 2]
85 KIMUBEER AR TZ L2 d 20T, EIfE¥E, HEEOERF IR L T BEHFIC
545 L XITIFEET ST L, [11.1.5 2]
86 YAV &Y Y ELELGINLEETHEMEDORA Y X o BIT 5 RN ERITIE S
ETEROOT, UITOMICERET S L, [15.1.1, 15.2.1 3]
JBENERIRT ORBE IR G AT S 2 L, 2. FHIL BWEOE A AT B EHIC
IAFN OB NE R CfEE % s Lz LT, B5oaE A EEICHT 5 2 &,
CFEGBRAGISEL B BH XX T OREICHENERIED ) 2 2 % o023 L T 6 &
54328, 7, #5RCR, R, PIRBEEOER?RD 5 h 541013, |
BICZBT RO BHIRET S L,
CHRGAE. EHICRRAES A L. RESR® 5N GAIE, EY) a0E % 1T
ST, Fie, LR THREMBL T, +aAaBIERETS 2L,
8.7 54 2ILATE. MBE. JRBEA EIANICRA L. EAOREMEL, O, FIRBAT5
BHEITIE RN ITMOBEEANDYID B A 2175 T &,
8.8 T MUBE FRRISHE, BERRBMERISRE S AL § 203 2 D TRET S Z &,
8.9 A& DO BERB SOOI I 1F 2 RAMIIMET LTy (BEFRERIE A 0) .
810 AHIDEIMKDTH S A MR I VIFA A5 ) IV LAERBFEO A L T 5
BEMEDH BT, F720 4 22 ) 3 VOENERRE ™ k0T, €774 FRE
AL G L 72356, o BERBFSE & O ff AL & ik U T LEER 23 2 < 8o 5 h
EOWMEN DB LD, FHHEAIOBIROBIZIZEET S 2L, [10.2 21H]

6. RENEREFIHREICEHT IR

(1)

BHHE - BEBEOH 2 8HE

91 AHHE - REEZEDH 58E

91.1 DALEEDHETNDH S5 OHEE, FOE. OHE. alEMHOCERBEZEOOLERED
HoEE

TEERIMAE RO K D DARERIES D2 B2 h2d 5, [8.1, 11.1.1, 11.1.3 Bl#]

912 EMELZECTHIThDHZUTOREILIRE

CAHHN S R, RREIGEO AR E

< PU OS]

(8.4, 11.1.5 %]




9.1.3 BPFERE
A7 F—v 242 ZTBZThrdH 5, [8.3. 11.1.2 2]

(2) BiReEEEEEE

9.2 BHEEREEERE

I 36 F B PEMEANEA L A L IV OIRRER FAT 5720, FLBT Y F =2 2%0
R 2o @< KSR H 5, [1.1. 1.2, 9.8, 11.1.2, 16.6.1 ]

921 EEDEBHEEZEDHSHEE (eGFR30ML/mIin/1.73m” Kifi) XIIBRBE (EEE
WEEL)

RS LanZ &, [2.22H]

9.2.2 thEEDTHEEEED H 5 BE (eGFR30mML/min/1.73m? EI_E 60mL/min/1.73m?’ ki)
MEE IR A B L, 50 E RO ROHRE 2 M55 2 &, FHZ. eGFR 28 30mL/
min/1.73m* LA I 45mL/min/1.73m® AW D BH 121, B EOH M a4 Lo 5 &
WrE B EAIcOREG$5 2L, [7.2, 83 %M

923 BENEBHEEENHIEE

(8.3 2]

(3) FrikeEREERE

9.3 HFiREREERE

HPIIZ 360 2 FLOMRBEHEMNE T L, FUR 7> F—3 ZDORB) 22 hiE< 5 2R &
%, [1.1, 1.2, 9.8, 11.1.2 &H]

931 EENOHH#EEEDHIEE

BH LWz e, [2.3 5]

932 BE~HEEOBEREDOH2EE

(8.3 1]

(4) &iEREEHJ 5%&F

REIN TN

(5) 1Ei@

9.5 1@

BRI SUSIEAR LTV B REMED & 5 RIEIZIE G- LanZ L, EX 7)) 2 VIiZD0nTid,
Ty b EETEB P SRR Tk, 40mg/kg DL EORE TR - BRYSEC RO @, HAEROES
KOMMEA . 7 I X ERIE5REE Tl1Z. 160mg/kg B CREMMIOSEL XIZREH T h
Fh1fl, Ik - RIBECEOEEAA OGNz, £/2, A FKLIVTIE, Ty b, UHFT
BRAOHTHRDONTHD. v b CHFBERAEE S TH S, ¥ £, i
7 v F—2 222 L0, (2.8, 11.1.2 2]




(6) &ILw

96 &Il

R LEOFARMEKRORFREOAMMEEZZE L. BHALOMR X I 2 BErd 562 &, B
TN &I VTE, Ty TR ANOBITARE S hTh b, P
AFFLIVTE, KRELDSL S MR ANOBITHRD R TS,

(7) MRS

97 IRFE
INRE R & U 72 BREBRIEINE L T,

(8) =&

9.8 =&

TR, BUERE. ITRERES MK T LTV B Z A%<, $AHAERAREZ L3,

INODORETIEIIAMET > F—Y 24 RILRTVOT, UTFO/MICHERZTSZ &, [1.2,

8.3. 9.2, 9.3, 11.1.2 2]

- KA O 5BRMART. 2593 IR, RS EE A ROR B S M E AT iE & v 4HENC
TRRE T 2 TR T 2 A & B L a W o EEICRG$5 28, [AbFALI Y
FEEAERB N, REMKOZ ZIRPICPRNX N B, 72, FEEOK MIZX I
i ORBEELE T3 5. ]

- EHERE R B AE IR SR E ORREIZ A L TGO BRI R A RETT 5 2 & HHIZ 75
W EOSEETIE, 7Y PV ARBLMESINTED., PTHREARTHDZ LA
B0, KEIERG OGS KO EEICHIT 5 Z &,

CIE 2 VT F = VESIEFEHAN TS 5> TE. Tl & o TEEBEOBEREAK T LT
52N HBDT, eGFRE(HEL T, HMEIZHREOIREABR TSI L,

7. tHEEA

10. tHE{EA
YA ) 2 i3 FEE LTSN EREE CYP2CS TR X I, iz o7 1 F A 3
IZB54 %, [16.4.1 2]

(1) HtRREREZOERA

10.1 GHRAER BHALZWVWC &)
E ik HRAAEIR - 158 T4 Ry - fabald 1

TN — GREOER) LTV F—Y 2% /I T b b, | NTHIC I 5 AL OHEEH
[2.2,.8.3.11.1.2 ] AFil 53 O 7L 2 — LARE (B KR4 %0 & 72 BKIRREZ ok
W) &R 5 Z L, TIEND D,




(2) pfAEE L ZNER

102 HtRAZEE BHFRAIKEETSZL)

ik

WRAREIR - ATk

e - fakRiA 1

3 — P ¥EAl
[8.3. 11.1.2 ]

BT F—3 24242 LN
b5, P 2558 K[ ORS
b % ) AL
o2k,

B MR PR
rvavAy v
(11.1.2 ZH]

7 F—3 24242 LN
b5, P 2558 3KFORS
WIS k3 2 i) 2 L
BEITHZ L,

PEAC & D BEBBEAMET L, A b
TN VOPMMET 45 Z &
EZibN T3,

FIPRAEFH %43 % 3551
FI R Al
SGLT2 FHEAIZ
[8.3. 11.1.2 =I#]

WAIZEKDEBET Y F—Y 24
T2 END B0, BAKIERS
b 5 bN7GEIZIE. AFIDES
il U, YA E LTS 2 L,

23
&

FMIRFE 2 B4 5 3ANZ KD
ﬁ%ﬁﬁ&bﬁﬁﬁﬁtﬁéz
N5,

BEPR I FHEE

ZIL R ZIL v L7 REEH
MR A 2 2 VI
HESE

a- 2L & —YRHEA
DPP-4 fH:EHA
GLP-1 7 F a7 &l

4 v 2 vHELE
SGLT?2 FHEA!

A X7 I VE

[11.1.5 2]

RIFE A2 BT 22N d 5D
T, (KHE» SR E5 AT 5k
CHEICREGTET L,

DEFIBEIZ I, MBERE T T O 8554
2k, KIMBED Y 2 7 A4
BTN DH 5,

4 X273y
[8.10 ]

HALSERDOREBUCHEE$5 Z
EO

FHOF AN 2 < FEBL9 2 fdim)
PRHENTND,

WEDR P P & OF 2 oD IR RS
TR % Baaa A3 ikE5 4 5
FHNEDEH LT B354
B PR 5 FH 3 oo 1fi B [ N
1T % B854 % S Al

B - FEWr A

1) FOUEFH

T 73 VIBRLEERIN

SEA

74 75— b ROENE

LS V7 A

JILT 7))V

EER(L AT a4 P&
B PR 75 2 oo [fi B
1 % 9559 % Al

7TRLFY Y

BB R B AL E Y

FRIRIR AL E v

YR AL E v

FIPR Al

¥+ 38

AV =7 FK

—aF U

%1/%79y%%ﬂ

FERCO B SN A S8 A A % fF

FBLAICE, FEREHIEE ORI | %

ORI O HAEHNC 7R
FT5LEBIT, KFlOA 2 v
EHIMSEERS DS Z 2 ick
LB R TSI L,

IR R T £ T D3 3 S5 = &

o

V7 7

RIS
CYP2C8 % ifiti§ % S5

V77 VEY VERHT S YR
) 2D AUC 28 54% 1K T F
LEOWRENHBDOT, VT 7V
Yy v DT B A RS
W& oricEiss L. BEREA
ICIEAA ZHERET S Z L,

CYP2C8%#FE§T 5 Z L2k D,
st ) &2 ORI IEE X
rLEZ6N5,




HAI WACREIR - ATk R - fakriAl 1

0OCT2. MATE1l. XiZ X bR I ol EE S EH|O0CT2, MATEL, Xix MATE2-K
MATE2-K ZFHHE T 534l | L /M-S 2 Z2a b 5, | 29 Lz bRl 3 v OBHR

AT B, BECBUT H#EESNSEEZ 6h T3,
FLT 27N K%l 5 7 S EEI 5§
| A A <)% BT k.

INVTFRZ=T
AYTary =L
FIFZ2E 7%

. EIfER

1. BMEA
ROBWERDR S 5bNB I EHHBDT, BEE T, BHEPRD 6 N804
G by 5 h b s uE 175 2 L

(1) EX%EMER L MHER

1.1 EXGEMEA

1111 DFR2 (HEAMH)

ORGSR D 5 VNIFIET 2 Z L2 D 5D T, VR, S RERIN, OASEIR - Bl (5
Ui, BE. oA, BAKS) AA S NEAITII RS Al L, v — TRIR A% %
542k MU BEEITS 2 Lo FHOOARRIED B Zh D b 5 DIFEBOBFITIFERT
5Z&, [21. 81, 9.1.1 2]

1112 IBE7 > K= 2 (% AH)

P FLERME D L5 FLEE / L v EBBILo 5, I pH DK FHE2/RL. PHRARDZ &
ML, RS RBLT R IIR % Td 200, BHEHEIR. B2k, AP0, Bk
DIERBASNDE Z ENEL, ZREDIEKRYH 6 bhGAICidEbIci5 4L, &
PWARBATI &, Kk, BT Y P =Y ZDO5FNA A E2 WA, LB O HIE RS R %
RO Z L MURMELTS 28, [1.1, 1.2, 2.2, 25, 7.2, 8.3, 9.1.3, 9.2, 9.3, 9.5,
9.8, 10.1, 10.2. 13.1 ]

11.1.3 ZHE (1%)

TRERIMAE RO L 2 L EX 6N BRENR D EbNBE T ENDHBHDT, FEENRD S
a3, WED S50 FHPIET 2 2 EWMEU A EETTS 2L, T DLEIZK > TEIER
PUEE L VWA I REIZR T —TRIRA (7 a v 3 N ) o554 BT 52 L,
A7) 2 I KB REOREBSE L, R PERIEAE S DR T 10.4% (447422 i) . B
PRIGPERIREPRE S DR C 11.4% (397342 f51) . BERPIMEESE S HEI T 10.6% (307282 f3il) T
B0 . BEROR A DHEFEGNIIEFREGNC LN EEAZ 5 5, Z2h 6 OIEGN & > TTF
FEORBUHHCHE T2 &, (2.1, 7.1, 8.1, 9.1.1 ]
11.1.4 FFieeREE. BE (HEAH)

AST. ALT. Al-P DO #F L v ER &2 M5 IEEERE, WE2H5bN2 L2 H 5D T,
BlERE Torictro, BENRY 628052k L, i anE+2175 2 &,




11.1.5 {EM%E (0.5%)

BRI (RIHEIR « DR, &% OZIEI&, FITS) Haw s hz8ida. KFld 503
DEF L TV B BRI E —REIChIbE 4 220 » 2 WV 5 A EEEICREG 52 &,
%72, AFIOEGIZ & 0 RIMBEREIR A 700 & N A I3RE 2 G il 2 8T % 74 E i
UIREEITS 2L, 72720, a - 703y & — YHHEAE OB X 0 IAKEREIL A3 2
SNIAITIET PO E #5422 &, [2.6. 84, 85, 9.1.2. 10.2. 15.1.2 2]
11.1.6 ERGRBBE (HEAH)

. k&, CK LS, M R OIRB I+ a ey FR &R E 4 2 B e 2 &
EbNbTEnDH5,

11.1.7 BEEMRERE HEARH)

FEEL, WMk, DFURIREE, O RE (122E) FaE0 6 N aTiE, R IS X .
W CT. 1M~ — 7 —FOMmAEFHmL. BENRAD SN GE10F, 54k, Fl
BB A Y AIOP G EDOWEY) s E 2175 Z &,
11.1.8 BEBOBEH (HEAH)

(2) ZOfOEHER

1.2 ZOMOEIEAR
<EFTVHIC>
5% LI E 0.1 ~ 5% A 0.1 % A< HHIE AN
Mgy B, A kA | i A
BT IMHE F 25 O P K2 0 X
FEEEY @, NSk, i
AL
TR EORE B MBI P
e (4 T - MErE AR, o)
RN R T o N 7T 5
WRIUHE ., AR
P Hik AST.ALT, Al-P, y-GTP & |
=
KRR B EV, 55D HER, K. &
BRE B LUh
7z OAth LDH KU | BUN KU A VU w40 L5, &k | BT, 55 4. | B, BB
CKD LR | HRUANLY T LOICT, R | S R~ | MR BEEIE O 7
K OPREA O, B YT V2R S BERRE M | S B
HEHERE O AL

TE 1) MR 4 IR (3 FIC 1 IRE) 12475 2 &

1 2) (8.2 2]

7 3) SHEDEEFRER I 35T LMD FHF O RBUHE D FRARD 57, HNDEEEHRT — 4 x— 2 &
W EEHE TR B LI, A PR I VISR I L T 2 ) 2 SR A S
BOTHITOY 27 OMMARD 5T\ D 9,

T 4) WPIE, RERIINCE > Th BbNB T LMD S, UK THEOREARY 5 NBHA I EBEIE
O FTREVE & E 8 LY A B A 17D 2 &




<APFRILIZ>

AN

ER 4~ BN i N N Y N I R A N S T [ NS = SN T
el

%17 B, P ERU A | 1IN 1 ILERES I 4 T Bk B

HORE i N R A

FHF ik iR e

5 Nk BUN ER. 2L 7=V k&

(% By CK L5 7 b=y 2 Flg LS i » V) & L5 IR

Z DA GBI | B HEE . IR AT D 0 - 55D & (IRTLEE  TEIE,
FET B B, 2 ERR, € 4 X Y B ke

1:5) FUR7 > N = ZADYMHPERTH 22 L EHZDTHETLZ &,
1 6) R LD e 2 IV By OWINARDZ S 5DNDE T ehd 5,




SR FREE—BRE

BEERAORIARRT
T, BG4 8 (o BGReE FA £
KB CORER (MR
A ARE B 208 EEEERnALIES 1,067
FIlE I 2 0 8 BUEGI %L 14 BIE SO FEBURE % 34
HIE DR B $ 16 BIE DR B K 46
EIE DR BUERIE (%) 6.7% BIME 20 R BUEGI % (%) 3.19%
WMEERDOEFERIFHIREE
B OFEE B (%) B F & O fd e R (%)
REBLUOREEE 1 (0.5) B Bits SOHETRBEOHEY 1 (0.09)
R IMBEE 1(0.5) (BRBLUVRY-TE2ED) )
HREREE 1 (0.5) FEOR i 1 (0.09)
FEIEDEN 1(0.5) migs LY o NREE 1 (0.09)
DIgEE 1(0.5) 2o Ml 1 (0.09)
SIS 1(0.5) EHES 1 (0.09)
BEBEE 4 (1.9) ANHRE 1 (0.09)
I ¥ 4(1.9) HRRREE 3 (0.28)
REBLUR THERES 1 (0.5) TEIED 0 2 (0.19)
7M1 2% 1(0.5) RVE T 1 (0.09)
HERRBLVESHEES 1 (0.5) DIEEE 1 (0.09)
MERIBR 2 Y 1 (0.5) HEARE 1 (0.09)
L2EEELHSUBRESFFREE 3(1.4) k2. 285 L UHtRES 1 (0.09)
AR IR 2 (1.0) 7 A PR PR 1 (0.09)
AR v 1(0.5) BIGEE 4 (0.37)
FRRIRE 3 (1.4) HE R tini 2 (0.19)
1fitfCK (CPK) #4411 2 (1.0) R 1 (0.09)
ALT (GPT) 544 1(0.5) LI 1 (0.09)
AST (GOT) ¥4 1 (0.5) FrIRERES 1 (0.09)
S5 QU R AR Al P 5 L7 B J2hEL T I RE SE AT 1 (0.09)
AR BEBLUETHEES 1 (0.09)
wit 1 (0.09)
HERRB LIRS EBES 1 (0.09)
A 1 (0.09)
B LURKEE 1 (0.09)
B P hE R 1 (0.09)
— % - £ HEES LVORSHEIORE| 19 (1.78)
N AN R 1 (0.09)
EH AT 1 (0.09)
B 2 (0.19)
VI 5 (0.47)
AR P 11 (1.03)
FRRIRE 6 (0.56)
/Dol R EEHE N 1 (0.09)
iz 25 a— e 1 (0.09)
M by 27y &) REI 1 (0.09)
i S 1 (0.09)
Mz v 7= 8 1 (0.09)
IR 4 (0.37)
E= hEB LUONBEHHE 1 (0.09)
FhorhiE 1 (0.09)

AHEIE 2213 ICH [FEIBRIE S HGEE D AGEM (MedDRA/J) 12U X T2 HEE (Preferred Term: FEAGE

TERLTND,

i)

CORGEIRFEERT - 2010 4F- 4 A, PFaATEORHERT - 2017 4F 3 H)

. BERBREERICREITEE
FE XTI



10. BEHRS

11.

12. ZOfDEE
(1) ERPRERICED R

(2) FERRPREABRICED S 15%R

13. BEKRE

13.1 fER
A7 F—v 28232 E0b 5, [11.1.2 ]
13.2 WNE

7Y P =Y 20MIE (RBAKERT b ) w7 A5E%) . g GREIFR) . MOENTSE O Y]
WEZ4T 5 .

BRAEDEE

14. BHLDEE

141 FHFFAREGOTE

KEFL AN A2y X P2y INEFELO—abid#ET 5 Z &, Al L TER&ST
JERMF IS TRAF L 72, KAIDEBT T L0 H 5,

14.2 FEHIZMHFEFOIEE

PTP W3 DHANZ PTP ¥ — M 26O ML TIRAT 3 L5 4T 52, PTPY— 0D
MEIZ KD BOGHAEAEEREARIA U, I35 L% B 2 U CHERRBA A SO EE LA
EZHRT LI Lh b D,

15. ZOMOEE

15.1 ERPRfERA ICE D < EHR

15.1.1 S CHEFE L 2 BRREE 2 R & U2 (10 Mo KB 2 R — M%)
IZBWT, B4 2 4 Y OBEMEORE Y 2 2 1A 5753530 6 Wi o 7248,
MO T ) 2 2 BN O ATBENE & 7RI I8¢ Wi S hTn s, 9% [8.6, 15.2.1
%]

15.1.2 A ¥ 2 ) ¥ SRR OMBERE PRG-I T v O F 7 v v AR RIAE A & %51
2ZLI2&0, KIMESEZ DR TV EORERH S, [11.1.5 2]

15.2 FEERPREBRICE D 15

1521 F 9 RO ZICEEX T ) 2TV % 24 5 ARBSREIFECS- U 7z6dBiTid. 7 9 b
HED 3.6mg/kg/ H UL L OREZIEMENESE; 23 A & 7z, [8.6. 15.1.1 BH]

15.2.2 KM AKGI-ERE (familial adenomatous polyposis : FAP) OEF )L TH % Min
VY AIEA ) Z VO (tar) sy ROaY ) 2 V) AROFGLEEZ
2. KGR ORM K E S AR EEOWERDH 5, O




X : FFERARHAER ICEAY 5IRE

1. ZEHER

(1) ZExpIEIEHAER

[VI. 3B 25 H | OHBHR

(2) RLMIDHB
HATDR L

(3) ZOROEEEB
BLTH L

2. HMHER

(1) BERSEHEER

S I BYAVE =1 3 A
LDy mg/kg, ¥A 27 ) 2 LT

Bt

v

N
N
—

2GR

d

2

R

>1814

>1814

>1814

>1814

A bR 3 VRIS
LD50\ mg/kg

EhidE
2 GAE

~U A

HELT

1000

a

300

(RIS - BFFERT)

(THE MERCK INDEX 14" 2006, 1025)



(2) RE#HESMHER
Y7 2 v

B | PSR | BESARE P55 (mg/kg/H) MRV = (mg/kg/ H)
7w b | 133/ | 3.6, 14.5, 57.1, 145.1 3.6

4 X 13 AR Eqm| 1. 3. 10 3

WL 13 A EEqm] 8. 32. 125 <8

Fv b | 26 Eqm| 9.1. 27.2. 90.7 27.2

4 26 A O 0.91. 2.72. 9.1 2.72
Fw b | 52 R | 3.6, 14.5, 57.1, 145.1 <3.6

Fw b | 52 R S| 0.23. 0.91. 3.63 0.91

14 52 EfE o 1. 3. 10 1(d). 3(%)
L 52 A EE{m| 1. 2. 8. 32 >32

BERRUEHERIIEA ) 4V 8 LTER
7 v b0 13 BEAERD 14.5mg/kg P b, 26 BHEERD 90.7mg/kg K UF 52 JHEAERD 3.6mg/kg LA
LT, 720 4 X0 13RO 10mg/kg. 26 FHFRER D 9.1mg/kg. 52 iR D HE D 3mg/
kg DL KON 10mg/kg C/0EE & O @S fili e OV 22 Bl A3 A & 7z, $ L 13 JHERER T
13 8mg/kg Ll E T ERO SMEET A A S N 7zh8, 52 FHEER TIE 32me/kg 1B W T D HE
HOZEAL N A>T, Ty M OEHEEZHOZ 13 R TIE. SE O LK O FE
12k 2 kL L E A SN BRI, WO IR R OIE RO A2 F# s 50
WERERR T OO Bt S O BAGAIIIRE  tE 2 S OV O BEARIEFE A3 i 14.5me/kg DL b R O
57.1mg/kg L ETR® 5z, 06 IBHKGHIERBROBRE S 6 YA 7)) 2V VIRERIED
FEA RSO E Z 2 6N,
4V 2 Y OEHERO—DIZBIRMETOF M) o 2 OFIIN AL X & 51/, $4b
HSHRRIERAZHRE SN TS, A7) &4 VIERREIEA V2 VIR A BR X 2 5 1E
HafT27-0, EX 50 20 VRGNS KEPDRBBICOD 7 > TG I N7=54581213,
A VAN VOAEBERABEICRBEL, 7 MY w AL & ICFHIRIN X 7z 28 4 A A
S S B h, TEERIMAER H 2 D IZIMER NS5 LH5160%, Ty b, A XK
CHIZBNWT, U7 ) 2 VIBIRORGIZ KD DEREOREE & & ISIFRINER S %
IR A L 72,
DEEOEMEOENZ DWW TIAE, DT 3 =5 X0l 2 i f 2 17 - 72458, I§ERI%E
HOBMNTER S 2 MG DR ~NOFEAMIZK D ZepHHIL, €427 &2 VIERE
12K 2 0IERITTEL B 2 VIREEOZEEE A 5N, £, AIMIIIEER IMAE & OB
R L 22 kN EZELEEZ NS, ZOIEL. T v b TRIEEEOZL (Mo E
KBOMIZER) ROEICHT 2508 (g R ams ORI e, KaEwmimbig) 245
N7z, A XKL TIEZ IS OENIE D > 72,

(& - WFFEr)



(3)

(4)

A bR R VIR
TROBGHEZBNT, BEERE a7k,

htd P& 5- 111 P52 | PG5 (ng/kg/H)
Z v b 1 4F-[#] wa 10
4 X 1 [ T 50
. T 10~50
vH¥F 10 H~3 » A w0 100
BIEMHR

s &2 VIR

MR 2 W 7 (3R 2 R A RGBS B W TERFEM I A S Wik 2 > 72, F 7=, CHO fiifu,
ASS2 MK O 2 ) ¥ 7 & — 2 Ml A& B 7285 TR BERER 12 Fo 0 T R A g
fERZ 270 > 7=, CHL #ifid & F 7= Q@R R GBR X O~ 7 2/ EGABR T ISR R OV IM%
OEEMZALNT, 512, T v F OFFHIlE% v 72 UDS #kE Tk DNA 8IS/ I 25 - 7=,

(ERHSE S, - fFZ2T)

A MRL 3 R

A /AP
AR ER
<2 ) I BV =1 3

BtdE | £ GRE - J9IE 55 (mg/kg/H) AR G

Fob | BIO-24 A | §:09. 3.6, 7.3. 145, 57.1 | KA OB

£:0.9. 3.6, 145, 57.1 d :=3.6mg/kg/ H
9 kEtE
~U A | RO -24 5 H | 2.7, 9.1, 27.2, 90.7 (=548

PR RROMFER I A 2 ) 20 & LTER
3.6mg/kg DL EOHET » MZIWT, (KHHE OWEMFST L ORE R A SN, B, MT v
b R OMERE~ o 22 BT, WO - SRSV T ISR s 5 7 KD
BV 2R U725 b DK 60 % 12505 0 RIS B U 2= B BERAR T R MRl L C A
S, EMEIESS & IR B 2 IR & OB URIE X iz, 22T, X515 v b
FEIRPREI OZE BEVE, MG ORSROEX 7)) 2 VIREE RS L5 9t ORM:
RIZDOWTHET 2 & & QIS BR AN A 288, E4 27 ) 2V VIEREIRE % &
OTERFEMIE AL, A2 ) 2 VIEBREOREGI2X D 5 MRIERICE (AT, &
IR B R RS 2 SR E A AR L 2 DEE L bR, U4 L) 2V VIERIEIZ K
BIEMIESS S T v NIRRT 5 LS S hiz,

(RHSE S - DFFEAT)

A b RoL 3 VIR
MR L



(5) HIEFEFMHHER
Y7 2 v

o ek %5 & MeTEME R (mg/kg/ H)
e B g (me/ke/H) | BBV AVER
R (22 BERT 10 38 5 HIkTH)
v b (9 Z2HRT 2 38 5 4EH% 19 H 10. 20, 40 <10 <10
Seg H B WF % 21~23 H)
FRI1 (3 A2 BCRT 10 384 5 kT H)
v b (% Z2ECHT 2 A 5 4ER% 19 H 0.3, 1. 3. 10 3 10
b B35 % 21~23 H)
F o b | KR - 12 A (0ER 6~17 ) 20. 40. 80 <20 <20
Segll | 7 v b | &1 - 12 H (E4E 6~17 H) 1. 3. 10. 20 3 10
2 | #R0- 13 H (kFWE 6~18 H) 40, 80. 160 40 80
Segll oy b | RRIT - 458 (AR 15~ 531 21 H) 10. 20, 40 <10 <10
Ty b | AR - 4 8 (TR 15~ 53 1% 22 H) 0.3, 1. 3, 10 1 3

B REROERERIIEA 7)) 2 & LTER
BB OBIE T, Seg 1D T v Ik 10mg/kg THEEHRE DKM & - - AHMOIEHE, HET
BEARINIZ AT S D B 23 A & I Fz s, AR TEARREIC IR I3 A 572, Seg DT » b 10 &
U 20mg/kg TIEAREBIMOPE] (4F4% 14 ~ 20 H) . 20mg/kg A ETHRERMOMEHE (4F
%6~ 12 H), EAROEM. 40mg/kg Pl THEARMABOMER 23 A 67z, Seg IO HF
160mg/kg T1HIASEC L. 1HIAFEL 7z, %72, 80mg/kg ML L THEBE RO, (AHEH
TOE R OEHEOIKME A A 5N 7z, Seg D T v b 3mg/kg PAET & {888 O Sl A A
57z, FitiBiCALNABHEOEEIZY A 7)) & VIEEOSEM/EICRR L 722
ftchdLELO6NT,
It - Y OBIEETIE. Seg 1 D F v b 20me/kg MAE THEYR AT OKAR K O Il ZS A BLE O
A A STz, Seg MDD T v b 20mg/kg LA ETHE - BEWEIE L HE O it M OSHEA EE & oD i
80mg/kg THEMMAE DKM A A S N7z, Seg I D HF 160mg/kg TEHEM - R HDH
A AR SN 7z,
HESLOBIE TIZ. Seg 1 D7 v b 10mg/kg Bl FIRE OKAE KX O TERE /3L - HERETEE D
LEIER A STz, Seg M DT v b 40mg/kg LA L CHEEREB O EME, FAFRDIKMEA A S 1,
80mg/kg TIFHERAEDIKME S A5 N7z, Seg DT v b 10mg/kg LU EIZIRE OIKAE K O
e - ATH) - BEEFE DML A5 Nz,
(aRHZE S, - WF2EAT)
PN IRV =137
oy MIERTI HE2 S 12 HHIZ X bR 3 VIR %2 500mg i3 1000mg/kg % #&1#25-
Lz Z A, f#hiEtErAS R, ¥

T 7
B G O R
R HE 15(1) 134 0 0 0
500mg/kg/ H 60(11) 371 54 6 2
1000mg/kg/H | 30(6) 187 19 4 0




(6) BFRTRUBIEER
R L

(7) ZOMO4EHSM
YA 2y VIERE
YA o) 2 VIEBRIGEOMREHI M- 1T M-I M-IV X O'M-V O~ 7 2 H[al#% 5 #E R E TE,
ZN 5 OFIEIZFEHR L[S0 & 201330 5 720 M-IVO A X E% 5 #tERBR o h & 0
JHR T, L FBROBTIEE AR oIz, 2, HEEWE I 242 2 ViR
RAL TS, 2 0EBHEL 2T v P ol Sk stk &k O R MR IC W T, Bz
%5 R D FEB R OB O IE5RI3 e 0 o 7

(RREIE S, - W22

PN IRV =137
PAL- v



X EENEHRICEYT 2EE

1. REXS
B A BRI
eSS PR Uy A IR 3% b p s Ripen
BRI A ) 2 VIERRIE MLV
A MU VKRR R

2. HHLEE
34

3. BEKETORE
i RAF

4. BURVLEDEE
[VII. 14. WA FORE] OEsE

5. BEMTEM
- BHAERES A F D
KFThoLkD A
- B TAE A D ([XI. 2. 2 OfbOBIHEER DIEBRR)

6. F—mK% - FxhEE
[Al—H 3 - L
[l #h 3 EF ) &2 VERRIE, X RIS EE RS ORI R R

7. ERBEEEAR
LT L

8. REWMTHARFEAHRVEARES. EMELNKFAB. BRThHBFAR

B ISR ] S HEUEN R
Wit 4, RARD Mg EAGAE A
" EAH EAH IV
A&7 MNEAEELD 2010 4 22200AMX00312 2010 4 2010 4
X &7 EdEEE HD 4 H16 H 22200AMX00313 6 H11 H 7H6H




10.

11.

12.

13.

14.

BAIRAR

BEIZER. BFMIERARFABRVZOAR

. MEERIHIEM, AERVAREEEMEOEA BRETORE

FFAEMRALREAN 201743 H30 H

N R, RS FOME, AN RO REMEOMEIRE IZBE$ 2 A58 14 558 2 JHEE 3

FADPBENETONTIUZE LY LV,

BEEHE

44F 201044 16 H~ 201444 H 15 H

REIAEFIR (CBI 9 B 153K

AAHNZ B (B 5 34%5) WIRICBT 2 HIFRIEED 5 T,

&E2—-F
i JELE S AT AL HE | RN ESE S 2 — F | HOT (9¥1) |V & 7 1 e
AXTU
IR RS T — F (YJa—1F) x5 VZFLHa—F
2227 MiGEELD|  3969100F1020 3969100F1020 |119863801 621986301
2227 MiSsEHD|  3969100F2027 3969100F2027 |119864501 621986401

RN LOTE
L




X

1.

51 A3CEk

1

~ W N

6
7

co

)
)
)
)
5)
)
)
)
)

9
10)
11)
12)
13)
14)
15)
16)
17)
18)
19)
20)
21)
22)
23)
24)
25)
26)
27)
28)
29)
30)
31)
32)
33)
34)

D 3k

Yamasaki Y. et al. : Tohoku J. Exp. Med. 1997,183(3):173-183 (PMID : 9550126)

M fh o P LB 1997,25(2):337-343

Sugiyama Y. et al. * Arzneim.-Forsch./Drug Res. 1990,40(1),3:263-267 (PMID : 2189419)
Murase K. et al. : Diabetologia 1998,41(3):257-264 (PMID : 9541164)

Sugiyama Y. et al. * Arzneim.-Forsch./Drug Res. 1990,40(1),4:436-440 (PMID : 2192715)
Kawamori R. et al. : Diabetes Res.Clin.Pract. 1998,41(1):35-43 (PMID : 9768370)

Lee A. J. : Pharmacotherapy 1996,16(3):327-351 (PMID : 8726592)

Hayakawa T. et al. : Biochem. Biophys. Res. Commun. 1996,223(2):439-444 (PMID : 8670300)
Proske G. et al. : Arzneimittel-Forsch. 1962,12(3):314-318 (PMID : 14038507)

Opitz K. et al. © Dtsch. Med. Wochenschr. 1962,87(2):105-106 (PMID : 14482118)

Sterne J. : Thérapie 1958,13(4):650-659 (PMID : 13603402)

NG s HACREE AHERE 1971,67:12-13

Kroneberg G. et al. : Arzneimittel-Forsch. 1958,8(7a):470-475 (PMID : 13572273)

Musi N. et al. : Diabetes 2002,51(7):2074-2081 (PMID : 12086935)

AW A R ER (+ENEDR)

Sambol N.C. et al. : J.Clin.Pharmacol. 1995,35(11):1094-1102 (PMID : 8626883)

Karim A. et al. : J. Clin. Pharmacol. 2007, 47(1):48-55 (PMID : 17192501)

PE O BLE R & A28 1997,74(5):1184-1201

Tucker G.T. et al. : Br. J. Clin. Pharmac. 1981,12(2):235-246 (PMID : 7306436)
Wittayalertpanya S. et al. : J. Med. Assoc. Thai 2006,89(12):2116-2122 (PMID : 17214065)
HIE  RZ: b SERE & 369 1996,24(12):2597-2617

Klepser T.B. et al. : Am. J. Health-Syst. Pharm. 1997,54(8):893-903 (PMID : 9114921)
Tuchmann-Duplessis H.et al. : Compt.Rend. 1961,253:321-323 (PMID : 13778533)

Briggs G.G. et al. : Obstet. Gynecol. 2005,105(6):1437-1441 (PMID : 15932841)

e &Y HANREZ MRS 1963,52(9):1054-1071

Sirtori C.R. et al. : Clin. Pharmacol. Ther. 1978,24(6):683-693 (PMID : 710026)

Kiyota Y. et al. : Arzneim.-Forsch./Drug Res. 1997,47(1),1:22-28 (PMID : 9037439)
Scheen A.J. : Drug Safety 2005,28(7):601-631 (PMID : 15963007)

b I P450 3 FREFEBLR 3 2 v v — 202 X B REHZ B3 5 kB (FEN R

F b 21— 4 PAS0(CYP) (x4 5 BB B9 % sl (rEEORY)

Study No.AE-4997-G,Final Report(Takeda Pharmaceutical Company Ltd. #1N%#H
WOfi—  fth : EROM & WFSE 1997,74(6):1627-1637

Lalau J.D. et al. : Int. J. Clin. Pharmacpl. Ther. Toxicol. 1989,27(6):285-288 (PMID : 2500402)
Dubourg J. et al. : Diabetes Obes Metab. 2022;24:609-619 (PMID : 34866306)



35) NDB & W2z A5 ROME (K4 27 2 VRIS X 2 B I B0 ) 2 7 3F1li)
https://www.pmda.go.jp/files/000279371.pdf

36) Lewis J. D. et al. : JAMA. 2015,314(3):265-277 (PMID : 26197187)

37) Korhonen P. et al. : BMJ. 2016,354:i3903 (PMID : 27530399)

38) Azoulay L. et al. : BMJ. 2012,344:e3645 (PMID : 22653981)

39) Hsiao F.Y. et al. : Drug Safety. 2013,36(8):643-649 (PMID : 23797604)

40) Saez E. et al. : Nature Medicine 1998,4(9):1058-1061 (PMID : 9734400)

41) Lefebvre A.M. et al : Nature Medicine 1998,4(9):1053-1057 (PMID : 9734399)

42) Duval D. : Thérapie 1959,14(1):70-78 (PMID : 13647423)

Z Db DEE 3K
A% L s



X : SEEH

1. ELHAETORTIRIE

AT 35 x %20, REETIGe 2 T g (2017 4 1 AIER) .

WXE. EU TOHEIIKMR

Ea|  Beeh (AE o AW - IR AR H
B - EIRBEOMBREE LT, §TICE
Fo) R EXNFRILI YOG
AD 15mg/ | ,_ <
MET 500mg T>Tw5 2 ﬂﬂ%ﬁ'\ﬁ%%‘ A MR VH
K] ACTOPLUS - Zﬂﬁliﬂﬂéﬁiﬁﬁﬂ*ﬁﬂ:%@oé hfn@\ 2 il 2005 4 8 ]
MET AD 15mg/ %?ﬁﬁﬁ%\ m;%’:%ﬂcitﬁa“ DICSVAVA: &
MET 850mg TR B - =208 MO Mg » e —u)
MEL T 7= 2 BIPERPEF 2B 1 5 IbE 2
Vb a— L,
AD 15mg/ RO PRI VHINTIIRKRBAERIZE >
EU |Competact  |SEAI MET 850mg TE+SxfEz Yy ba— s iy 22006 F7 H
RUBEROPR R (RIS )

AD : ¥A ) &V VHERE. MET : X b koL 3 VIR

. BB T BERR IR
KREOTMCE (2016 412 H)

8.1 Pregnancy

Risk Summary

Limited data with ACTOPLUS MET or pioglitazone in pregnant women are not sufficient to
determine a drug-associated risk for major birth defects or miscarriage. Published studies with
metformin use during pregnancy have not reported a clear association with metformin and major
birth defect or miscarriage risk [see Data). There are risks to the mother and fetus associated
with poorly controlled diabetes in pregnancy [see Clinical Considerations].

In animal reproduction studies, 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 body surface area. No
adverse developmental effects were observed when metformin was administered to pregnant
Sprague Dawley rats and rabbits during the period of organogenesis at doses up to 2-to 6-times,
respectively, a 2000 mg clinical dose, based on body surface area [see Datal.

The estimated background risk of major birth defects is 6-10% in women with pregestational
diabetes with a HbAlc >7 and has been reported to be as high as 20-25% in women with a HbAle
>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.

Data

Human Data

Published data from post-marketing studies have not reported a clear association with metformin
and major birth defects, miscarriage, or adverse maternal or fetal outcomes when metformin was
used during pregnancy. However, these studies cannot definitely establish the absence of any
metformin-associated risk because of methodological limitations, including small sample size and
inconsistent comparator groups.

Animal Data

Pioglitazone and Metformin hydrochloride

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

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.
Metformin hydrochloride

Metformin hydrochloride did not cause adverse developmental effects when administered
to pregnant Sprague Dawley rats and rabbits up to 600 mg/kg/day during the period of
organogenesis. This represents an exposure of about 2-to 6-times a 2000 mg clinical dose based

on body surface area (mg/m’) for rats and rabbits, respectively.



8.2 Lactation

Risk Summary

There is no information regarding the presence of ACTOPLUS MET or pioglitazone in human
milk, the effects on the breastfed infant, or the effects on milk production. Pioglitazone is present
in rat milk; however, due to species-specific differences in lactation physiology, animal data may
not reliably predict drug levels in human milk. Limited published studies report that metformin
is present in human milk [see Data]. However, there is insufficient information on the effects of
metformin on the breastfed infant and no available information on the effects of metformin on milk
production. The developmental and health benefits of breastfeeding should be considered along
with the mother’s clinical need for ACTOPLUS MET and any potential adverse effects on the
breastfed infant from ACTOPLUS MET or from the underlying maternal condition.

Data

Published clinical lactation studies report that metformin is present in human milk which resulted
in infant doses approximately 0.11% to 1% of the maternal weight-adjusted dosage and a milk/
plasma ratio ranging between 0.13 and 1. However, the studies were not designed to definitely
establish the risk of use of metformin during lactation because of small sample size and limited

adverse event data collected in infants.

8.3 Females and Males of Reproductive Potential

Discuss the potential for unintended pregnancy with premenopausal women as therapy with

ACTOPLUS MET, may result in ovulation in some anovulatory women.
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