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1.5 BRXG#AROERERUNROER
1.5.1 MRFEOHIB

FERFIX, TORRICELY MBEERKE], 2EERK]. [ZOMOKEEDOHT - KE
kB b0) RO ERERF KBS, BARAOFERKBORE 1L 12 BERE )
TH D, T DOREILHEB MDD DA LAY U HGMARERA VA VEFEREFTH Y,
ENOHIZA L RY VOMKMITRRZ/ES D TH D,

AVAY VBT, PO RY VIREICRE oA VAV AERBELRWIR
BThHhy, A VR VEHRMEDOTFE., A VR ) VEREROBD XiEA A ) U RFE
ENTAMBA~OERGEERINMET LIERELEZ DN TWA[], AR VB
LA VR VEFHEEELEZ 2O L, TORLEIEICA VR Y U WAE LER
DA 2 Y AR EEREE D, ZORMECLD AR ) WA ELA R
VIR OB EERE L VW, NI X VERFEPETL TN, £ AT AERTR
KErBHOBELENREHMERT S L., 2FOMEEZF 0L E Licikc RHEROENE - B
BEEEL A L7 DT IBMAHE (M/MEE, KOLEE) 2RBET D,

1.5.2 2 BAMERFED AR

2 BURERROIRE Y, AAERBERBSER L [RZRILICE-S S HERAD)
TARTA ] (LT, ERFLETA FT7A4Y) RUERERTWS, F#EERE LT,
REBIEREBRIE & RIC, AETERBCATTCOREHEFENTOND, BFREK
DEERELZ 2~3 v AL CH, BIELT2ME=Y br— A BER S NBRWEEIT,
BROMERTEROKSE(ITONS,

WERBZERIA FIATik, Iz ba—L0OEEE LT HbA ¢, EHEHBOLE, &
% 2 RMFED 3 DOIIZE HIT TWVDHA, R TH HbA clXMbE= » f e — VDR B E
EREEL L TMEBSIT LN TWS, HbA ciZ kA= b a— L OFHECix, [7RA)]
8.0%LA L. B[] 6.5~8.0%Kik., TR 5.8~6.5%KiH. Bl 5.8%FKMLBAEIIN. 6.5%
KD TR] Al be—LOBEREL SN TVD (E 1.5-1),

¥ 1.5-1 MMM > FOo—)LiEMN L FEE

a v b — VOFE & E O#H

3 ]
i & & —% TR ki
%ﬁw 5.8 5.8~6.5 Kl | 6.5~T.0RKW | 7.0~8.0 KK 8.0 L L
= 3
Iﬂﬁﬁ#ﬁﬂ.% 80~110 ﬂ%{% 110~130 ﬁe{% 130~160 ﬂ%{ﬁ 160 UL =
( mg/dL)
¥ (mg/dL)

VESBORE D MBS FTEABE L, BE OFREBICIE U EBIREROBIRBEBIEN > T
Wh, ZhboR0MmERTEILZ, O R VBT ER (E77 A FE, FT7V
VO UREAD, QA VRV UGIMRER (ANKR=NVRBE HBHRA R ) Ui
), RUOQAR%EMBERER FEHAA LRV U HMEERE, o-7 NV a v —PHEK)
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RBIEND, LHrLers, | BEOROMEERTE TR+ 2RDENELNT, mFE
ayhr—LOHEBEEL &5 THbA | 6.5%KiM ) ZEKT DI ENRERGENH 5,
PERBRZERTA T4 Tk, N EEOKR N MER TERERIZL > COXRF2oE= >k
D= ARRYEHERETE RN LB DS, ZOBE. BRF - EBREOREZIINY . B
CRLETHNE, FRBFORLIBOMBEETELEMT S22, AR ~0O8 0
Z. HOVERHFRICE > TIEXRBDREHFT 5.1 LRBELTVD

ZOXoiT, RiFembEay br— A RERT 01, LBIOE U TR ALER TR
0)1#)%%&75)??:}9“@\

1.5.3 BAROER
1.53.1 XEAFOFHMESICONT

SEEFETDHAF 7 MNRAE 1S ROR 303, ©47 Y %V U ERE (LT, AD-4833)
EA PRI VHEBEZEIRSE LIz, B2 7Y Z A MRAI CEBEORGE L
LT 15+ 500 mg K% 1% 30 + 500 mg DEAHITH 5,

AD-4833 I F TV IV VUV RERMTHY, BANZTEAE TH 5 PPAR (peroxisome
proliferator-activated receptor)-y IZfFRHVITHE S L TEDESEMHMERZTTEIE, (1R
U UM EAREBI4]T A 2 ik ERETHERZ R T 2 BBERBIRRETH D, Lt
X, AD-4833 ORHFITHBHT 7 M A®%E 15, R 30 TBIL. 1999 9 Az [ 2 U 3k
KERERFE (7L, RERE, ERFEEOARTHIRBENMELNTA VR Y VIER
MEREESNDIBEDHDVIIANE=LY LT EIBHRR+D2BEICRS) ) 5068 - 2
B L THEARERE LZ, TOH, 2002 £ 6 A [RERE, EHHEECMZT o-
INavF—PHREREZER] OBREEBMOAREZEE L, £/, 2008 4 12 A K T* 2009
F£3 FIzFNTH [REREE, EEBRECMATE ST HA FEIZER) RO TRERIE,
EBRIEICMA TR VRIKIZHER) 2308 - 2R & L CRERFARZRE L7,

—FH. A RKAVIVEBEIZIE T T A FETHY ., FligH» b0 7V a— 25 % k)
L. EEHAZBLE LEREBEB OV a—2FHE2RET S & & HICIEHMEE~D
TN a—2ABAEREMIE, AV RA) VORZHERD DS, IHIZ. BEICKITIEER
WIHEER LA L, ThODERICE » CIHERTIER 27T, X FARA I VERBEI
DRETIE 1961 i [ R ) VIHEREFERBERR (72720, SUBDPPRA+2256H
DVIIEMERSIC IV ERATEYRBEICRD) ] 25 - 2R & L TREARZIEL,
2009 £ 5 BICHHRE « I RO—FEEARLERE L TV 5,

ERBEGTII I EEORDMERE TERR CRGROEa hr—VZZERTE 2V
1 REHD 2 BIFERFBBREC. BRANIRFRME =Y bu— LR ERTE THlmEES L
TWDS S HICKREICMEEDS LR T2 2 REZHO 2 BIERKEENELET D, Z0OXD
BRBECH LTI B 2ERABF LA T 2R OMER TRICLIFARENLEL RS,

AD-4833 L A hRVI VIEBRIE OGFRRIEIL,. TNEFNOERBE»L 2 BIERBRE
DA VARV CEGIEE ZENICHETIEEMRIBRIETH Y . RFARIEOFIER W
TEMEIT, BEOEERRBRIZE WD TRIES LTV B [5][6][7]. KE K OERM OBERRFFS
D 2BFERFOIBRFTEHIET a2 P ART — M AV MIZBWTIR, ERHEEEN
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VST A RRIZEAHPMBRICBONTIE= Y ba—ABR+2GEIC, FTI)Y
VRERIPHERINAHARED—D L LTERHEIN TV B[8][9].

BB, bREIZBWTH, YENERE L 2 BERFBRELNRE L LEBENM_EER
HEEAER (CCT-100) 12XV, ROFREEICRBIT 2DHER NLEESHR S, 2008 F
12 A IZAZREEIMC IR 2 BERTAREBG L, BPETHERBLZREL TN EFT
VY VU HIT AD-4833 DA TH U | AROFARIBIIERFZET A R 74 LRIV TMEE
BEDNEPBEINTWAERE LTREHINL TS,

1532 FREAHFIOBKHER
BHERBTHIERFOBEKIL. RHCh-2mEay he—ARBKLEERD, LML
BRO, BRIFT —F 32—V AV MIRSORE/RRTIE. BEAERKFERSMAEE=
Fe—VOHBEEEE U THLET D HbA ¢ 6.5% KM &2 ER L72EE1X36.8%THY . +4
RMFE= Y Pr—ARTORTWRNI ERFEINTVA[10], ZOL 5 RET, BE
FORERFRIBRFEIIMZ THZRERFEEZ R THERNLEEN D —F T, BURDIFEIE
LYooy ha— LV E2FRRICT A HREBETOIMNERHDLLELOND,
IOFRD 1 2L LT, BREOREEFOMEXAHToNTEY, mWRFKETRIZ
LY RIFRMBEa br— AR ELND EBRESHTVWD[1] [12], F7=. REELCR
KEF OB BREETFOMR LICHFETDHZ L bHE I TWBH[13][14] [15] [16].
TDEHIREROL L, Y TIX AD-4833 L A bARN I VIEBBE OB EHIORAE LT -
Tro HHEAIOKBHEIL AD-4833 2% 11 BH 1[E], A MRV I HEERER 1 B 2~3 [E]
ERpoTVAN, AEEGFICKITA2HEE N1 A 1E] 752 & T, fFAREL LK
L TIRET A2HAOBER CEENBDTHEEHIC1 Bz ORERBM BB T 5,
IO END, REEANC L 2ERITEBA O RRIE & B LT 2 BRERREE OF)
EEZmMLET2Z & CREREFAMEL, BIFEIN2LERTEREZEKRBICEEI N,
EHiCbe s RiFhfEay b — VR IR D L E XD,
UEXY, DAEOERRBZIZEBNT, REAFISERBEIREO—D L LTHEATES
CEIIBRRNICEREZATOIODEER D,

1533 AESHICH1S AD-4833 & XA rARLS VIERBIEOSFRICONNT

AD-4833 OEGEAE - AR, €470 %Y U T1H1E15~30mg (45mg % L&
[RBL45) | ThHbd, AD-4833 BT HEMERE LTREXRESNLTWSR, Ak - A
BICEETAHEALEOEZRE LT M B 1E 30mg 55 45 mg IZHEE LB ICRENHEE
L7BINEL BHNTNAEDT, 45 mg [ZHETIBAICIE., BEORBICEET A L
EEINTRY, BEIABIZBTLTOAEITZL mg RU30mg THD,

—J7, A MRV R OGRS ARIITA MRV VR L LT 1 AR 500 mg
FOBRMEL, REAEL7S0mgl THDHZ ENOLEAARILS00mg THY , WHFET—4
N—ZZFSL A MRV VEBEOLF EERETCRBV TS, A AL VEREE
D1 BREEZEAFHETHS 500 mg OFEREEN KR bEI>TL, EHIT, A AL
VMBS RE SN 2 ERBSBE 2R E LEBEFEBIICRB TS, HFIERAE



15 BERIEFIERORERURAEDREE

DA RFNVIVERED 1 BRERIZ, EXAETH D 500 mg OEABEN R LE-
e o

YAk, AD-4833 OFLHEN 15 mg RUN30mg THDBZ &, i A MRV UEBRE O
EAHEBMNS500mg THY, WFERELLTHS00mg BEP-T-Z b, RESHIOEHE
L 1L TI15 mg/500 mg ZUN30 mg/500 mg RN L7,

1.54 FARDOER
1.541 ¥
1.54.1.1 BMBRUBRAE
RESFIORB R ORBRFIET, EREROCLEHRBROBEIE NS THERR OB
RORBRFEORE] (ER13ES A 1B EEFRE 68 5) ICESHTRE LT,

15412 REMER

A DOREMERRE REERBRIA KT (ER15FE6 A3 Bff ERFERE
0603001 5) RO [HEEROHEAOXREERBRTA KT 4] (ERIFES5H28H
ft EEE 422 5) ICESEEBLT,

723, 15+500 mg#E L [F—LF5 Th 2 KEBEABEANIRMLZEERRBEIC LY 36
H AROREEDPHERINTVELZ b, MERBRERZHAVWTSEIBET 2 mMEA &
KEBLAGBHAN O HLEBRBREZITV., TENRAGRERBREE (6 v A. TEMMBRM
fed) ) RO DREBEARMAORMRFRBEE G6 » A) ) ZFHEELE LTELT
Auwiz,

U EORERRBER»D, ARROANHM2EEMICEIR 1 FEME Lz ((REHRK
THEI 2010412 A)

1542 EPMEHRFEER

b MEYFHREMERBRICBN T, ENHRFRAOS L, s AERA 30 + 500 mg)
R ERFIZRT 2 M AD-4833 REMERER O A b ANV I VREMBREIL, RAED
HAIGEA (30 mg XU 500 mg) ®E5FERROWBE R LI, £z, REAFIRERL &
EEEIGF F 8 5.8 D AD-4833 RZE(LED AUC(0-72) % 1 Cmax W TNZ A AR IV RE(LE
@ AUC(0-48) R T Cmax IZBWT, BERAZEOTAMZEXME (BHEMAEE : 90%) (LUF.
90%CI) 1XRIZMEEAETH D In(0.80)~In(1.25)F VT L2 L TRV, EWENR%MHT
ZHERTX 7=,

F/-. ENEBEFRAOSHAERA (30+500 mg) FEERF L L, KAERA 15+
500 mg) ZRBREAIL L CHEEBEZHE LR, MEAOEMFHREELHER T
&7,

1543 BREOREEHR

KENCTEM Lz, AEAAFIER—LFTH2S MP E (15+850mg) KT 2RFOE

ZSABR (OPIMET-006 FREBR<Z% >) 2B\ T, AD-4833 RZE{L{ED AUC (AUC(0-tlge),



1.5 BRXIEROBERUREORERE

AUC(0-inf)] KR U Cmax OE/N_FEHEDOL (BIEHEERS EERKRE) (CLTF,
LS mean D) D 90%Cl 1L 80%~125% D&M TH ¥, AD-4833 [T 5 REFDOLEIT
BRNEEBZ BN, A MRV VURE(AED AUC (AUC(0-tlgc), AUC(0-inf)) @ LS mean
DD 90%CI X, 80%~125%D&HEAN TH - 7223, Cmax IZF\ T 65.4%~79.1%ThH Y |
BREF/NINHOD X MRV VIEBEICHTIREOEERAON, B, EEEE
izt 5 mERRREHROME R A &L I UREED AUC(0-tlge), AUC(0-inf) K&
O Cmax DB RITENEN 13%, 13%KP28%ThHh- T,

AEAFICEENDIHENRSD 55, AD-4833 [FTHH L RRICREOREEITIALNT,
A MFNV I VIEBEITEA L FRICBFORERALNTZ OO, ZOREIZ/NINWI L
2O EERENCRER W& B 2 Tz,

1.5.44 ERNEKREER
1.54.4.1 FMEHER

AD-4833 5 H D 2 RIFERFBE 25212, bAEICKIT D A MR I EEE O KRS
M- AETHS 1[H 250mg 1 A 2 BEftARKE ., KEARICHBITD A MRV IEEE
DR - AETHS 1[H 500mg 1 B 1 BFAROENEROCZE2EEZRET LT,

TbbH, AD-4833 | E5F D 2 BIFERKFEE 2RI, REELH L LT AD-4833 %
128EHFE L, TOHDOEEHIT AD-4833 IZMX TA bRV VIEERES 16 BRERE
Lya,,

FEFMEB L, BRE TR O HbA | c BB L L, 250 mg 2 BIFIZX 92 500 mg 1
EI#EDIELEERET Lz, £, BIRFFME B IXIRE S © HbA,c K OVEEREMEE L LT,

FEFHRIERICBW T, AR TREO HbA c ZLEIX 500 mg 1 [EIFET-0.43£0.522%,
250 mg 2 BIFET-045+0.632% Th o 72, FREHOREE X EHMEIX, 500 mg 1 EFT
-0.44% (-0.5150~-0.3627) . 250 mg 2 [EIF£ T-0.44% (-0.5201~-0.3667) Tholz, HE5Hf
2 LS means (95%CI) 1% 0.00% (-0.1036~0.1126) T&H Y, 1B 500mg1 A 1 BHE
® 118 250mg 1 B 2 BEHE T EHELERRIES NI,

ZEMEICBWTIT BRBICE T 2FEFRORBBHEIL, 500 mg 1 BIFE 54.3% (113/208
Bi) . 250 mg 2 [EI# 52.2% (107/205 f) THY ., BEHBICEEREXA ORI -T2

(p=0.6938) . £72, WTIhOBEREL bREABERLESETELRVWAEERORBEMEEIC
BWTH, 500mg 1 [BERE 6.7% (14/208 1) . 250 mg 2 EIFE 6.8% (14/205 #1) THv, &
EHBICHEERZIZA LN oz (p=1.0000) , ZDZ &b, 1[E500mg1 B 1 B
BTRERICBOWTHREENMELRDbN D Z xR E X b, KEAFICEBT 5 E2EMK
EEWEEZ LT,
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1545 PETH VDEXIIIHR. AZRUVRAR
i B K O PR RBR AR 12 & 0 ARF OF B, ém%’ AT EnD, £1.521C
RTREIIMR, ABEAVCHE CERLRERTARBBFLZITO> L L,

® 152 HEXTIHR. BERUAR

AR7E4 AZ 7 NERAEE 15 R TUE 30
HREEX 5 EEAEES (2) FEEBEREGH
) . . 2 BFE R
BWINE (BEEXIZZR) EEL, EAZU SV UEBERUA MRS UEBEOSRICL B
TREMNEL] &R SN DEEICRS,
. . WE, BRACIZ 1B 1 ATV F /A MRV UEERIEL LT
ERUH & 15 mg/500 mg Xit 30 mg/500 mg)ZEARBICEORET S,

1.54.6 BERAMFORE
EARRBOEMICEL D, MITBIEA ERMLEREBROIE SRR (EXR
#rmnRmpseaas  TNESE 5 2 2] =] A PR T mET -2 0
Y= OWTUTOME &/,

LFEROBEEAEE A, 2 MERRBE LG L LI2ENH _EEHRLERAER (CCT-100)
kY., TEANOHRBIEICRIT2EIMERVRLEPHR I, YHEARLBETHS
727 b A%E 15, F30I2BIL, 2007 £ 1 A 18 BAHZTA ML 2 IEERIE & O OFRRE
IZHBT DB R S LSRR FEAR EERE —HEEARBEF 21TV, 2008 £ 12 AITAR
FRE L, Sbic, AEAFIOBEBICHTIZY ., BEF & BAIGAICRIT AW FEHR%
PERBREHE (CPH-003) ., BEEANCE T 2 RFOFERBR (OPIMET-006) (21, A bR
NV B D 1E 500 mg | BEIFEE & 18250 mg 1 B 2 BEREZLHET 5L MR
B (CCT-001) ZZFEhi L7z, ABELSANCEET 5K ORERZRR 1.5-3 1T L7,
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* 153 FESHORROER

Sy s
HH
(EBHX )
R LR
AR URRTE
& MR
TRERTH
BELAAI & B EHIO

N EFRIRSMERER
(FAE) (CPH-003)
A MRV EREEORE T
HBEBET2HELEHERR
(CCT-001)
AD4833 & A MRV EEE
BoRRBR—-FIE_ES
1RHES R — (CCT100)
(GFAE)
R

KE (B%E)
EREaFICET 5

BFOREHRR
(OPIMET-006)

155 FHOBHBRUVUFRAY
1551 RRIT4v bk

(1) XEEFO 1B 1EEB5T, tAKELRAEEOLEIL FO—LAFTED

AD-4833 5.5 0 2 BUERFGBE £ R BRI, A FAL T MR 250 mg 1 B 2 EOHER
&, 500mgl B 1EIGFA L7ZBROBEZMEZ IELHERBRIC TRET L 2R, FEFMERC
HD NREYETEFD HbA c k&) 2B L, 500mg1 B 1[EHRED 250mg 1 B 2 [E&RE
X3 B IELHERRIES N7z, BIRFHEE B Th 1AM O HbA o TIXFGBERICZIT A
AT, ZERERFIMEE CIXIBEY S BRICBWTERALNEZ DD, ZOEFRERLO
TidZe<, 16 BE CIIBREHMICERZDNRr o7z, ThODRERNL, A ALV
HERE 1B 500mg 1 H 1[EKREE 1[E250mg 1 B 2 BRECR T 2EDMEIFARETH
HZEMREINT,

F7, b MEYFERORESEERRICBWTARESAI O HERA (30/500 mg) #5FL,
FHEOBEFIFAZRER (30mg XU 500 mg) DAEMFENRIEEIIHEIE I TEY, &
BERA L IRAERA (15/500 mg) OBEHEEBZ LB LEFERICEWTH, mBFHOEYF
HREEBHERIILTND,

Dbnt, REAHIO 1B 1 EREICL > THARELFAREOMED Y ho— L3 H
RTELHI LB REINT,
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(2) FIEKZES. REETFZRALEESD

AD-4833 OARAEIEZ MM B 1E] THEN, A PRI EEEEIX N1 A 2~3E] T
Ho, FEHDO 1 BH7zY OREBEIELER > TV D, AD-4833 & A MA/L I VERRED
BHANZ X A2 HFABEAGREZREL TV AN, AD-4833 L A MFRAIVEREOCEARE
EEBTHAEEHF (15/500 mg K1 30/500 mg) X, BEOREMEZED T, REETE
MEEEZ-DOFEL LT, TOLEE (=—X) BENEEZD,

BEMICE, AEAFOREIZ M B 1E) ThH., SRANCKDHRKRE S TR
W AWAN ORI IR L, TEREBEEIEDTHEEHIC1 BHi2 ORERE G
YT B D, 2RBERFEREORNEENA LTS EEZLND,

Fho 2 BWERBAREOMBE DY b — /LB CTHEEEORIEBEFIIEE TH 5 H[11]
[12]. 2BIBFA £ 0 b BRI R OB AFI ORBEBEFENEG W2 & BHE S TWDH[13][14]

EHiz, 1 BHEY OREEEOBD PRIEFORN LICEETLZ L bHRESITY
5151, ABAHFNT, 2 BERFBEREORIE®RRM LOL LG, TTAR1IE] &$52&T
ARIEESEA M E L, BN MR TIERZRRRICHEET D L &b, REICDIZD
BiffemPEay o — ANHEREICR D EZ B,

(3) bHABEICHITS 2 HERFEBREL LTRYVDESKTHS

WA, WS CIRAETE R IBRERE P OICESRIORE N BRAIT DA TEY . RilLE
IR E IS MR O 47 O THERFRERICB VT L EROEAFPERRE THEA SN
TW5%, Yz T, AD-4833 & X hik/L 2 VIEEE OB A2 K E &K ORI TBEIZ
ARSI, BERASCHEAIN TV 2ICHEL T, DA ETILE A MENREOR AL
FEIE L TWRW,

AEAFIT, OREICET S 2 BIERFEEEL L TERANORGH THY . BERIAEIZ
BWTHEERBEO—2¢ LTHEATES L LRBERNICEREZETHILDLEE XD,

1552 F&o

AD-4833 H5.F D 2 BIFERFBEZRIZ, A ANV HEEEE 1 E 250mg 1 H 2 [E
BEREEE . 1[E S00mg 1 B 1 BEIfFAREOFNER OVZ R % LBHRET Lo R, AR
FRETHY, FLEZLE2HICBVWTHLATEROEBEBERPZORNFICEIIRS, 1 H
500mg 1 B 1 EHREDIEMEIENEZ I ONT,

AD-4833 % T1 B 1[@] , A FARAI VIEEEEZ 11 A 2~3 Bl RETDHARIEL
LT, RESFNX T1 B 1) OREELZRY, 2 BERRFBEOREE M LT D5 X
bbb, X, REFEHEORERFHOBAIC LY | REFEFMR A LT D & TRIFR
M= e — L R3#ETE B, BRICHES T2 BIERFABFICHTHEREL LTERS
NTW5 AD-4833 & A MV I VIEBREOEAAIZ . OAEOERBFICE VT HIARE
FEO—2 L LTHATES Z LIZBEMICEREATDOIHLDLEERD,
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ACTOPLUS MET®
(€427 Y 7Y R+ A hA S VIERRE) &

BOXED WARNING : 9 - M LARE

- ACTOPLUS MET Z# & &eF 7V ) VoA U RERNI, BEICLY 5 oML RE %3
ENIELLIEZ2Z 03D (WE. €47V FY UEBIEOE M), ACTOPLUS
MET O#%E5BtE#% . UIEERIITLAREOEER VERIZOWTEREZEEELE
BIHZ L (BED, 2B/EERN, WREZERD, UIEREELZET), b
FEIERNDREBR LG0T, B OEENREIC L > TLARLEEHRTLZ L, S0
IZ. ACTOPLUS MET O#%EH ERHEZZERTHZ L,

+ ACTOPLUS MET DJEFEME LA LBE~OBRETHELE I 72\, NYHA LHEE 3R 11
XTIV LW s O REDBEIZ ACTOPLUS MET #5753 Z L3R TH 5,
(REEUES, ©3F7) Y UV HEBREOE ZR)

#RE - R

ACTOPLUS MET (Y2 7'V # V' R+ A MV S U HEERHE) SEIX. 2BUBERZB D
BHICAVWONA2EHEOR D MG TEE AV U Z Y UIEBE L A MR U HERRE
EFERELTWS, PFZUEY LA NRAIVOHERIZ. X FEAI U THSIER
ENRVBEIFERRBE 2R E LZBERRBRICESWTT TIRARINLTWS, ©4 7
V&I URIIA MFENAI K DBEBENEROGEIMER L EMEIZET L I 62 51FHIC
DNTHE, FEFONFIERESRBEINTZ,

A7 FY UEBEIIROERFREETHY . R R Y VEFERBD XS
ZEIZEVIERT A, AT Z Y U2 BIERBICER SIS,

HHEBRNO, ATV &Y IR KE OO A R VEREEREL, 0,
FCOWEFAELEET LI ENTENTNWS, BF 7V Z IR A VAT V%
HEEH—FT, MFEa e LERET S,

Pioglitazone [( = )-5-[[4-[2-(5-ethyl-2-pyridinyl)ethoxy]phenyl}methyl]-2,4-] thiazolidinedione
monohydrochloride 1%, AAF= VT LVTAE|, ©7 75 A FREH, Xda-Fray—E
FEAI L TR DLEHm 7 T AR L. KBERARRLRS, SFi3REFhLz 1 EAL, Z
DILEBIT X IETH D, ATV FY O 2O FA~—IX in vivo TIZHFH
THEERT 5, HENIIROEY THD,

S
CHy Z N >
| . HC1
H
'\\ % 8

| R DUV 1. 3:
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CA Y FY UEEBREIT, 5 FE CroHypN,05S HCL, HF & 392.90 DERD B & FE M
IR T, NN-DAF RNV ALT 2 FIZETRT, BARTY ) —IRoRBTOT. Tk
FoROTE b= MY D TETIZL L, KIZIEEAEBTT, =—F WIZEET R0,

A NERVI CHEERE (NN -dimethylimidodicarbonimidic diamide hydrochloride) . fth.od> 2
7 AORE O MPERE TERILEOIC L ERBEZAICOEE L TR, A MRV I UHERRRIT,
53 F 2 CH NsHCL, 5378 165.62 D ABDOFEREMEM R TH 5, A MBI ERREIIKIC
WFRed, 7Ty, 2—F ARG e afRLAZiiE s A ERIT R, A bEALI v
D pKaid 124 TH D, A MR I EERIE 1%/KEEIKE D pH 13 6.68 Th 5,
HERIIKROEY TH 5,

A bRV S VIERRIE

ACTOPLUS MET{Z# Q5 A DR & L TR SN, 15mgn 47 ) & VIEEEE
(HEEE LT &£500mgD A MRV EERE (15 mg/500 mg) XIX15mgD A7 Y &
VUt (HEE LT) &850mgd A ML HEEEE (15 mg/850mg) BEA L. M
ToRMHTRAILENTWS : BE RLUSP, fEdE/L 2 —ANF, Z7RAB VA a—
A+ RUDLNF, R77 Y VB R T ANF, B 71 AT —22910USP, RY =F L
7Y @—/L8000 NF, _E&{LF &% L USPK T4 /7 USP,

FEhIE

{E R
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ACTOPLUS MET (X, {ER#FORZ 2 2BEOMBERETIE (F7TY IV oFr&or
FTV RS UEBEL ST A RROX MR VIEE) OAFITHY ., 2 BIFERFA
BB rmEay bu— L ERETSH, FTVI DU REANTEE LTREO S
Na—ZAFREEMSELZ LI VERTAA VR VESERSEETHY, —HES
T A FREFNIEE LTHBICBI2WNAEAME I NV a —REAZBOIEDLZ EITKVE
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BT Y & PR

A 7Y E U OERBFIEA VAT COFEICERET D, BTV Y UEEREED
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FTN B NTA R Y UAIMRERI TRV, BT 2 VA F VY — L
EMELZAE Yy (PPARY) (ZXHT 2O TRERREOBWZEFERT I=X FThH b, PPAR
L 7% — IR, BB RO L 5724 AU U OERICE o TEEZRMARIC
bbb, PPARy ERNZEEOFEEILIZEY, ZVva—2AROIEHORE = bua—iZ
BET 20 2OhD0A R VEEEBEFOESNHAEATG NS,
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FERFEMDET NICB W T AT Y F VU3, 2 BIBERBFO L 5 72 VR Y VIBHUIREED
B CThrEmpE,. &R VIE, KOE M) 708 FIVEZETEE5, B4
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T A7, NEMEA VR ) VERLSEHET A TIRROF SNV a— X2 ET IER20,

B Y NG -7 -

A MRV HEERRI, 2 BUBEIRIR BB E OMFERE 2 i0E L. EfRORZE SO Mg v
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TN a—ZAENEFET S, KEZBTAI AV a— 2B ALRERBLENERIZ LI
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TEBR, A RNBAI RETIE, AV ARD UGUWIEEL LS, EEITITZEER A
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EHREE VEDRM

BB UNAFTRAZEY T 41 :

ACTOPLUS MET

ACTOPLUS MET 15 mg/500 mg & U} 15 mg/850 mg DAEMZHIEEHRBRIZE T, AAHIE
BIfGEHOEA TV Z ) U ROA MLV VERSOMFREMBRTERE (AUC) RUE
B EE (Cpe) EWVTILE, 72 F2®15mg $E & Glucophage® (Z#LFH 500 mg Xid
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(#1),
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BHE L L HIZACTOPLUS MET 15 mg/850 mgZ ¢ 5- L7284, v 47V ¥V v OLBE
BIZELITEC otz A AR AT TR AUCIZEBITER O b2 dr o 1208,
FHEEMETEEIIREL L LIRS LB A28%ET Lz, A BB LR TR
B L72BA, s & bickEMETRESERROEBENRD bhviz (47 )5
V1R RN A RV 0.8 . ZhuD DRI, BRRMICEE L IZBbhu,
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HIZHERE LEZEE. A MRV IV ORRABEDS L, bTFMGBET 5, FEEOHEHR
RIS LGRS LT, YRS LT REDON 40%DET, migEHiRER
AR TERE (AUC) @ 25%DIET, RUm M RERERRM O 35 5 DBIENRBD 5
Nz, TNHDETOBRKHERIITHATHS,

Kt
B2 &R
HEREZEOE AT ) Z Y ORNTOFEESHAER (VAF) 1EEHZY 0.63£0.41
(FE¥£SD) Lkg TH5D, b MUEFTEA ) XY 3RS (599%) NER (EITMm
BTNATIV) AT D, 4705V 3B ftEWS, thomiEERICLERT
%o RO ML R OM-IV b KE S (598%) BMLET VT I ICHEET 5,

A P 3 o H

A NV 850 mgHEIRR AR EZRDRNTOSMER (V/F) 1%, 3654358 LTH
ST A RN UFIERFERIIXTEA LS L, A PRI VO—EIL, BZDH
< BERICHE- T, RILERTICRITT 5, BEOHBEAEROEREFIET, A MFAALI oM
HERERE 324~ 48RRI LIPICE R IREBICBIE L, 75, THT@E<l pgmLTH D, Lk
HRERABRICBWNT, A MV OERMEREIZ, RRARTHS pg/mLE2 B2 275

277,

M. SR UHEH -
B2 & IR

AT Y F VI LR ORI Lo TRgICRE S, R bLE NI Vo m
VR SUIRRER & AR ETR T B, B M-IL R OM-IV(E A7 U &V v OKERLFEER)
BROMIL (€27 Y XY 0~ UFFER) 12 BIERBEMET NV CEEFEREL
T, AT U ZY MM T, M EO M-IV iIKEHRE# O MiiEFRICHIT 2 EER
WHEEME CH D, BEART VT 4T RO 2 BIERBREOMFICEIT HEFIRET
X 7 F U IREEILERRE D 30~50%% . 72,8 AUC D 20~25%% HH 5,

Invitro DT =26, BEDO CYP 7TA VYA LREAFTV & ORBHICES T L
BDRENTNE, TNOHDF R Z7abPAS0T AV FALELTCYP2C8 KDY, ZHLVE
FEDDIRNH CYP3A4 23 0 . F - EICFHBINRICTEET S CYPIAL 72 EfEA DT A
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VA ABAMENCARBEICEE LTV, B4 20 Z Y 0L P450 OFRERI R OEYE & Off
BIZ X% invivo BRBRMMTON - (ERALOBEE. HEER, B4 7V &Y VHEBEDE S
R, B2 7Y F YV IBRBEORT 68-t FuXxianFy —i/anF — )V HOREIED)
b, EF 7N Z YV 13 CYP3A4 BEFEDIROVBEERF TRV ERREN TN S,
BO®E®EAFTY 2 U EREBOR 15~30%B3RFICEIIR S5,

BN OOEAZ ) F Y v oHIIBD THOBTH Y, FITRBIEOEFNLOREE
ELTHEN D, BOBRESEEBEORTE ST, REMEIIRH & LU THEA Il S,
ZLTCERICHEHENS LERIND,

AU EYS U ROBEA T 2V OEHMEPEERIZ, & 3~7 REEDT 16~24
B THD, EF7VESVORNMNIOZ VT A, CLFIX5~7Lhr EHEIND,

BV AN 7. ;) -

EFEANEXSE U #RANERRSHRBRICE D A BV VIEREBEOE ERFITHE
HEh, FFETORE (B FCREIZRD bR TWRWy) SIS Z T 202 & 2837R
ENTVWABRBIZITIVRIZIVTF=U I VT TV ADRBSETHY, ZDOZ L XD,
RAE WA A RFNLI L OXE-2MBRE THD I EXRBINS, BROBER, RIS
VT2 BERN DHI0% 3 24P I AP B IR B IC L W 1k U, A P i S 813506 205/ C
HD, MFPOHERLBEIIN.FMTH Y, RMEKEEL S AL /7N—F A M THDHA
BEMEMRIR I D,

HREE
BEH#ETZ .

B Y 5 R

A7) F . ML, BN M-IV ORI, PEE (ZLv7F=7)
7 Z % 30~60 mL/min) MHEE (J VL7 F=27 V)T 7 A<30mL/min) OEEERE
WZBWT, EFA &L TEIIA LN T,

A P T R -

BHEETARE (VL7 F=r 2075 RICESL) Tk, 2vT7F=2075
ADETICHAILTA MAEAIOMFEFRROMF BB ER L, B2 V7 7 2K
T35 BERRUEES, X riA 3 Mm% 2R, GLUCOPHAGE®L 5154, JXREE,
EYBHBROELSH), A PRIV ITBEREREREE CIIERTH 572D, ACTOPLUS
MET $ ZH 6 DERE TIIERTH 5,

FsREFR2 :

G2 S A

TR ARTER & el LT, fFiREfE =8 (Child-Pugh 7'V — F B/C) TR A7V &V U R
TILEROKRE A7) 7Y L OELBZEBEI 45%ET LTWaB 0, ¥ AUC DEIZE
EAERA N2 o7,

BEICEBHITREOBRFIAR S 254, IME N7 27 I +—F (ALT) BIER
B ERRD 2.5 2% B2 58413 ACTOPLUS MET IZ X 218 xBB LRV L (R EoRE
B —BRPHEE .37V UEREDOE 2R),
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FEIX2V, BEFICHE LT AUC OfERLFMIEL.. £, KRBT OT NI

EELTWS, ZhOOERIIERMICEROSH D H D TITRY,

B VNG -7 -

REEHE LR E Lz A MRV v ORY BB BSHRABRICBITARLNTZT —&
Ly, BEEEELEBRLT, 87V 77 RTET L, ¥HREITEERE U, Co./IHEm
THZENTRBRENDE, TNHDOT—FZ L0 IEIZ L2 A MR I OEYEEBOE(IZ
F e LTBHREOELIZE2bDEEbiLs (GLUCOPHAGEPAL 164, AR, 455k
B, BEO®E Z2HR)

IJVTF=r I VT AQRIEICLELE > TEESRENMET L TWenZ EREH I T
DEAERRE, 80 B EDBEEIZ ACTOPLUS MET O 5B LARWWZ & (BE, X A
F T R R - BEOE 2. GLUCOPHAGE®™LGH#H b M),

NR
B & R
NRIZRIT 2 ERET — Z 13/ 5 TV,

B VN 7.

2] & L EWEDIER BN RF/NREBE (12~165%) LMWR| - KEZ~ vy F SE- @&
A (20~45m%) &, A FARAI 500 mghEz RE L & HICHBIROKRE LIz &, A
kAN R 2 DT IEEIC a2 CAUCIZ BT B BE B D ZEIIS%RIE TH - 72,

31
B2 5 e
BEMEBREOCAAR=ALTLTH, XA FAAVI U XIA R U EOBFRIZBWT, ©
70 E B mbE Ry b e ESE Lz, ZTHEIZB W TEBC & AUCHE20
~60%HEIN L7z, HEEERRBRICENT, ~E/BE VA, (AIC) DX—X T A AMEND
DETIE, — R EMIZBWTERL Y b RE o7z (AICOEDEHEIL0.5%) , MFE
av har—AEERTHOOEKIIREELICELETITO D, HEOHTREESL
FET D Z LR LY,

X PR T IR

A MBI L OEYBHRE T A —Z B LT, MR L - THIT LZBE (BHE196], &
tE1661) | EFHA L2AMERFBER TARZEIRD DN oo, RIS, 2B RFEBE
XL Uiz Bt BEERRBRIZBW T A PRV I O mBERTERIZBE LB CRE TH

277,

Bk :
B & 2 MR
FEx ORIREECRIT A EMBIET — Z 13720,

BV NG 7.

NERD A MBI v DEBBENRE/RT A —Z ([CHET 2RBBRIZEMR ST, 2 BIER
FRREZ MR E LB REERRBRICBNT, AA Q96), BA (514]) RO AN
=7 40) 1TBTHA LI OMERTERIIEZTH-o T,
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EMHEEER :

A HY Y (45mg) ZTARBERICA MLy (1000mg) ATV EY %
BERAERRE LZEZA, A MRV VEEEEORMERRICEIIRD Db o7,
ACTOPLUS MET & fth D 3EF| & D IEMmENERIMB A/ER ZREtTT 2R BRIIEH S TH 2
B, BZTVEZSURERA FELIDOELIZELTUIZO L RBEAERI N TV,

B Y S I
BEANRT VT A TERBIZLUTORK AT Y #'45mg 1 B 1 BOH K EHR
BTz, UTICHREEFIET S !

BOBHEHE : €AY &V @5mg 1 B 1E) ROBOBHEE (JATFL Frr 1 mg
+TF AT RANT VA=V 0035mg 1B 1ED) %21 AMGFARE LICER, =F =1
T A NT VA —ND AUC (0-24h) KON Coay iXFNEI 1% KR 11~14%D Lz, /v
TF 2 R ® AUC (0-24h) BRR Coox (CITBAEBRENIIZ DRI 2Tz, =F =)= X |
T VA —NOEGBEROEEIRENZ LD, FEROBERNLERIITHATH D,

SEVTL EFTVEY RIS BERE LR, 34V TFLAvr YT 7.5mg R EERS
L72fER, I YT LD Crp KTV AUC 23 26%{E T L7z,

=7 PEVREEE: AV 2V T ARBRED S H 4 BET=7 = VB 30mg IRIEEE
(1B 1E) ZEERABLICERS LR, /N R FEHE Q0% EHEER) ==Y
E U RELARD Chax T 0.83 (0.73~0.95) KN AUC T 0.88 (0.80~0.96) THoTz, =7 =
DU OEPERBROLEEIIRENI EnD, AREROBRMERIITATHS,

Fhary—n . eF70E %7 AR, 200 mg O b=y —A (1B 2E) LG
BELI-RR, B/ ZREHE (0%EHEKE) 2470 %V REIED Chx T 1.14
(1.06~1.23), AUC T 1.34 (126~1.41), Cpumin T 1.87 (1.71~2.04) Th o=,

T hNINRRAEF U AN L  EF 7 D&% 7 B, 80mg DT MANSREF IV
7. (LIPITOR®) 1 A 1[E & fFRHE LR, R/ R THE 0% EEXME) vty
U & REACED Cray T 0.69 (0.57~0.85), AUC T 0.76 (0.65~0.88), KT Cpin T 0.96
(0.87~1.05) ThHotr, 7 MNRRFFUREEOR/N_REHE (90%EHXH) 1%
Coax T 0.77 (0.66~0.90). AUC T 0.86 (0.78~0.94), KX Cpin T 0.92 (0.82~1.02) Th»
12,

F b P450 : “EREOER. EMHEER, ©47 ) %V VEREOE “23HR

FhT747aN: Fh7 7P (600mg, 1 A 2E, ROKS) %2 BHE#HRELE
10 % DREERAIL, B2 ) 2V 30mg, BAHKE) & CYP2C8FAEFERTHD T L7 «
7uYN (600mg, 1 A 2 B, BROKE) 20ARE LIZER, ©A 7V F YV ORER
(AUCqou) 1ZF LT 4 7N EBELRWVEED 226% Tho7- EREOEER. X9
MEER. ©47) 2 U EBE0E 28 |,

V778 VT77 08y (600mg . 1 B 1A, BO#%E) %5 BERIHRS L7 1040
fEERAIL, B4 7Y 7 B0mg, BOE) L CYP2C8 FEAITHD U 77 B (600
mg . 1B 1E, BOKE) Z0HAKELEER. ©47 0 FY 00 AUC I 54%Bd L7z
(EREDEE. XWHREER., U427V 7Y JEMRENE BR) %
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ZFOMOEDHEEERARICBWNWC A7V IS 37 2% 720 TV ED R,
VIAFL L INT VU BRI =F O XIIT AT 4V ORI E B R EE Y R
FEX o iz,

A P S AR
EREOER. HEEA, A PRI VERBEOEZSR,

ENER VKRR

B2 & M

BRRBRNS, 37V IR VR ) VEFEREDOAL R ) VRS R NET S
TEWRENTE, ATV EZ A R COMBSEMERER, A R Y URTES V2
— RAAEREE, FROA R Y VEZEOHRE, RUTNVa— AR AL R T U AKREREE
BFWET D, 2RERFEZEICBOTE, B2 7Y 2V ko TS v R ) VERFENED
L, M7 na—RE, miEFA 2D VRE, RKAICENMETT 5, A—7F 7
NOEERBROBRIZES L AT Y F Y AL B IV a—RETHREDRL ED 1
ERERTH LI THD, HBEERRARICEVTIE, 327V F2 V0 A RRAI O
X, mpF= s ba—micxt L CHMBSREEZ R L,

TI7ERERMBE LA 7Y Z Y UBMIBRICET A BRAR T, FEERFEEN
EENTs, &, ATV UTIHRLEBETIE, 77 RBEICHLT, EH b
V7 UtY) MEOETREORES HDL 2 VAT a— W EO LERL LA, ¥ LDL o
VAT —/VEER I VAT o — VEIZIZ—B LEZ @B oienolz, 16 BEENY
24 BREIOCFT TV F e A REALIVOHREERBRTHRBEONNY — L ORBRPH G
ni, -

17354 § :

ACTOPLUS METIZ B9 2 BEARAIMERBRIIE I T2, LrL, Ex DRSS DFE
Bhite L M T CICHEY AN TEY Hx ORSEHFRBRS U5a 08 & etz
DOV OBERRBR CIEli S h T\ 3,

INODEFRBABRIZED, A MARAIUEETIY b —ABR+45 2B RIFERAEI
BIFHECFTVEY o OEREDREPELIN TS, ACTOPLUSMETE, B4 7V ¥/
VERE A MR VEDOHRRE L OAYMFERNRENEIL. WTHOEEDACTOPLUS MET
WEBLTHIERA SN TS (RBEE, EVERBEUCEDRBROE 28R) |

ARRNVIVIER T PR— AR RTRBEENRL L7 ) &V L Bhks
(2B % ERRFARR

2BIBERIBBEE NGB L LI 20T & MuBSHBEBREEK L, €47V F b

ANFNVIVEHRALEGEOREMEEIEZTFM LT, MRBREL, A MFAALI VD
MBS X o mERE TR OfFRRE ChEa ho— VR R+ohBEENRE L
Too FBRBIGHETICHMO T N TORERKIGEEZHIE LTz, 1 DBORBRITIB W TIL, 328
DEEL, BATOA FFEAVIVAFICMZT, A7V 2 30mg Xix77ER%E 10 1
B 16 BRI ESTHRCEI Y 1372, 2 DBORBRICBW T, 827 fIoBRFEL, HITDA
MRV VFIZIMAT, 37V F Y 30mg ik 45mg &, 1 B 1@ 24 BEHETS
BEZEI Y T 72,

IDHDOEBRTIZ, A MBFAINBRIZEA TV FY 0 30mg 1HIEZEBMTHZ L2k D,
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A MBI VEBOGE L EBRLT, 16BRFR T, FHAICOFERET (0.83%) KU
YFPGOAERIET (37.7mg/dL) MR D LNz, 228 ORBRTIL, 248FFR TD30 mgh
V45 mge OFRIZEBIT BX—2 T A4 b O OFEEHEIX, AICTENEN0.80%K
1.01% Th o7z, FPGDN—R T A Vinb DR DOEEJEIL, £NE138.2 mg/dLK U'50.7
mg/dLCdh o7, AICKUFPGD Z DIFRETICESE (R2) . A MBIV T X
SURBMTAZEIZED A MNFAVICORARICOIOLTIET Y b — A RFEICK
E2Ihiz,

#22. 1GERRURGAR A7 Y 7V U EBRIE+ 2 bRV VIEREGFARRICE T 5

INFGRA—H
NFRA—F 77K vA 7Y &30 mg
+ A RHENI + A FFENVI YV
16:8 BB
A1C (%) N=153 N=161
R—2 5 A EYE 9.77 9.92
16 BREDR— 2 F A H & DEHEAL, 0.19 0.64""
TIER+RAREALI L EDELDE -0.83
VARV F—R (%) (a) 21.6 54.0
FPG (mg/dL) N=157 N=165
N—2F A VEHE 259.9 254.4
16IFDR—R 5 A b DEH AL, 5.2 42877
IR R+RA IRV EDEDE -37.7
VARV E—R (%) (b) 23.6 59.4
NFGRA—F vF 7Y F S 30mg ©F TV FZY 45 mg
+ ARFENAIV + A PFENVI YV
2438
A1C (%) N=400 N=398
R— 254 VEBE 9.88 9.81
2ABREDR— R T A LS DEHZL, -0.80" -1.01"
VARV E—R (%) (a) 55.8 63.3
FPG (mg/dL) N=398 N=399
NR—2F A VEHIE 232.5 232.1
20 BEEDR— R 5 A b DOEHEEL, 382 -50.77%
VARV F—R (%) (b) 52.3 63.7

FR—ZA T A NG DOEEBERE, p0.050,

T 778FR+AMFAVI U EOFRRE, p<0.050,

I 47U % 0 30mg & OBBERE, p0.050,

(@) AIC<6.1%XIT AIC DR—AT A b D 0.6%EL L DIET Z3ER Lz B,
(b) FPG @ 30 mg/dL LA EDIET %35k L7 B4,
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ZhEE - ZHRBRUHEIE

ACTOPLUS MET i3, BRE-EEWRIEOHBFEEE LTI TIIEA 7Y F Y & X MRV
JVDOPRBEEIToOTCWA 2 BIBERFAE. A MR VEMTIERB S HOICER
ENTVV 2 BUERIBARE . UININIe 7 ) Z Y VB THEN S - - 25hBO
oy hu— BN EE o7z 2 BIERFBEICR T 20D ho— A BERESI N
Do

2 BIFERIROERIZIL, REREE, VERBSIIEE, RUOESHLE0LIZ L, ThbD
Bk Arid 2 BURESRS OIS TR EMIBROVDRZMFTLIDICLEETH
50

=

NYHA ODHEESE I UL IV &2 E N2 0AR20BEIC ACTOPLUS MET # #5495
TEIIBETHE (BE W),

Mz T, TEROBAFICTACTOPLUS MET2 #5423 = L IZBETH 5,

1 BRBXIIBHMEREE (B B2 VT F=E>1.5mg/dL [BH] | > 1.4 mg/dL
[ZiE] X7 Vv7F=v I VT 5V ARFICLOREINDHD) OHHEBHE,
O Li-REER, DOEER (3 v y) | AEUHEEROBULE. EORRIZ
HERTHEESGHD BE. X PFAIEBEOREROER EOEE, —ROE
B AP TGgREnoE R

2 ATV EY L A MNERALI L XIZACTOPLUS METOM O W T IO ERZIZRTT 5
BEIEOCBERER O H 5 BE,

3 BERMEES R TV K=V REED,. ANUIBEOREET V F— X (BEDH
DR ObLEBRE, FERFMES 8TV R—=V R EA VAU U THRETRE
TH 5D,

I— FEEFOERICLVBBECARTINREZZZ RS D20, 2— NEEAI O ME

N 5% 4+ 5 BB E L =) 5 B#E Tid. ACTOPLUS METO#5 % —Brpicfik+5 =
¢ (EALOEE., —BHEE . X ;PRI EBEDE BR)
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| 1)

X RN S EAE

LM77 E—2R : BLEB7 S F—S RILACTOPLUS MET (EF45 1) 2 UiEMIE+ A FRL
SUNRIE) RTAMDITA FPRLEVOBFRICKYRETHTAREDHD. ENTREH
SNERGAMESHETHD, RELE-BE. BREEIHNTHS, ABF7IF—X
[IMRBLEEME OFRBEBRFHREICHE->-TECIPELHY . FRLGHEREATR
VEBRXLENHIBEICEIKITEZSTREENH D, BT F—I XK, OPEBE
DOLR O 5mol/L) , MAPHDET. F=F X+ v JOLRZH5SRBRRERVL
B/ELNEVBHEOLREZHEET D, A FRILEONABT S F—ORAOREICKFRN
HHEEShZBAIE. —BIC, MDA FRILS VRERS pe/mMLEBZI TS,

ARSI VEBERSBETHESATVWIABT Y F—A0ORERIIRHTEWN
(#90. 03517100058 & - £, BRIEM(3#50. 01545710008 - &) . ERERIARRIC &1+ 520, 000
BE -FZHADAMRLEIVORBICENT, LB7 Y F—SR0HEE ST, #
HEENTVIEMTEEL L THALCRMERE (NEERES ERERETOmMALELE)
DHIMRBBETRELE=-LDOTHY ., B OBRE. S-RE/FHICHET SMBOREEL
HY. WBOEKZEZHAL TV, RRICLFEHEET LS5 - 0T LEE. HICE
HRBRVEBXNED R INRHIFRELAXIDND S ~-MEDTLEBEETIE. HBRT7
YR=YRADY RO BE, BT F—SRADY RV IE, RiSEEEOEERUVEED
FEMITHE->THEMT D, LENST, A FRLS UBREEETIR. BN RHRIEDEME
PACRLECOBNEYRROERIZIVEAB7Z O F—S ROV XIDELSETTS
AN DD, IS, BMEICBRET IS WREOMBLEMEZTOINETTHS, 80
BLUEDBEIIIABRT S F—RERBILPT VD, FL7F=UOUTSVRARIC
KURHBRENMETLTOEWI EAEREIAGLEY ., SOMLUEDEEIZA FRLEIOD
BEZMBLANCE, S5IC, ERXRLE. BKEXITRMIEZMESRENBHLLD
BMEEBEBIZA FRILSOREEDIET S &, FMRERERIC K UELBRERNEL <
MRS hEARENENH ST, FEBROFEZTTHREKMRAIIEBRREENI,BHSND
BETIHERA PRSI VOBREZBITACE, ZILa—LEA FRILE VIERIEICEK D
LEBAMAOKELZMART S1-00, A bR S VIRARKITRAY - BE2MHT7ILa—L
DBMEMEZRZIZLS5BEITIET S L, ol IEFRNICHAREEFZRET S
BRERUMAISHONFKLBORICIEA PRV D OBEZF—BRICHIET S & (EH
EOEE., —BEEE . X FFLIHREDE BR)

BT S F—O R IR TIIOMVYIZ K., #E%, Sk, MREK. FEOM
BEUVIERRNGZBEBTIREL V> -ERREOLGEROAEZHES MBS, & YFAL
FYRF—=LRATlE, BHRER. ERERVERERIREHSI CL:H5. BERVIBYEM
XSS5 LI=ERNEBETHITREMZBML R TAEESEL, COKSTERMNSHEL
EoMBICEMICASEI LI BEICHETTSE (EREDIE. —BHNIE : X ,F
NS ERENDE BR) . RANE-ZTYTHIETAPRLIOOBREERIET S L,
MmMMER., 7 ok, M, RURSATWSPEI1E, MzpH, PLBHE. S5clmpA
PRIV VBRELERGTHEENHS. BRBEREA FRILE ViRESRMGICK B
SNAERTHIM, —ERRDA RIS VTHEENRE L-HRICED N D WHBER
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(. EFIBHEL TLSTAREMEZEL, BLBRETOMMERDORER, LBRT7I F—>
ARZtNERLGEBICEET S5 LD THEAREMENH D,

A RRILE VRSB ETE, ZHEHIRNEDIBRENEY LRMEZEXTH5 mol/L
KEOPRE., ChIRBTLLAB7 Y F—SRAREDKLETRT HIDOTIIE S, MK
AXITEFEDI Y FO—ILFE, ML VEMUSRERRICE T 5 EA0MELT DD
WPk U BT GRENHD (ERLDER, —BEER : X FFAL S ERED
R BR) .

RMET7 S F—REBOIMRBEET, 77V F—L X (F P VRRUT MM
f£) OIETURMBHONAGVNREICE, LB F-VAEES L,

AB7 Y F—SRBHRTERLETAEESHVERHNRABEBTHS, » FRILIY
ERELTVEIHAR7 U F—LRABETE, BEBICA FRALIOREERELT, P
NMI—BNLERRREETIRETHD. A PRIV VERBIERICK>T (BRIFLH
TTREBTTRXIT0 L/50V V7S5V RAT)BRETRTH IO 7Y F—L R EZMEL.
BERESAT=-A MRS VERET S-OICRARTNAEIRORENEREIhD, CDELS
TEEIZLY. BLOBE, ERODETHBELEESBOIE REERVEMALOIE,
— IR . X AL S EREOR BR).

G Y & R

DARER OB D& 5 .

toOFT ) O TOF U RERIERRIC, B TY F U EMBET, AR
EE O MOFERBIRERE L O RRR CHERRATE 2R Z 3 AReER H 5, HIRATE IO
REeZRIEXITBEL S HARENH D, BEOLAREOHELERPBRTIZ L, =
O DEEBEERARE L BEIE. BEFOEENFIEICL > TLREERETHZ L,
BICEA TV EZ o OREHIERBIBESZE TS Z &, ABATORKKAER T, NYHA
DEESE I KRNIV OBREERNEELTELT, BA TV Z O bDBE~DOE
B i3HEsE L7y (BOXED WARNING RUEEOM 28),

KENTR VT, 2 BUBERFBE 566 Fla R, B4 7V F Y 15mg KR30mg & A
2V ORFREREA VA VEMIBERE BT 5720, 16 BREIZEER Y 7 BRI
BREBESM TN, ZORBRICIE, BREBFENSEL., £, UTO L5 REMHEAD
b B BENE NI  BIRER ME (57.2%) . RIEHREE (22.6%)  EEINRMELERR (19.6%) |
MEE (13.1%) ., DAEZE (8.8%), MEEE (6.4%). UIE (4.4%). BEH ROV L
—IBERE M FEE (4.1%), ROV o MELFRE (2.3%),

CORBRICBNT, A ZVEZ U1 mg b AR UHERAEE 191 B 261 (1.1%) K
ATV FZ 30 mg & AVAY PR 188 Bl 2 6] (1.1%) 129 - MM LAENF
UM, AR EMEE 187 flF COREIIA LN T2,

B 4 FITIEROTR Y EBIIRR A, CABG B, ROVLIHEER & 0L MERBOBERE
BRH -7, 24 BEAERERRIZBWTESZ U Z ) UBA R eI,
30 mg HEFED 0.3% (1/345) K45 mg HEHD 0.9% (3/345) T, 5 ~MMEOLAEPE
EnaEERL L HEINE,

THOREBRT — OB 6IE. ARV e OBERIEEICBIT S 9 oM LAY A
7 OEMETRTABROREFIIEES N1 Tz,

12
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2 HBRFGEZE L 5 o MMEDTL (YRAGHEEEE

NYHA R 7 Z AN LI THY, 2o, BHE (EF) B 40%KHE (N—RXF A
D) EF30%) Ta v ba—ARRE (RN—2F 1 DOFH AIC 8.8%) TehERFBE X5
2. T2 P ACHRERE (0=262) L7V T FIRERE (0=256) ZEETB2H0 24 W
IR ZEHREB L ER L, RRHEEZBEL T, 5 o MELREBIZ LD ARERT 7 F %%
58T099%., )7V FEREHETAT%THY, 6 BURIZIREICLAZZEPRD LN, T
7 P ACHERETIE, TOFEBERIIN-XTA VU TA VA U RFERALTWEAE, £/
64 BEBZABEIIBNT, LVEETH-T-, MBEHEMT, DLEERICL IR
WCEIRLNRD T,

INHEHSREREE (NYHA 75 2 1) O 5 2 BRFBREICT 7 N 2% 05T 58413,
AEGRHEDOER/NABNORBTZ L, REBOHENMLEREAIX, (KESEMN, FEX
19 oM LTFREBELDOBE EEREZEBERS< Ky BMBE LI-RICRY., RAIICHEET
AT &,

Prospective Pioglitazone Clinical Trial In Macrovascular Events (PROactive)

PROactive Tid, KILEFEEDBELE TS 2 BERBHEE 5238612, 77 +2%1 B 1
[B] 45mg £ CTOMEBIWEERERE (2605 #) 77 REERE (2633 F) ZEIV i b
7= BIEROE ZR), EERLREORBRRIT 7 MACRER (5.7%., 14946]) T
ERBERE 4.1%, 108 fi) LV Ehot, EERLREEROETORRRIIT 7 b A%
HERETIE15% @ofl), 77 ERHTEHETIE1.4% 3761 Thol,

N=2 A VR Y U EFEELTVWEBRFICRITIEERLREORERRIL, 77 - 26
BERHTIZ 6.3% (864 fFl 54 B]), 77 EREETIX52% (896 il 47 ) Tholz, ~—
ZWZANEKF= AT VT REREZRA LTV BEICBIT2EERLAEOREBRRT, 77

h ACBERIR 5 RETIX 5.8% (1624 B 94 ), 7T L RBETIX 4.4% (1626 Fi 71 f) T

HoT,

FRHEDIE
—ROER . BT 5 IR

VATV ES VA VAY UFEETTOAR, TOMERTEREZRET S, 20k,
ACTOPLUS MET % 1 BUMERFOBENIERFMES 7Y F—V ADBBIIIERA LRWE
Lo

BIEGE : 327V 204020 o UIRAMER TR OMRIEREZ T WL BRE
TiI. RILFFED Y R 7 OFREMNH 0 . HARFIORENVLELREANRD 5,

DIEREE : =2 —3—7 LlEHS (NYHA) DEESFEO 7 2 M RO IV DBE Zxt
SN Uiz, KEICEIT 57 7 R BERERRARICBWNT, Y7 eR 5L
BLTEF Y Z Y VERRERE, ICT TV EZ Y EANKF=AT L TEIIEA bR
NIVEDOPRBEERT, BRMIEEEMIME S EERLLERFTEFSLORREOHEM
IHRoN2hot,

ARV v EDOPFRRRBRIZEBWT, LEBBEFEED S bAOBFITYA I EZY b A
VA BB D o iiELDREERRIE L (8BS, b TY 5 R DE BR),
NYHA DMERENEE 7 T A L KON IV OBEIIARRIO A7) Z V' VBERRER Tidxstgst
THoT-, NYHA LHSEESE S T A KRNIV OBRFICE A7V &V Ui Tk,

EA 7Y Z Y OmREFERER> X, DREBOBEFIZI»D LT, 5 oML RE
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BHEIN TV,

BIE  RKETERINE TR TCOBRRRICBWT, 'S RBEERBREL VLTSV F
VUBRERBEICBOWTRENZBEINTEY, BREFEMICREALEZEEZLNRD
BHEROE Z8B), k%7 —2»0b, BEOREIIBRRESNLTWD, A
TVEI U EELRFT VOV U REENIRRIFEORR 20, 5 oML ARE%
B UITIE S A REMEDR $ 5 DT, ACTOPLUS MET 1R ED I R 7 23 5 BEITIE
BLTEALRTNEZRLR2, BEOLREDOHELERICOVWTERRLBET S Z
& (BOXED WARNING DOll, 845, 2V 5 B8 0RE, ERHEORE, BE
miTOEROE S8R),

KRB : 47 ) 7Y B E OO mERETA & O T, AEEREEOEERMNS
HoNTND (& 3), KEEMOBFEIAHATH L, 8L L ERITE L IRHEROME
BEPEE LTV,

3 EAXATIVARYVUOO_EEERRBREBBROR—XS54 oMo DEEEL (kg)

it FRAE ATV ESNEF TV ES N\ EF T E
(7 7ER) 15 mg 30 mg 45 mg

o fE R E g fE g
(25M/75% 0— | (25M775% 8 —F| (25%/75M — | (25M/75% %—
o HAN) E AN BUFAN) LA AI)

-1.4 (-2.7/0. 0.9 (-0.5/3.4 1.0 (-0.9/3.4 2.6 (0.2/5.4

B EE ,1(:2572 K 51:79 ) IE=1883 ) 1(1=79 :

U n(=1l .:;oq) 2.0 n(i)é/;.z) 3.1 11(=1512/§A) 4.1 n(zléi/gs)

e R i TR Bl I
2 (-1.4/1. 3 (0.5/4. 3 (0.9/6. .1(L1.4/6.

. 02;;:94) 23;;333) é3éigf3) 41;3;58)

7 BABREARI I 16~26 A

HESR : hoFT7 VD DU RERIO X HIT, AT ) F L BIRE CHRRT D
BESRACHEIZ BRI B Z B Z & 3B D, Z D=, ACTOPLUS MET #&-H D FFfRRI O I8
FIIDE BN R SN 5, RMEAOFREEIIEERR CHEIh Tz, 3
BEEIIRHATH D,

Mg : A7) &Y ORBREBEZELC, ©2 7V F U EEBOVH~ET Ly
BT 2~4%BA LTz, T o OE(MIZEICTRRBEN G 4~12 BETRIR L, £0®%KITL
BA—EThHoTr, TNOOEMITERMIFEEZOENMIEEL TWHWAREMERIHO ., L
DOMBRFRNCERR ERBR L 22 KO REBEE 252 LR LA o7 (BIFEA.
BHRREERY DA 2M), ACTOPLUS MET II~NEZ/ B EUOANv b7 Y v h&ET
SHBRIERD S,

FEIBA~ DR . AGRRTOERFABR CIXHR G T 4500 Fl A B X DEFIC AT ) & itk
H3hiz, kETORBKRREBRTIL 4700 flzB 2 5 2 BERFEE I AT ) 2 v igE
Sz, BEHEORFSME, T ALTEEFEORRIZERRBRICB N TR D LTV,

KEIZEBT HARMO T T B R RERER T, © 227 &Y G 1526 BiF 4 f1

14
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0.26%). BRONT 7 RE58E 793 Fid 2 B (025%) TIEFE RO 3 LA EIC ALT B
NEFLE, 37D 2 BERICBIT D ALT B EAIZTHTHY, /2, ©FTY
& TOIRR & OREIIIHME TII R0 -T2,

HHREOEE T Y 7Y A RARBRREN D, AR OEFELRD 3 £ EICHEERE
NERLEFEMIPREINTND, ZHHOHEITIT. FHRBRIZFATH 23D TE
WITIFREER GETICES, XIIETICELRN) BNEER TS,

vF 7Y &2V BT B0 RBEEE M BERER R O THRELET — 2 ORERSA
FT& 5 FETiE. ACTOPLUS MET TR Z%\T 5 BE IZIXFEROBIE Z EFICITS Z
ERWEEIN S,

ACTOPLUS MET (Z X 25 & BRtAT A H1ICIE, 2BFICBWTHME ALT (77 =73
JNFURT 2T —F) EEFML, FORIIEREMFZ OB CEHMICETEMT LT &,
BEIC, B, B, ERE. By, ARRIET. 8RR EOFEERE 2 RRT HEELY
BOTHEIT S FSRERE 21T 9 Y& ThH 5, ACTOPLUS MET {RR & #1179 5 D& DN,
FEEERAEOFMNAH 2 £ TOMIZEE LOHIWHIHES Z &, BENRD bNHEITEY
BEPHIETAZ L,

BEIEEHIRBOBKRIT AR H 5546, XX ALT B EHEERO 25 F2@2 5
B4E1X ACTOPLUS MET 2 X IR Z B LW 2 &, 1REBLARE, XX ACTOPLUS MET
TERFICTFEREPBREIC LR L5 (ALT ENEFRELRD 1~25 %) BETIX, B
FLAORRZFMT D2 L, IFBEENEEIC_ LR LTV 5 HEFIZ ACTOPLUS MET 1A%
BRI T 2B A IXEE L CEM L, BRZ2HERAELZ SO ETRBERA 7 +
=7 v EITHIE,

ME7 =0T b7V AT I F—PEP LR ALTEPEFHELERO25F 2B 2 5)
L7-3BA80E, EEEIEERMEICRES £ T, I OICHABNCHBIEREZITS> 2 &, ALT
ENEFELERD 3 FE2EXT-HE, FEZBRD THONRELBRVERTI L, EF
BEERD 3 %2825 ALT EXFRTIHBE. TBFCRERAONIZEEIX.
ACTOPLUS MET {Z & A58 & HILT5Z &,

BRZEE : HRBIZCBW TS 7V 2V UM F T/ DA U RERIZRA LT
W RERRBE ICEBRERRE I N TS, —HBOBFIIERUIANET 2R AT,
—HOBEIIEHNRBRE TR SN L Ebd, —HOBE CIXEMEEOZIR
WCHREEREZ > T\, —BOBRETIIF T VY Do P4 REH 2 ik % S iE
WEINE, A7) F YL EMEBORRBMRIIAATSH S, BRFBEIIKRERER
RFEROEEIREIZE > TIRBEICLAEHHRBRELZZITLZ L, SHIT, WD
BEOLDOTH-TH, IRBRVERZHF 2 HERRBBERESRE Itho & ErFTRIC
PhbLLTELIZEREICHETSIZE BEROR 38,

BT 2 BNERS (ERRFEERE 954 2xtgé LieT & AMEEBR (PROactive) 1238
WT, 3V ES U EARA LI EEREFICBITABITORBFEE LEXRB DN, FE
BB 345 vy AT, KBTI 3EMRBBREEICA 7V F Y UVEEHET 5.1%
(44/870 ) Tkt L., 7T BREET 2.5% (23/905 %) Thotz, ZDETZRE 1 ELET
B L, RBRPETIEIER 2o, KEBETOERTORESIE, TR LR
e IR BEBFHE CTholz, BHTIIEY A ) XY URERET 1.7% (30/1735 6i) 1
XL, 7T ERHEET21% 371728 F) THY ., BRERBEED LRI LN oTz,
EA Y 2 ERE L TWABRE T, B0 BEICRB T, BT A7 ICEE L,
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EH OBRENERICHE L TR ORI - #5524,

—BBGER . A P 3T AR

BHET =XV 7 A MR I UEKREBOBPRIEO LR S Z & BmbTRY, A
PRI VEREOHEET > R—Y A0 Y 2 7 1 3BHEEEEOEERE > THMT 5, L
Teido T, ME7 V7 F=ENEETHFEHOER LRA 82 2 BFIZIZACTOPLUS
METZ# %5 LR2WZ &, IEsicfE-> TBHEENMET 5729, ElsASE TILZACTOPLUS
METO# 5 B% HERE B L CEIC T3+ 0207 n8 B on 5/ NABEHESNT S
Z k., BRBE ISR Lo BE—TIL, EHMICBEEOMEITV. BEIX
ACTOPLUS METO# 5 8% A NNV I VORKABLRDZETHELRW L BE, X
i3I 2 HBEOER CRY: - FREOWE 2WR) .

ACTOPLUS MET IZ X A1RE BT HDRIRNZED®ITD < L HFEIT 1 |, BlEL

MLTEFRETHDZ L 2MHBRT I L, BEBESORENTRINIBETIL. 6T
BB CERELM L, BFMERED— T U ANRE D bS5 E X ACTOPLUS MET
DOFE5EHIETH T &,
BHE I A PANVI COENBIREICEEE RIZTAREEOH 5 0HHEOMER - BieEc
L RIET ITER R MITHREROELEZECAFARENDOH HHAEK, b L IREE S
WL VP EN D I F A U HERN R E X MRV COERNENREERET S FRERDOH D
HEEE (ERLEOEE. HEER. X rar I @giEoE 2R) 13, ERECERT
&,

MmEN = — NEER O %4 o s (F - BEFIRREER, SFIRLESER, f
BTiEE, RUONEREERZAVS VY —ZIERE [CT] AXyy) : 3— FiEE
FEMENIZEATIEEREICE VEBEOSME(LEAECLAREESH Y, A Mk
IVEBEBETRABT UV F—V AL OBEERBH LTS (REOR 28 , Lk
BoT, ZOXIRBREVBTFEINTNDRETIE., RERUIMRERD HACTOPLUS
METO#:5-% —F)IZ P IE U, RERISEMIIR G 21X, BHEZBIML TEFRTH
B ERHERINT-RICOLEESBETSZ L,

EEEFIREE : KR 220V DODmEER (a2 v7) | &5 iR e, 2t LHE
EROVEBRMIEZ R E T2 Z20MOKRBITHBT > F—V 2 L OBEERBOLNTE
V., BaMEmERMEZ L Z 3 REEMENH 5, ACTOPLUS METIRRZ1T-> CTWARETZ
DEIBRFRA NV BRI o T2HGE1E, ARORELZELICHIETDHZ L,

SABHBLE  ARRILE (BYKS OEBEHIRE DR WEERABLERS) 21T75%
A1XACTOPLUS METO# 5 % —FFfIC 1L L, BEOROBRIER L TEHMENSIER &
i ENDETHREEHFR LRV &,

TNIA— AR : T a—/Lig A ARV T E DB~ OFEL R T 5 Z &35
b TW57=®H, ACTOPLUS METARFAIFRFIZEME « BMZ MO 7 a2 — L OmEHE R Z #E
ZABELIBEBIIEETAHAZ &,

JEHSEEREE « FFREREEIIEBIOIEE T > R—V A TEORERED b T b2,
REBOEEZ R TEERT RSUIERREE R H 2 B Tix, BHACTOPLUS METO# 5 %
HET BT &,
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EH I VUBLE: A LI ZEET 52908 O e FRERRABRIC IV T, BRIRAEIK % 1
bRViEL % I UBLEQEFEN O EEEUT~DETINI%OBRECBEINT, &
I LTETIRBZELL BX I VB, - NRTFHEEERPLOE X I UBpyORINEEFIC LD S
DEBONAN, BOTENCEMEBEEL, A FPFLVIVOREFRIETIEZI VB,
MG L D EOMICHET S L H Th D, ACTOPLUS METH# 584 T34 1 [E MK E/
RIA—FDOREEITOINRETHD, REPTDOLNIGEIIENCHAELEET L &
EAEOBER., —BHIBEE : X FiA IV HEBERUBRBEREDCE 28K , —HoMA
FH (EF I VBT AN 7 AOBRCRI B A4y 72 B4) Tk, B4 I VBLEQOER
UTF~OETRRI VLT WVWE I THD, 29 LERE TR, 2~3FIC1EOEHRILE
EX I UBLIEORIENERRBERH B,

WERERFN 2 b — A I TV BEICBIT 2EBRIKEOZ(L  iEACTOPLUS
MET C2RBERF VD RIFICa Y hr— L &N TVWEEFICBW T, BEREMERE IIERK
BRE (FRCIBBER CRARRICER CERWERE) BNEELLGEIT. EbLICHELIT>Tr
K7V R—V AXTHBRT ¥ F— TV ADTET ARED LNV DHERT S 2 &,
P L LCik, MEEMEEKAOS b oRkE, MFEE, RUORSH TV SEE1E, MikpH,
IEME. ELAECVEMER A FMRAI VEOTEEZITO 2L, WTEhROBEOT v R—
ANEELT-EEIE. EHICACTOPLUS METO#: 5 % th ik L CHLOE S 72 IEALE % BR
LTS R b2 (B, X PhA I ERBEDE BR) .

(RILEE : (RILEET., BEOERARRTA MR I VA EMEE L TWARETIHEZ O
WS, ra Y —BIRARELTHWEHE, MULWEEIN o) —#kic ko Tbh Ty
RVEE, MBERETE (RAAFZAT LTEIIIA R Vi d) g /=L EHRAL
TWAGAICE Z DFREER H 5, M, EFRENIIFREBERRIREOESE . BIFISETR
2, TEEHBER2XIIT7T NV a— A hEHEOBREIFICLERTIERELZITROTV, &ilE
BOB-7 Lt ) MRS Tk, RILEEORBLEERZ SR H 5,

M=y ba—LOEE : AENPDOFERFL VAV TEELTWDBENE, MG, B
GIFM R EDOR MLV RIZBISNGE, RIS N e — L OBERPEZSHZ &
Nd5b, DL HREEIE. ACTOPLUS METO#E %2 %1k L T—HMIZA VR Y V&5
THZEBMERBENRD D, ) LAz Y — FAEE%RIZACTOPLUS MET % -5
LTHEU,

BRRE
FPG ETNALIC OFESIX. ACTOPLUS MET IZ & A Ml = o ko — /L &k OGRS R 2 1
ETAHEDICEMMICERT S 2 &,

ACTOPLUS MET /& BIEARIZIL, TRTCOBEICHERAELEK L, ZDRIIERE
MFOEEHEIC L > THESEHT A& ERLELOBRE. —BIRE: 72 V4
BB OE, RUBWEA, mMBE N AT I )—BE 2HR),

MRFHINNT A—F (~NETrEy,/~v b7 ) v hRORMEREE R &) R UOBH#E
(ME7 V7 F=) ORPEZMPROVEMH (D2 EbFE 1 E) WEMTDHI L, A
RNV BB CTIHERFREEOLNENIIAONTEY, ZhBGEbNELEEIX. ©F
VB REZEDRRBEMEZERNT L Z &,
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BEA~OWR
AREREOEST, EHNREE 0 /7 A MERAIC DEMREOEEMIZRE LT,
BEICRRETD 2L, BB AME, BEUIFRO L 522 ML 200 AHBICIE, &
BOVEREENEILTIHAERH DO T, BEFRIEFEMNT AL R EREICRD D LS
BrRTHZE,

ML) OA NSV IVEBEOERO) MEREOER] © I—AER] : A A3
VIEFRE OIRIZE#H LB T VU F—V AD Y X7 ZOERKCILET v F— 2Dk
IR TVWIREEAZBEICHBATIZ L, BEIC, KRAHOBEE, HARK, ek, B
F7AEIR UM D IER R ZER S B Db - 5A1X. EHIZ ACTOPLUS MET OfRFA %
FIELT, ICREREMARICNOED I 2HEE T2 L, BBERIZIA PRV IBE
BRAEWHAIAEZIZER® DAL, ACTOPLUS MET JAHEBHSAWIHAIC L3R BB AR D & 5 23,
FERARBOERNH SN 7HBAE, BEITHYOEMICHEETRETHD,

ZE LT-%IZERD DN 5 BIHERITEAICBHE L TW A RTEEMEIXEW DS, 20 L 5 ZiER D
BELZEAII BT Y F—V A UMD BEERRBIZL D2 LD TH D AJRetE D E A )
ETHEOICTHET 52 &,

ACTOPLUS METARRH i3 &k « BH2RbT 7L a— 1 OBREFEREZEZS L5, BF
R8T 5L,

ACTOPLUS MET /&BEH 2, EEICAE R AEEREM, ZE, SN LREDER
REBENZBEAE., TSI OOEREZBEYEICRETDI Z &,

ACTOPLUS MET 1AEBISARIICIT. FFRERIER O MERE S Fii L. £ 0% IXEREM
FEOBEFREBIZ L > CTHIEERER TSI L 2T _XCOBREBICHATIZ L, BHEIC, &
A ARNEL, B, R, BY. BRRIET., BeaR2EEZROEEE. B&EITT<
ICEZMT RRAL 2AE2RDDLHIBHATHZ &,

ACTOPLUS MET TEEF DORBHEER CMEFER T XA —F OEMBEDOEEMEIZ OV
T, BEIEZH T &,

FTISY O VF U REE] (ACTOPLUS METSEO BRI THHEA T Y X 72 ) T
LBBBIZEX Y, FARRIOBEIRAEIZBEINN B Z 5 Z 2 03h b, FOfER. ACTOPLUS
MET#5CZh b ORWENERT 2 ) 27 BZERT5, Z0Okd, BRRTOLEREFICIE
O RBHE A HELRT S 2 b, ZOERORREMIXERRR THZEIN TWARWO T, FEHE
EIXFRRATH D,

MAERETERERBREIC X D IRMEENE = 5 TEEMENR H 5, ACTOPLUS METO#:5-% BRtA9
LR, BMBEDO U R 7 ZOMEIR & EE, ROVRILFEAS - » LT VIREES BE AT
BTk,

ACTOPLUS METIZ/LEF EBVIZARA L, RAFEOEEIIEMMNLIEEINTZHEIZORH
T9&95, BEICERTSHI L,
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EMBEER

B2 K AR

In vivo DEME/ERRBR T4 7Y ¥V X CYP 450 7 A VA L 3A4 EEOHEE
BRITHAZ ENRERINTND,

B4 7Y ZY O AUC 13 CYP2C8 FRER] (il A7 47 avn) oRBEIZIVERIZ
ML, CYP2CE FFEKI (Fl V77 ¥V)OREZIVERIIHEADTLZEDHDLDT,
A7) 2V A K DIRRPIC CYP2C8 FAEAIRTEEAOTR G LM LIV L LIZ ¢
LA, BRERRGICESOWTHRBRIBENEDER2ETHZ LAH5 (EHEHAE, M
BEAER., EF27Y 5 EREEDE BR),

B VN7 ) -

ZutI FMEEAZNSRELEA MRALI Y - 7ok I FEEREEDHEEERRRIC X
0. WTHOEKIORWENRE T A —Z bHFRREOERBEZ T LARINE, 70k
IRICEY, A MRV OMBER M AFCrayt322%, MHAPAUCIEIS%EML, A FF/LI
VOB VT T URIAEREMIRD N ho Tz,

7 8% I FOCnuZ AUCH, A hHRAVI V&R G, BB BRI L TERLEN
31% & 12%IETF L. EERBIERBIIINWET Lz, 7utI OB VT TV AICERRE
IBIEBRD D oTe, A MAA IV E 7ut I FEEMBRRE LBE0HMAERIC
B3 5 ERITR,

=72V EHRBBREART VT A TERBRE LA MRAI Y - =7 = UV HER
BEEMMAERARRICIBNT, =72V UVOFRREIZL Y A MR I O MBERC .y
K UAUCH ZLEN20% L 9%EML . REPPEED BT 52 LR INT, TraX O
BHICEERRD LN o7, =27 2 VEUIA PRA IV ORNEZEKEEL L5 Th
Be AMNBAINNZEB =T 2V U ~DEETDLTHRLOTHo T,

T F A EERA]  RE WIS E D SN T AR (B T Ie ) B, VIFY
V. ENMER, TabA /7’\ R, F=Vr, F=—FR, F=Fv, NITLTL2, b
YA RNTYLAROR I ) X, BiaiiciE, @0 RMERSHIELRETHZ L
WCE DA MRAI L EBERRTZAREEND 5, BEIRERFR OREREGRO A FFRL I
V- VATV UVEYREERERF LIZWTRORBRICEBWTH A PRI EROT A
FUOVEOZ O¥BGRHEERANEE RBEART VT 4 7T CHEIN TS A ML IV
e M R OVl PEER60%HEM L, * Fab I i kU2 FAUCH40%EE0 L
77, BER SRR CHREBIICEITRO bR o7z, A PEAVI VLBV AF TV
HmERE~DE wwan&#oto:5btﬁﬁwmixﬁ O E HTO RN A
(V}%VV@%O I RAE DWHEEEZ N L CHR S D F AU Y 2R 5 1L C
WHHBETII, BEZEEREE L, ACTOPLUS METR WY XIIHEERTIEFOHE
THEEEITH Z NI NS,

ZOMh : —EOFEANIFmMBEL L L HEANRH Y, M= b o— /LRI D AN
Hd, TNHOERE LTIE, F7 ¥ FRAREROZOMOFRIE, BIERERVEY,
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Tz ) FTOURER], BRBEALEY, 2R Ma Sy BOBTIE, Jx= v, =2
F U, RRBRBEREK, AT LAF Y RVERBERN, V=T U RRERD B,
ACTOPLUS METZ##E L TWABHIZZD L ) ER 2 HRET BEEE, +oklE=o
Fa— L 2#FTA - DICBREETRBICBRT S L,

BEANR T T 4 7 Tik, HEREMEEARBR CHARERIZ, A FMRAVIVETm
TS5 )a—LVERA RRAI VAT T o OEYEREICEEIIRD LN o T,

A BMERNVIIMBEEBEITEAERKE LRV D, FYFAEBE, dLrT77Hl, 78
T z=a— LR a_R Yy R EOBAEESRORWER| & HAEIERT % rTaetEix
B,

NARMKE., . SRR
ACTOPLUS MET

ACTOPLUS METI{ZBI3 2 @8RBI EMR I TWigwy, LFOTF—#ix, ©47 ) %Y
VXA FEANIVOELACBEALUTERINERBR TEEBRICEICLDOTH D,

BTG 5t

S » P2 RWT, 63mgkg £ TORAKRER (mgm* BE T, b Mo 2 RAHE
BOB/EETHD 45mg OF 141%) 12X 3 2FEMORAFRMERBRN T TONTZ, BtEER
T, CORBEICHERNC L AEEILS b o T, %58 4 mg/kg/B UL L (mg/m® #2E T,
b MIHTARKHERROKREE L IFIIFA%E) T, #ET v MIBRHEROYSUIEMSEOBBRE
DT AEMNRD Sz, MR~ 7 2% AT, 100 mgkg B £ TORAFER (mg/m’
BET, b MIRTIERHERROZEEON 1115) 12X 2 2 FRONAFHERBRITD
Nz, FOBRBICHEANCIDEBIZIA LN,

ERHIENERE 1 £ TORKRER T, 1800 il it A2V ¥V 25 L CRMIE
PETORART T 4 TIEHE L2, FiRERERREIRD O hotz, BT Y &Y
VETSERIIZSVTY REHB L 2 o0 3 ERFIORBR T, ©F 7Y &V U #ER
BT DREBERE DS DS 16 /3656 5] (0.44%) THV ., ©F 7V Z Y U ERERETIL 5/3679
Bl (0.14%) Tholo, BHWEZHRFICIRBREORAN | FITHZR2VBELZRILIET
i, B2 7Y ZY UBRERET6H (0.16%), 7T 2REET 24 (0.05%)Th-o7,

Ames HERER, WILEMELFEERER (CHOHPRT XY AS52/XPRT) . CHL #ifg%
F\ 3 in vitro HIIEGFHRER. REH DNA SRR, R in vivo /NMERBR 7 & O—F
DOEEEMERBRICBWT, P47V &2 UHEBEIITRFEEZRERPoT2,

Wit~ 7 R ERWT, 7Y &Y U 40 mghkg/B ¥ TORAKER (mgm’ BE
T, b M ARAHEROBEEORN 9 %) 2RELEN, RERRUEROHT RO
MH., ZRE~OFERFEIIFEO ONR N> T,

X P T LR

F v PR U 2 EHV, ZHEN900 mgkeg/ B 500 mg/kg/ B £ TOHREET, £Hf
DAFMRBR A FM L2 R5HE 5 v F4ER., ~ 7 A91E/) ., ZhbdoRE5RIT,
WP b AR R ICE-SZXACTOPLUS METICE END A AL I VS DE MBEA
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& (2000 mg) DRMFITHE TS, HEENTILOT T RTBNTSH, A MRV IAZEAL
THARHEOZET VAR D LR o7, FIRIC, BT v MZBWTA MR I T
IR berofc, UL, 900 mgkg/ B 2#HE LzMT v MZBWTREDFE
WNIRFE R Y — 7 ORBEM1FT O b hiz,

LATF Din vitrofRBRIZBWT A PRI VOERRFREZRTTET VAERD Lo
72 : AmesiRBR (S. pphimurium) | BIGFREARERBR (U R U EMIR) |\ TReE
REERE (2 bYUER) , Imvivow U A/PERBOERLEETH - T2,

600 mg/kg/ B DERESE (AREBEHREIZE I XACTOPLUS METH X h ARV VES D
b FERHERABRONMGICHEY) 285 L), HEOYThOT v PO/ AR D
ARV I T BEEBIRD LN h 0T,

MW T 5 EERER
B s A

<X (100 mgkg). 7 b (4 mgkg ROENLLE), ROA X (3 mgkg) ICE°F 7Y
B EEAREOES (mgm BB T, v VR, Ty b A X~OBRERITE MIHT S
BERHEEZREOREED, £011. 1, 2% T5&. DERBALNT, 7v b 1FERRIC
B} 5HE5E 160 mg/kg/H (mg/m* BE T MIET 2R AHEER OB EEDOK 35 %) T,
DEEEED-D EEXOND, EAICEELZBHMELERZD LN, iyt
& R A 89 mgkg/ A RUNZ N EE 13 @R OKRE (mgm’ BE T, t MIHT 5
BRAMBEROBEEON 4 7oL, LIEXBALNE, LA, 32mgkg/B 52 BFERZ
NS (mgm’ ME T, b MNIxITARAMERBEORSEON 13 ) T, LIEXIZARL
nignoi,

iR ERAHT I —IXCICHET S,
ACTOPLUS MET

BRIEOREHR O, HRPOMF 7N a—2BEICLVERREOEENEL 2V, £,
FAEROBRBRRUSETEBEINT S Z & 238 <RIBS TV 5 O T ERF O b % 758
IR IEEICHREDTEDIIFA VA U EFERTRETH S & KB OEMELHEEL T
5o HRTIL, BR EOBFRENIRIRICH T2 aRMEELZ RIS L EZX NI GAEERE,
ACTOPLUS MET%#FERA L7722 &,

IRt 2 x4 & U@t 2t iBaERIZ, ACTOPLUS METIZBI LT, 4 D4y
LTHEEN TRV, ACTOPLUS METDiALSy % AR L7~ BiMpEiBRIZEM S TV
WV UTOF =23, B 7V F VU XITA PRV D% 2 2B L TER SN T5
TFERIZESSBDTH D,

B2 5t R

Ty MIEFZ Y FZY % 80 mgkg £ T, XU HFIZ 160 mgkg ¥ TEEREHHMIC
BOKRE (mgm’BET, b MNIFTARAEEROBREEOEK 17/, 4048) LTHHE
FAEITZRD b Rd oz, T v MZ 40 mgkg/ BUE (mgm*BE T, b M+ 5&K
HRBEOBEEON 10%) £57 2L, SROBERUEFEE GGREFECOMWM,
EERIER VRFAHREORD & LT BROLNE, T v MAFICRBOY THIEUXTEIE
WiZH BN hoTz, THFITEBWTIL 160 mgkg (mg/m* B T, b MIRT B R AHER
BROB/EBEOK 40 %) OROBE THRAEBEENFED bve, HREBEHECEAHOZ > b
IZ 10 mg/kg PAE (mg/m® E T, b MIHTARAMEREORERON 2 %) #ET 5L,
BERDICERT 2 E%OREEIENRD bl
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PN AN 1.7

T v MR FIZBWT600 mgkg/ H £ TOREGET, A MRV I NMEFFIEILRD
behotz, Tt 7y PEUOUHF Tk, ARERERBREICESEZNENte MBA
&2 (2000 mg) DOF2MEL6EFOREICHY TS, RIEFREDOHEIZELY ., A FFLIVD
BEIRBATIIIRE CHARERIEIND Z BRI,

R
ACTOPLUS METORIRS & HFF L= RBRIIER Sh T2y, SRS L THEAITE
BENERRBRICBONT EA Y YU ROA PRV EWTRBIRALT » O FIZ
BWENTNDE, BF7)EZI U RWNIEA MFRAVIVBE hOAHFICHIBEIND M:t
FHATHD, < OEAN e MLHFICBITT 2729, ACTOPLUS MET % &L DLtk
BELRWZ &, ACTOPLUS METO#52#H 1L, BERIEDOATIIME = F u—/wb
o7 BEE. A VAV RREERTDH L,

INRADRS
/NRBEIZHTT D ACTOPLUS MET OZEME & BRWEIIRESL L TV a0y,

mEE~ORS

B K SR

7T AR R HLEGABR T, 49500 B 65 LA L TH o2, Zh oD L HFFEEHOM
THEMEE BEMICTHEEEIRL ORI 2Tz,

A Pk 3T e

A MBI OB RERARICII. RS ORIGSHNEERE L B D 0hENEHIE
TE AP ITO+SBEOBGHRBENESENR TR oT, 2F L, E SN TV AIMOERKR
RERCI, Bl AE L BEREICRIT 2 RISDEITIR ab%z%ﬂ\m\ A AN TRER
SURBIEOLHE IS Z EPHAL TR Y  BHEREREIARAIC L 2EERBHERA®
U R 7 REWTZ, ACTOPLUS METIIBHSRED EH R BHEICORMERTHZ & (R, ¥
&, X P AGBREDER URHDEE, FEREOH 2R . i - TEHEEE
PMETT 5728, BEEIESACTOPLUS METIHEEICHFERT A Z &, REEOENIIEE
ATV, BHEREORE > O TN RFEMICE SV THIRET A Z L, — Rz, REE TIX
ACTOPLUS METO#R 5 B2 B KHABE THE LW L L. X rha I EBEDE
RURE - FEO®E ZR) .

El{EH

8500 BIEBZ % 2 BIFERBEEN T V¥ LM _EEREBEBRCEA 7Y &Y L ORSE
ENTVWBD, ZHUTIE PROactive FERREBR CTE A7) &V U 2B E ST 2 BIERBE DA
VR7BE 2605 BINEEINTND, 6000 FlZB25BEN 6 » BULEZREEZZIT, 4500
Bl Bx 5BEN 1 FUERSEIN TV, 3000 fl2B22BE V2 LD 2EMBoY
FT YR EREEN TV,

TITERFAMRNVIVEEF T Y Z Y 30mg+ A MRV U EHE L 721608 O
FRARBRC, S%ULUEOBREFICHE S NERLAERICAONT-AEERIT, EXERE (£1
Fh15.6%K%TN5.5%) « FH (6.3%K0V4.8%) . FHHE L REZEEDOAF (2.5%K%1%6.0%) |
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R (1.9%K%1%6.0%) Th-olz,

VAT Y HY 0 30mg+ A MRAILEEFTY FY 45 mgt+ A FARAMI R L TS
24 OEERFRRIZEB N T, VTN O AREHET% U LOBE ICRE SNWICAEER
DHEBRLBELZRUTT, MBREORBRPILIEST-HAEFROFBHRIL, Thth
7.8%L7.7% THh o7,

4. 24BRBRBRP IO TNODOIERBETS% U LOBERBA L -FEFS

FEFER YAV ES30mg | BATYFYV L 45mg
EAFE +A FHRNI YV +A FHRAI v
=411 =416
n (%) n (%)

ERGE Y 51(12.4) 56 (13.5)
THi 24 (5.8) 20 (4.8)
L7 24 (5.8) 15 (3.6)
S 19 (4.6) 22 (5.3)

PR B R 24 (5.8) 22 (5.3)
B8R 18 (4.4) 21 (5.0)
FEMED F 22 (5.4) 20 (4.8)
TREOEE 12 (2.9) 47 (11.3)
REHEM 12 (2.9) 28 (6.7)

BA TV ES LA NRAI CORRIBREL ST Z Y U BEMIBERR T, 122 A
COBEAEERIRE TCH--. 7R AT U &Y BEMIGE % ek U 7=t FRERR
R TS%ULOBEICHRE I NMOBEER L LU HRE (EREN2.7% K U5.4%)
WEE (23%K&05.3%) . FERFEL B1%KV5.1%) ROMHER (0.8%K1V5.1%) R
» o, :

KETEMINZ_EERBEBRICBWT, A7V F A MNRAIEZHFRALZA
FEO2%UTICEMARE SN ERALOER., —ROER . 5 27) 5 HRE DR
Zm|) .

HMBRERRICB O T, BMEORERIT, U427 ) ¥ U5 (RS E 7.5 mg~45 mg)
TIL4.8%, 7T RBFEEHTII12% ThoTz, TRODEEEROEBER., 1A R

BEXIPEELHAES N (ERLEOER, —RNER : £F 27V 5 SV EREDER 5
).

Prospective Pioglitazone Clinical Trial In Macrovascular Events (PROactive)

PROactive Tix, KIMEEEOFE2H T 5 2 BIBERMBBE 5238 fi3, ZEAEREICIEM
LT, 72 F2%1 B | @ 45mg & TOMHFWHEELE (2605 §i) L7 7R E%S (2633 f)
THESNZ, B2 TORE (95%) HOLMmERER (5EEE, ACE AEE, 7o¥
FT v WRFEERIK, WA T LF ¥ o pxVERE, HERA, FIRZE, 72D )
RAEFREH, 74T T — FREH) OHRAEEEZT TV, BEOFELHERIT 61.8
i EHIRERRRRHIEIL 0.5 4, EWAICIX8.1%Tho T, FLHBEHMII 34.5 7& H “C
bole, TORBOTEEMIIRKMOEEED Y X7 B¥EWVRH D 2 HERFEEIC
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BERROKRMLEEEICLARERICIRIETT 7 FACOEBLRIET S L Tholz, £
EIGE B IR DG RER T RBA v N e TA2EENRKBT L TORMBLE L
&S5 BMR), RBRMEG% 3 ERCBTAMROLOEREE T R ¥ N ORERIL,
T NRCEERE TS RBR SR TR AEEZRALNAT, 72 PRAMREICLS
FET- XIT KM B B EREOBEIMI A b h - T,

*5

DIMEREAET Y FRAL L MBI AANRBA RV PRBA X L&

75 R LR 77 P AR E#
N=2633 N=2605

DM ERA X B MEARVE | AXVIORE | FBASVE | ANV IOAE

£ER 572 900 514 803
T 122 186 110 177
FEBIENE LR EE 118 157 105 131
i 96 119 76 92
B T R 63 78 42 65
LN R LB - AR i 101 240 101 195
T Ry 15 28 9 28
TR AT B AR AT 57 92 71 115

WHET 24085 fERBEERBEEOFRRBE X TEL L HREZICHEE IS (ER
LOBE, —ROEE . ATV L MEBIEDE BE),

BRREMRY

MK : ATV FS g~ Te i~ b7 )y "OBTE2REITAREENRH D, Z
D~ETZnErba<e b7y hOBTIREERBICHBELTWA LS IKEBEZ NS, 2
RRBRAZBUT, A7) Y U HRERETITER~NE S u BV BN 2~ 4% KT LE, 2
b DOBIT— R TERBRED DD D 4~12 A TR Z 0V | 2 D%ITHEH—ETH -7,
INLOEIIEF TV Z Y G BROEEOEMICEEL TW5D &L Bbi, i
SDOEREBBELE R EOBERLBEELTVWAZ LITFEA LR ERHEOER.
—WREE. TV 5 IEREDE R),

A MRV BT 5298 M O S BRERFRRBRICI W T, BBIRIERZ fEb 2V i e
Z I VBREDEEENLEEBEUT~OETRH%DBEICBEINTZ, 25 LIETIX
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Sk

1. Deng,LJ, et al. Effect of gemfibrozil on the pharmacokinetics of pioglitazone. Eur J Clin
Pharmacol 2005;61:831-836, Table 1.

2. Jaakkola, T, et al. Effect of rifampicin on the pharmacokinetics of pioglitazone. Clin Pharmacol
Brit Jour 2006;61:170-78.
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ACTOPLUS MET®
(pioglitazone hydrochloride and metformin hydrochloride) tablets

WARNING: CONGESTIVE HEART FAILURE

¢ Thiazolidinediones, including pioglitazone, which is a component of ACTOPLUS MET,
cause or exacerbate congestive heart failure in some patients (see WARNINGS,
Pioglitazone hydrochloride). After initiation of ACTOPLUS MET, and after dose
increases, observe patients carefully for signs and symptoms of heart failure (including
excessive, rapid weight gain, dyspnea, and/or edema). If these signs and symptoms
develop, the heart failure should be managed according to the current standards of care.
Furthermore, discontinuation or dose reduction of ACTOPLUS MET must be considered.

e ACTOPLUS MET is not recommended in patients with symptomatic heart failure.
Initiation of ACTOPLUS MET in patients with established NYHA Class III or IV heart
failure is contraindicated (see CONTRAINDICATIONS and WARNINGS,
Pioglitazone hydrochloride).

DESCRIPTION

ACTOPLUS MET® (pioglitazone hydrochloride and metformin hydrochloride) tablets contain
two oral antihyperglycemic drugs used in the management of type 2 diabetes: pioglitazone
hydrochloride and metformin hydrochloride. The concomitant use of pioglitazone and
metformin has been previously approved based on clinical trials in patients with type 2 diabetes
inadequately controlled on metformin. Additional efficacy and safety information about
pioglitazone and metformin monotherapies may be found in the prescribing information for each
individual drug.

Pioglitazone hydrochloride is an oral antihyperglycemic agent that acts primarily by
decreasing insulin resistance. Pioglitazone is used in the management of type 2 diabetes.
Pharmacological studies indicate that pioglitazone improves sensitivity to insulin in muscle and
adipose tissue and inhibits hepatic gluconeogenesis. Pioglitazone improves glycemic control
while reducing circulating insulin levels.

Pioglitazone [(£)-5-[[4-[2-(5-ethyl-2-pyridinyl)ethoxy]phenyl]methyl]-2,4-]
thiazolidinedione monohydrochloride belongs to a different chemical class and has a
different pharmacological action than the sulfonylureas, biguanides, or the a-glucosidase
inhibitors. The molecule contains one asymmetric center, and the synthetic compound is a
racemate. The two enantiomers of pioglitazone interconvert in vivo. The structural formula
is as shown:

s o
CH3/U/\ m\f e
X ) 5 NH

pioglitazone hydrochloride
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Pioglitazone hydrochloride is an odorless white crystalline powder that has a molecular
formula of C19H2N,03S*HCI and a molecular weight of 392.90. It is soluble in N,N-
dimethylformamide, slightly soluble in anhydrous ethanol, very slightly soluble in acetone and
acetonitrile, practically insoluble in water, and insoluble in ether.

Metformin hydrochloride (N, N -dimethylimidodicarbonimidic diamide hydrochloride) is not
chemically or pharmacologically related to any other classes of oral antihyperglycemic agents.
Metformin hydrochloride is a white crystalline powder with a molecular formula of
C4H;1Ns*HCl and a molecular weight of 165.62. Metformin hydrochloride is freely soluble in
water and is practically insoluble in acetone, ether, and chloroform. The pKa of metformin is
12.4. The pH of a 1% aqueous solution of metformin hydrochloride is 6.68. The structural
formula is as shown:

CH;

| H
P N N NH,

H,C “HCl

NH NH
metformin hydrochloride

ACTOPLUS MET is available as a tablet for oral administration containing 15 mg
pioglitazone hydrochloride (as the base) with 500 mg metformin hydrochloride (15 mg/500 mg)
or 15 mg pioglitazone hydrochloride (as the base) with 850 mg metformin hydrochloride (15
mg/850 mg) formulated with the following excipients: povidone USP, microcrystalline cellulose
NF, croscarmellose sodium NF, magnesium stearate NF, hypromellose 2910 USP, polyethylene
glycol 8000 NF, titanium dioxide USP, and talc USP.

CLINICAL PHARMACOLOGY

Mechanism of Action

ACTOPLUS MET

ACTOPLUS MET combines two antihyperglycemic agents with different mechanisms of action
to improve glycemic control in patients with type 2 diabetes: pioglitazone hydrochloride, a
member of the thiazolidinedione class, and metformin hydrochloride, a member of the biguanide
class. Thiazolidinediones are insulin-sensitizing agents that act primarily by enhancing
peripheral glucose utilization, whereas biguanides act primarily by decreasing endogenous
hepatic glucose production.

Pioglitazone hydrochloride

Pioglitazone depends on the presence of insulin for its mechanism of action. Pioglitazone
decreases insulin resistance in the periphery and in the liver resulting in increased insulin-
dependent glucose disposal and decreased hepatic glucose output. Unlike sulfonylureas,
pioglitazone is not an insulin secretagogue. Pioglitazone is a potent and highly selective agonist
for peroxisome proliferator-activated receptor-gamma (PPARY). PPAR receptors are found in
tissues important for insulin action such as adipose tissue, skeletal muscle, and liver.
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Activation of PPARY nuclear receptors modulates the transcription of a number of insulin
responsive genes involved in the control of glucose and lipid metabolism.

In animal models of diabetes, pioglitazone reduces the hyperglycemia, hyperinsulinemia,
and hypertriglyceridemia characteristic of insulin-resistant states such as type 2 diabetes. The
metabolic changes produced by pioglitazone result in increased responsiveness of insulin-
dependent tissues and are observed in numerous animal models of insulin resistance.

Since pioglitazone enhances the effects of circulating insulin (by decreasing insulin
resistance), it does not lower blood glucose in animal models that lack endogenous insulin.

Metformin hydrochloride

Metformin hydrochloride improves glucose tolerance in patients with type 2 diabetes, lowering
both basal and postprandial plasma glucose. Metformin decreases hepatic glucose production,
decreases intestinal absorption of glucose and improves insulin sensitivity by increasing
peripheral glucose uptake and utilization. Unlike sulfonylureas, metformin does not produce
hypoglycemia in either patients with type 2 diabetes or normal subjects (except in special
circumstances, see PRECAUTIONS, General: Metformin hydrochloride) and does not cause
hyperinsulinemia. With metformin therapy, insulin secretion remains unchanged while fasting
insulin levels and day-long plasma insulin response may actually decrease.

Pharmacokinetics and Drug Metabolism

Absorption and Bioavailability:

ACTOPLUS MET

In bioequivalence studies of ACTOPLUS MET 15 mg/500 mg and 15 mg/850 mg, the area
under the curve (AUC) and maximum concentration (Cyax) of both the pioglitazone and the
metformin component following a single dose of the combination tablet were bioequivalent to
ACTOS® 15 mg concomitantly administered with Glucophage® (500 mg or 850 mg respectively)
tablets under fasted conditions in healthy subjects (Table 1).
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Table 1. Mean (SD) Pharmacokinetic Parameters for ACTOPLUS MET®

Regimen N | AUC(0- N Chnax N Tiax N Tin
inf) (ng/mL) (h) (h)
(ng: h/mL)
pioglitazone HCI
1Smg/500mg | o | 984 | 585 o] 18] 8.69
ACTOPLUS MET® (1599) (198) (0.93) (3.86)
®
15 mg ;A(‘)%logs and | s80 | 608 ol 15|, 7.90
Glucophase® (1472) (204) (0.90) (3.08)
15 mg/850 mg 5671 569 1.89 7.19
ACTOPLUSMET® | 2 | (s85) | 0| @2 || ©s0) | 2| .84
®
15 mgggﬁs and | 5957 | 603 o | 200 | o 7.16
Glucophase® (1680) (239) (1.54) (1.85)
metformin HCI
1smgs0omg | | 78 | 203 | | 232 | 8.57
ACTOPLUS MET® (2266) (325) (0.88) (14.30)
®
15 mg ﬁ)gfl?gs and wo| 79 | 1215 | | 253 | o 6.73
Clombe® (2385) (329) (0.95) (5.87)
1sme/gsomg |, | no27 | | w7 || 240 || 1756
ACTOPLUS MET® (3311) (536) 0.91) (20.08)
®
15 mggcozn(;s and o | e | 1797 | | 226 | o, | 1701
Gluconhese® (3494) (525) (0.85) (18.09)

Administration of ACTOPLUS MET 15 mg/850 mg with food resulted in no change in
overall exposure of pioglitazone. With metformin there was no change in AUC; however mean
peak serum concentration of metformin was decreased by 28% when administered with food. A
delayed time to peak serum concentration was observed for both components (1.9 hours for
pioglitazone and 0.8 hours for metformin) under fed conditions. These changes are not likely to
be clinically significant.

Pioglitazone hydrochloride

Following oral administration, in the fasting state, pioglitazone is first measurable in serum
within 30 minutes, with peak concentrations observed within 2 hours. Food slightly delays the
time to peak serum concentration to 3 to 4 hours, but does not alter the extent of absorption.
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Metformin hydrochloride

The absolute bioavailability of a 500 mg metformin tablet given under fasting conditions is
approximately 50% - 60%. Studies using single oral doses of metformin tablets of 500 mg to
1500 mg, and 850 mg to 2550 mg, indicate that there is a lack of dose proportionality with
increasing doses, which is due to decreased absorption rather than an alteration in elimination.
Food decreases the extent of and slightly delays the absorption of metformin, as shown by
approximately a 40% lower mean peak plasma concentration, a 25% lower AUC in plasma
concentration versus time curve, and a 35 minute prolongation of time to peak plasma
concentration following administration of a single 850 mg tablet of metformin with food,
compared to the same tablet strength administered fasting. The clinical relevance of these
decreases is unknown.

Distribution:

Pioglitazone hydrochloride

The mean apparent volume of distribution (V/F) of pioglitazone following single-dose
administration is 0.63 = 0.41 (mean + SD) L/kg of body weight. Pioglitazone is extensively
protein bound (> 99%) in human serum, principally to serum albumin. Pioglitazone also binds to
other serum proteins, but with lower affinity. Metabolites M-III and M-IV also are extensively
bound (> 98%) to serum albumin.

Metformin hydrochloride

The apparent volume of distribution (V/F) of metformin following single oral doses of 850 mg
averaged 654 + 358 L. Metformin is negligibly bound to plasma proteins. Metformin partitions
into erythrocytes, most likely as a function of time. At usual clinical doses and dosing schedules
of metformin, steady-state plasma concentrations of metformin are reached within 24 - 48 hours
and are generally <1 pg/mL. During controlled clinical trials, maximum metformin plasma levels
did not exceed 5 ng/mL, even at maximum doses.

Metabolism, Elimination and Excretion:

Pioglitazone hydrochloride

Pioglitazone is extensively metabolized by hydroxylation and oxidation; the metabolites also
partly convert to glucuronide or sulfate conjugates. Metabolites M-1I and M-IV (hydroxy
derivatives of pioglitazone) and M-III (keto derivative of pioglitazone) are pharmacologically
active in animal models of type 2 diabetes. In addition to pioglitazone, M-III and M-1V are the
principal drug-related species found in human serum following multiple dosing. At steady-state,
in both healthy volunteers and in patients with type 2 diabetes, pioglitazone comprises
approximately 30% to 50% of the total peak serum concentrations and 20% to 25% of the total
AUC.

In vitro data demonstrate that multiple CYP isoforms are involved in the metabolism of
pioglitazone. The cytochrome P450 isoforms involved are CYP2C8 and, to a lesser degree,
CYP3A4 with additional contributions from a variety of other isoforms including the mainly
extrahepatic CYP1A1. In vivo studies of pioglitazone in combination with P450 inhibitors and
substrates have been performed (see PRECAUTIONS, Drug Interactions, Pioglitazone
hydrochloride). Urinary 6B-hydroxycortisol/cortisol ratios measured in patients treated with
pioglitazone showed that pioglitazone is not a strong CYP3A4 enzyme inducer.

Following oral administration, approximately 15% to 30% of the pioglitazone dose is
recovered in the urine.
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Renal elimination of pioglitazone is negligible and the drug is excreted primarily as
metabolites and their conjugates. It is presumed that most of the oral dose is excreted into the
bile either unchanged or as metabolites and eliminated in the feces.

The mean serum half-life of pioglitazone and total pioglitazone ranges from 3 to 7 hours and
16 to 24 hours, respectively. Pioglitazone has an apparent clearance, CL/F, calculated to be 5 to
7 L/hr.

Metformin hydrochloride

Intravenous single-dose studies in normal subjects demonstrate that metformin is excreted
unchanged in the urine and does not undergo hepatic metabolism (no metabolites have been
identified in humans) nor biliary excretion. Renal clearance is approximately 3.5 times greater
than creatinine clearance which indicates that tubular secretion is the major route of metformin
elimination. Following oral administration, approximately 90% of the absorbed drug is
eliminated via the renal route within the first 24 hours, with a plasma elimination half-life of
approximately 6.2 hours. In blood, the elimination half-life is approximately 17.6 hours,
suggesting that the erythrocyte mass may be a compartment of distribution.

Special Populations

Renal Insufficiency:

Pioglitazone hydrochloride

The serum elimination half-life of pioglitazone, M-III and M-IV remains unchanged in patients
with moderate (creatinine clearance 30 to 60 mL/min) to severe (creatinine clearance < 30
mL/min) renal impairment when compared to normal subjects.

Metformin hydrochloride

In patients with decreased renal function (based on creatinine clearance), the plasma and blood
half-life of metformin is prolonged and the renal clearance is decreased in proportion to the
decrease in creatinine clearance (see CONTRAINDICATIONS and WARNINGS, Metformin
hydrochloride, also see GLUCOPHAGE® prescribing information, CLINICAL
PHARMACOLOGY, Pharmacokinetics). Since metformin is contraindicated in patients with
renal impairment, ACTOPLUS MET is also contraindicated in these patients.

Hepatic Insufficiency:

Pioglitazone hydrochloride

Compared with normal controls, subjects with impaired hepatic function (Child-Pugh Grade
B/C) have an approximate 45% reduction in pioglitazone and total pioglitazone mean peak
concentrations but no change in the mean AUC values.

Therapy with ACTOPLUS MET should not be initiated if the patient exhibits clinical evidence
of active liver disease or serum transaminase levels (ALT) exceed 2.5 times the upper limit of
normal (see PRECAUTIONS, General: Pioglitazone hydrochloride).
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Metformin hydrochloride
No pharmacokinetic studies of metformin have been conducted in subjects with hepatic
insufficiency.

Elderly:

Pioglitazone hydrochloride

In healthy elderly subjects, peak serum concentrations of pioglitazone and total pioglitazone are
not significantly different, but AUC values are slightly higher and the terminal half-life values
slightly longer than for younger subjects. These changes were not of a magnitude that would be
considered clinically relevant.

Metformin hydrochloride

Limited data from controlled pharmacokinetic studies of metformin in healthy elderly subjects
suggest that total plasma clearance is decreased, the half-life is prolonged, and Cpax is increased,
compared to healthy young subjects. From these data, it appears that the change in metformin
pharmacokinetics with aging is primarily accounted for by a change in renal function (see
GLUCOPHAGEP prescribing information, CLINICAL PHARMACOLOGY, Special
Populations, Geriatrics).

ACTOPLUS MET treatment should not be initiated in patients > 80 years of age unless
measurement of creatinine clearance demonstrates that renal function is not reduced (see
WARNINGS, Metformin hydrochloride and DOSAGE AND ADMINISTRATION; also see
GLUCOPHAGE® prescribing information).

Pediatrics:
Pioglitazone hydrochloride
Pharmacokinetic data in the pediatric population are not available.

Metformin hydrochloride

After administration of a single oral metformin 500 mg tablet with food, geometric mean
metformin Cp,,x and AUC differed less than 5% between pediatric type 2 diabetic patients (12 to
16 years of age) and gender- and weight-matched healthy adults (20 to 45 years of age), and all
with normal renal function.

Gender:

Pioglitazone hydrochloride

As monotherapy and in combination with sulfonylurea, metformin, or insulin, pioglitazone
improved glycemic control in both males and females. The mean Crax and AUC values were
increased 20% to 60% in females. In controlled clinical trials, hemoglobin A1C (A1C) decreases
from baseline were generally greater for females than for males (average mean difference in A1C
0.5%). Since therapy should be individualized for each patient to achieve glycemic control, no
dose adjustment is recommended based on gender alone.
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Metformin hydrochloride

Metformin pharmacokinetic parameters did not differ significantly between normal subjects and
patients with type 2 diabetes when analyzed according to gender (males = 19, females = 16).
Similarly, in controlled clinical studies in patients with type 2 diabetes, the antihyperglycemic
effect of metformin was comparable in males and females.

Ethnicity:
Pioglitazone hydrochloride
Pharmacokinetic data among various ethnic groups are not available.

Metformin hydrochloride

No studies of metformin pharmacokinetic parameters according to race have been performed. In
controlled clinical studies of metformin in patients with type 2 diabetes, the antihyperglycemic
effect was comparable in whites (n=249), blacks (n=51), and Hispanics (n=24).

Drug-Drug Interactions

Co-administration of a single dose of metformin (1000 mg) and pioglitazone after 7 days of
pioglitazone (45 mg) did not alter the pharmacokinetics of the single dose of metformin.
Specific pharmacokinetic drug interaction studies with ACTOPLUS MET have not been
performed, although such studies have been conducted with the individual pioglitazone and
metformin components.

Pioglitazone hydrochloride
The following drugs were studied in healthy volunteers with co-administration of pioglitazone
45 mg once daily. Results are listed below:

Oral Contraceptives: Co-administration of pioglitazone (45 mg once daily) and an oral
contraceptive (1 mg norethindrone plus 0.035 mg ethinyl estradiol once daily) for 21 days,
resulted in 11% and 11-14% decrease in ethinyl estradiol AUC (0-24h) and Cy,.x respectively.
There were no significant changes in norethindrone AUC (0-24h) and Cpax. In view of the high
variability of ethinyl estradiol pharmacokinetics, the clinical significance of this finding is
unknown.

Midazolam: Administration of pioglitazone for 15 days followed by a single 7.5 mg dose of
midazolam syrup resulted in a 26% reduction in midazolam Cy.x and AUC.

Nifedipine ER: Co-administration of pioglitazone for 7 days with 30 mg nifedipine ER
administered orally once daily for 4 days to male and female volunteers resulted in a ratio of
least square mean (90% CI) values for unchanged nifedipine of 0.83 (0.73 - 0.95) for Cpnax and
0.88 (0.80 - 0.96) for AUC. In view of the high variability of nifedipine pharmacokinetics, the
clinical significance of this finding is unknown.

Ketoconazole: Co-administration of pioglitazone for 7 days with ketoconazole 200 mg
administered twice daily resulted in a ratio of least square mean (90% CI) values for unchanged
pioglitazone of 1.14 (1.06 - 1.23) for Cpax, 1.34 (1.26 - 1.41) for AUC and 1.87 (1.71 - 2.04) for
Cmin-
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Atorvastatin Calcium: Co-administration of pioglitazone for 7 days with atorvastatin calcium
(LIPITOR®) 80 mg once daily resulted in a ratio of least square mean (90% CI) values for
unchanged pioglitazone of 0.69 (0.57 - 0.85) for Cpax, 0.76 (0.65 - 0.88) for AUC and 0.96

(0.87 - 1.05) for Cin. For unchanged atorvastatin the ratio of least square mean (90% CI) values
were 0.77 (0.66 - 0.90) for Cpax, 0.86 (0.78 - 0.94) for AUC and 0.92 (0.82 - 1.02) for Cpin.

Cytochrome P450: See PRECAUTIONS, Drug Interactions, Pioglitazone hydrochloride

Gemlfibrozil: Concomitant administration of gemfibrozil (oral 600 mg twice daily), an inhibitor
of CYP2CS8, with pioglitazone (oral 30 mg) in 10 healthy volunteers pre-treated for 2 days prior
with gemfibrozil (oral 600 mg twice daily) resulted in pioglitazone exposure (AUCy.24) being
226% of the pioglitazone exposure in the absence of gemfibrozil (see PRECAUTIONS, Drug
Interactions, Pioglitazone hydrochloride).!

Rifampin: Concomitant administration of rifampin (oral 600 mg once daily), an inducer of
CYP2C8 with pioglitazone (oral 30 mg) in 10 healthy volunteers pre-treated for 5 days prior
with rifampin (oral 600 mg once daily) resulted in a decrease in the AUC of pioglitazone by 54%
(see PRECAUTIONS, Drug Interactions, Pioglitazone hya’rochloria’e).2

In other drug-drug interaction studies, pioglitazone had no significant effect on the
pharmacokinetics of fexofenadine, glipizide, digoxin, warfarin, ranitidine HCI or theophylline.

- Metformin hydrochloride
See PRECAUTIONS, Drug Interactions, Metformin hydrochloride

Pharmacodynamics and Clinical Effects

Pioglitazone hydrochloride

Clinical studies demonstrate that pioglitazone improves insulin sensitivity in insulin-resistant
patients. Pioglitazone enhances cellular responsiveness to insulin, increases insulin-dependent
glucose disposal, improves hepatic sensitivity to insulin, and improves dysfunctional glucose
homeostasis. In patients with type 2 diabetes, the decreased insulin resistance produced by
pioglitazone results in lower plasma glucose concentrations, lower plasma insulin levels, and
lower A1C values. Based on results from an open-label extension study, the glucose-lowering
effects of pioglitazone appear to persist for at least one year. In controlled clinical studies,
pioglitazone in combination with metformin had an additive effect on glycemic control.

Patients with lipid abnormalities were included in placebo-controlled monotherapy clinical
studies with pioglitazone. Overall, patients treated with pioglitazone had mean decreases in
triglycerides, mean increases in HDL cholesterol, and no consistent mean changes in LDL
cholesterol and total cholesterol compared to the placebo group. A similar pattern of results was
seen in 16-week and 24-week combination therapy studies of pioglitazone with metformin.

Clinical Studies

There have been no clinical efficacy studies conducted with ACTOPLUS MET. However, the
efficacy and safety of the separate components have been previously established and the co-
administration of the separate components has been evaluated for efficacy and safety in two
clinical studies.
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These clinical studies established an added benefit of pioglitazone in patients with inadequately
controlled type 2 diabetes while on metformin therapy. Bioequivalence of ACTOPLUS MET
with co-administered pioglitazone and metformin tablets was demonstrated for both ACTOPLUS
MET strengths (see CLINICAL PHARMACOLOGY, Pharmacokinetics and Drug
Metabolism).

Clinical Trials of Pioglitazone Add-on Therapy in Patients Not Adequately Controlled on
Metformin

Two treatment-randomized, controlled clinical studies in patients with type 2 diabetes were
conducted to evaluate the safety and efficacy of pioglitazone plus metformin. Both studies
included patients receiving metformin, either alone or in combination with another
antihyperglycemic agent, who had inadequate glycemic control. All other antihyperglycemic
agents were discontinued prior to starting study treatment. In the first study, 328 patients
received either 30 mg of pioglitazone or placebo once daily for 16 weeks in addition to their
established metformin regimen. In the second study, 827 patients received either 30 mg or 45 mg
of pioglitazone once daily for 24 weeks in addition to their established metformin regimen.

In the first study, the addition of pioglitazone 30 mg once daily to metformin treatment
significantly reduced the mean A1C by 0.83% and the mean FPG by 37.7 mg/dL at Week 16
from that observed with metformin alone. In the second study, the mean reductions from
Baseline at Week 24 in A1C were 0.80% and 1.01% for the 30 mg and 45 mg doses,
respectively. Mean reductions from Baseline in FPG were 38.2 mg/dL and 50.7 mg/dL,
respectively. Based on these reductions in A1C and FPG (Table 2), the addition of pioglitazone
to metformin resulted in significant improvements in glycemic control irrespective of the -
metformin dose.

10
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Table 2. Glycemic Parameters in 16-Week and 24-Week Pioglitazone Hydrochloride +
Metformin Hydrochloride Combination Studies

Parameter Placebo + Pioglitazone 30 mg +
metformin metformin
16-Week Study

A1C (%) N=153 N=161
Baseline mean 9.77 9.92
Mean change from Baseline at 16 Weeks 0.19 0.64"1
Difference in change from placebo + -0.83
metformin

Responder rate (%) (a) 21.6 54.0

FPG (mg/dL) N=157 N=165
Baseline mean 259.9 254.4
Mean change from Baseline at 16 Weeks -5.2 42.8"1
Difference in change from placebo + -37.7
metformin

Responder rate (%) (b) 23.6 59.4

Parameter Pioglitazone 30 mg + Pioglitazone 45 mg +

metformin metformin
24-Week Study

Al1C (%) N=400 N=398
Baseline mean 0.88 9.81
Mean Change from Baseline at 24 Weeks -0.80° -1.01"

Responder rate (%) (a) 55.8 63.3

FPG (mg/dL) N=398 N=399
Baseline mean 2325 232.1
Mean Change from Baseline at 24 Weeks -38.2° -50.7"%

Responder rate (%) (b) 52.3 63.7

* significant change from Baseline p < 0.050.

t significant difference from placebo plus metformin, p < 0.050.
I significant difference from 30 mg pioglitazone, p < 0.050.

(a) patients who achieved an A1C £ 6.1% or > 0.6% decrease from Baseline.
(b) patients who achieved a decrease in FPG by > 30 mg/dL.

INDICATIONS AND USAGE

ACTOPLUS MET is indicated as an adjunct to diet and exercise to improve glycemic control in
patients with type 2 diabetes who are already treated with a combination of pioglitazone and
metformin or whose diabetes is not adequately controlled with metformin alone, or for those
patients who have initially responded to pioglitazone alone and require additional glycemic

control.

Management of type 2 diabetes should also include nutritional counseling, weight reduction
as needed, and exercise. These efforts are important not only in the primary treatment of type 2
diabetes, but also to maintain the efficacy of drug therapy.

11
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CONTRAINDICATIONS

Initiation of ACTOPLUS MET in patients with established New York Heart Association
(NYHA) Class III or IV heart failure is contraindicated (sce BOXED WARNING).

In addition, ACTOPLUS MET is contraindicated in patients with:

1. Renal disease or renal dysfunction (e.g., as suggested by serum creatinine levels > 1.5
mg/dL [males], > 1.4 mg/dL [females], or abnormal creatinine clearance) which may also
result from conditions such as cardiovascular collapse (shock), acute myocardial
infarction, and septicemia (see WARNINGS, Metformin hydrochloride and
PRECAUTIONS, General: Metformin hydrochloride).

2. Known hypersensitivity to pioglitazone, metformin or any other component of
ACTOPLUS MET.

3. Acute or chronic metabolic acidosis, including diabetic ketoacidosis, with or without
coma. Diabetic ketoacidosis should be treated with insulin.

ACTOPLUS MET should be temporarily discontinued in patients undergoing radiologic
studies involving intravascular administration of iodinated contrast materials, because use of
such products may result in acute alteration of renal function (see PRECAUTIONS, General:
Metformin hydrochloride).

12



WARNINGS

Metformin hydrochloride

Lactic Acidosis: Lactic acidosis is a rare, but serious, metabolic complication that can occur due
to metformin accumulation during treatment with ACTOPLUS MET (pioglitazone
hydrochloride and metformin hydrochloride) tablets; when it occurs, it is fatal in approximately
50% of cases. Lactic acidosis may also occur in association with a number of pathophysiologic
conditions, including diabetes mellitus, and whenever there is significant tissue hypoperfusion
and hypoxemia. Lactic acidosis is characterized by elevated blood lactate levels (> 5 mmol/L),
decreased blood pH, electrolyte disturbances with an increased anion gap, and an increased
lactate/pyruvate ratio. When metformin is implicated as the cause of lactic acidosis, metformin
plasma levels > 5 pg/mL are generally found.

The reported incidence of lactic acidosis in patients receiving metformin hydrochloride is
very low (approximately 0.03 cases/1000 patient-years, with approximately 0.015 fatal cases/1000
patient-years). In more than 20,000 patient-years exposure to metformin in clinical trials, there
were no reports of lactic acidosis. Reported cases have occurred primarily in diabetic patients
with significant renal insufficiency, including both intrinsic renal disease and renal
hypoperfusion, often in the setting of multiple concomitant medical/surgical problems and
multiple concomitant medications. Patients with congestive heart failure requiring
pharmacologic management, in particular those with unstable or acute congestive heart failure
who are at risk of hypoperfusion and hypoxemia, are at increased risk of lactic acidosis. The risk
of lactic acidosis increases with the degree of renal dysfunction and the patient's age. The risk of
lactic acidosis may, therefore, be significantly decreased by regular monitoring of renal function
in patients taking metformin and by use of the minimum effective dose of metformin. In
particular, treatment of the elderly should be accompanied by careful monitoring of renal
function. Metformin treatment should not be initiated in patients > 80 years of age unless
measurement of creatinine clearance demonstrates that renal function is not reduced, as these
patients are more susceptible to developing lactic acidosis. In addition, metformin should be
promptly withheld in the presence of any condition associated with hypoxemia, dehydration, or
sepsis. Because impaired hepatic function may significantly limit the ability to clear lactate,
metformin should generally be avoided in patients with clinical or laboratory evidence of hepatic
disease. Patients should be cautioned against excessive alcohol intake, either acute or chronic,
when taking metformin, since alcohol potentiates the effects of metformin hydrochloride on
lactate metabolism. In addition, metformin should be temporarily discontinued prior to any
intravascular radiocontrast study and for any surgical procedure (see PRECAUTIONS,
General: Metformin hydrochloride).

The onset of lactic acidosis often is subtle, and accompanied only by nonspecific symptoms
such as malaise, myalgias, respiratory distress, increasing somnolence, and nonspecific
abdominal distress. There may be associated hypothermia, hypotension, and resistant
bradyarrhythmias with more marked acidosis. The patient and the patient's physician must be
aware of the possible importance of such symptoms and the patient should be instructed to notify
the physician immediately if they occur (see PRECAUTIONS, General: Metformin
hydrochloride). Metformin should be withdrawn until the situation is clarified. Serum
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electrolytes, ketones, blood glucose, and, if indicated, blood pH, lactate levels, and even blood
metformin levels may be useful. Once a patient is stabilized on any dose level of metformin,
gastrointestinal symptoms, which are common during initiation of therapy, are unlikely to be
drug related. Later occurrence of gastrointestinal symptoms could be due to lactic acidosis or
other serious disease.

Levels of fasting venous plasma lactate above the upper limit of normal but less than 5
mmol/L in patients taking metformin do not necessarily indicate impending lactic acidosis and
may be explainable by other mechanisms, such as poorly controlled diabetes or obesity, vigorous
physical activity, or technical problems in sample handling (see PRECAUTIONS, General:
Metformin hydrochloride).

Lactic acidosis should be suspected in any diabetic patient with metabolic acidosis lacking
evidence of ketoacidosis (ketonuria and ketonemia).

Lactic acidosis is a medical emergency that must be treated in a hospital setting. In a patient
with lactic acidosis who is taking metformin, the drug should be discontinued immediately and
general supportive measures promptly instituted. Because metformin hydrochloride is dialyzable
(with a clearance of up to 170 mL/min under good hemodynamic conditions), prompt
hemodialysis is recommended to correct the acidosis and remove the accumulated metformin.
Such management often results in prompt reversal of symptoms and recovery (see
CONTRAINDICATIONS and PRECAUTIONS, General: Metformin hydrochloride).

Pioglitazone hydrochloride

Cardiac Failure and Other Cardiac Effects: Pioglitazone, like other thiazolidinediones, can cause fluid
retention when used alone or in combination with other antihyperglycemic agents, including insulin.
Fluid retention may lead to or exacerbate heart failure. Patients should be observed for signs and
symptoms of heart failure. If these signs and symptoms develop, the heart failure should be managed
according to current standards of care. Furthermore, discontinuation or dose reduction of pioglitazone
must be considered. Patients with NYHA Class III and IV cardiac status were not studied during pre-
approval clinical trials and pioglitazone is not recommended in these patients (see BOXED
WARNING and CONTRAINDICATIONS).

In one 16-week U.S. double-blind, placebo-controlied clinical trial involving 566 patients with type
2 diabetes, pioglitazone at doses of 15 mg and 30 mg in combination with insulin was compared to
insulin therapy alone. This trial included patients with long-standing diabetes and a high prevalence of
pre-existing medical conditions as follows: arterial hypertension (57.2%), peripheral neuropathy
(22.6%), coronary heart disease (19.6%), retinopathy (13.1%), myocardial infarction (8.8%), vascular
disease (6.4%), angina pectoris (4.4%), stroke and/or transient ischemic attack (4.1%), and congestive
heart failure (2.3%).

In this study two of the 191 patients receiving 15 mg pioglitazone plus insulin (1.1%) and two of the

188 patients receiving 30 mg pioglitazone plus insulin (1.1%) developed congestive heart failure
compared with none of the 187 patients on insulin therapy alone.
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All four of these patients had previous histories of cardiovascular conditions including coronary artery
disease, previous CABG procedures, and myocardial infarction. In a 24-week dose-controlled study in
which pioglitazone was co-administered with insulin, 0.3% of patients (1/345) on 30 mg and 0.9%
(3/345) of patients on 45 mg reported CHF as a serious adverse event.

Analysis of data from these studies did not identify specific factors that predict increased risk of
congestive heart failure on combination therapy with insulin.

In type 2 diabetes and congestive heart failure (systolic dysfunction)

A 24-week post-marketing safety study was performed to compare ACTOS (n=262) to glyburide
(n=256) in uncontrolled diabetic patients (mean A1C 8.8% at baseline) with NYHA Class II and III
heart failure and ejection fraction less than 40% (mean EF 30% at baseline). Over the course of the
study, overnight hospitalization for congestive heart failure was reported in 9.9% of patients on
ACTOS compared to 4.7% of patients on glyburide with a treatment difference observed from 6
weeks. This adverse event associated with ACTOS was more marked in patients using insulin at
baseline and in patients over 64 years of age. No difference in cardiovascular mortality between the
treatment groups was observed.

ACTOS should be initiated at the lowest approved dose if it is prescribed for patients with type 2
diabetes and systolic heart failure (NYHA Class II). If subsequent dose escalation is necessary, the
dose should be increased gradually only after several months of treatment with careful monitoring for
weight gain, edema, or signs and symptoms of CHF exacerbation.

Prospective Pioglitazone Clinical Trial In Macrovascular Events (PROactive)

In PROactive, 5238 patients with type 2 diabetes and a prior history of macrovascular disease were
treated with ACTOS (n=2605), force-titrated up to 45 mg once daily, or placebo (n=2633) (see
ADVERSE REACTIONS). The percentage of patients who had an event of serious heart failure was
higher for patients treated with ACTOS (5.7%, n=149) than for patients treated with placebo (4.1%,
n=108). The incidence of death subsequent to a report of serious heart failure was 1.5% (n=40) in
patients treated with ACTOS and 1.4% (n=37) in placebo-treated patients. In patients treated with an
insulin-containing regimen at baseline, the incidence of serious heart failure was 6.3% (n=54/864) with
ACTOS and 5.2% (n=47/896) with placebo. For those patients treated with a sulfonylurea-containing
regimen at baseline, the incidence of serious heart failure was 5.8% (n=94/1624) with ACTOS and
4.4% (n=71/1626) with placebo.

PRECAUTIONS

General: Pioglitazone hydrochloride

Pioglitazone exerts its antihyperglycemic effect only in the presence of insulin. Therefore,
ACTOPLUS MET should not be used in patients with type 1 diabetes or for the treatment of
diabetic ketoacidosis.

Hypoglycemia: Patients receiving pioglitazone in combination with insulin or oral hypoglycemic
agents may be at risk for hypoglycemia, and a reduction in the dose of the concomitant agent may be
necessary.

Cardiovascular: In U.S. placebo-controlled clinical trials that excluded patients with New York Heart
Association (NYHA) Class IIT and IV cardiac status, the incidence of serious cardiac adverse events
related to volume expansion was not increased in patients treated with pioglitazone as monotherapy or
in combination with sulfonylureas or metformin vs. placebo-treated patients.
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In insulin combination studies, a small number of patients with a history of previously existing cardiac
disease developed congestive heart failure when treated with pioglitazone in combination with insulin
(sece WARNINGS, Pioglitazone hydrochloride). Patients with NYHA Class III and IV cardiac status
were not studied in pre-approval pioglitazone clinical trials. Pioglitazone is not indicated in patients
with NYHA Class III or IV cardiac status.

In postmarketing experience with pioglitazone, cases of congestive heart failure have been reported
in patients both with and without previously known heart disease.

Edema: In all U.S. clinical trials with pioglitazone, edema was reported more frequently in patients
treated with pioglitazone than in placebo-treated patients and appears to be dose related (see
ADVERSE REACTIONS). In postmarketing experience, reports of initiation or worsening of edema
have been received. Since thiazolidinediones, including pioglitazone, can cause fluid retention, which
can exacerbate or lead to congestive heart failure, ACTOPLUS MET should be used with caution in
patients at risk for heart failure. Patients should be monitored for signs and symptoms of heart failure
(see BOXED WARNING, WARNINGS, Pioglitazone hydrochloride, and PRECAUTIONS,
Information for Patients).

Weight Gain: Dose related weight gain was observed with pioglitazone alone and in combination with
other hypoglycemic agents (Table 3). The mechanism of weight gain is unclear but probably involves

a combination of fluid retention and fat accumulation.

Weight Changes (kg) from Baseline during Double-Blind

Table 3: Clinical Trials with Pioglitazone
Control pioglitazone | pioglitazone | pioglitazone
Group 15 mg 30 mg 45 mg
Median Median Median Median
(25%/75™ (25%/75™ @5%/75™ (25"/75™
percentile) percentile) percentile) percentile)
-1.4(-2.7/0.0) | 0.9(-0.5/3.4) | 1.0(-0.9/3.4) | 2.6 (0.2/5.4)
Monotherapy n=256 n=79 n=188 n="79
-0.5(-1.8/0.7) | 2.0(0.2/3.2) | 3.1(1.1/5.4) | 4.1(1.8/7.3)
Combination |V onylurea n=187 n=183 n=528 n=333
Therapy . -1.4 (-3.2/0.3) 0.9 (-0.3/3.2) | 1.8 (-0.9/5.0)
e n=160 A n=567 n=407
Insulin 0.2 (-1.4/1.4) | 2.3(0.5/4.3) | 3.3(0.9/6.3) | 4.1(1.4/6.8)
n=182 n=190 n=522 n=338

Note: Trial durations of 16 to 26 weeks
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Ovulation: Therapy with pioglitazone, like other thiazolidinediones, may result in ovulation in some
premenopausal anovulatory women. Thus, adequate contraception in premenopausal women should
be recommended while taking ACTOPLUS MET. This possible effect has not been investigated in
clinical studies so the frequency of this occurrence is not known.

Hematologic: Across all clinical studies with pioglitazone, mean hemoglobin values declined by 2% to
4% in patients treated with pioglitazone. These changes primarily occurred within the first 4 to 12
weeks of therapy and remained relatively constant thereafter. These changes may be related to
increased plasma volume and have rarely been associated with any significant hematologic clinical
effects (see ADVERSE REACTIONS, Laboratory Abnormalities). ACTOPLUS MET may cause
decreases in hemoglobin and hematocrit.

Hepatic Effects: In pre-approval clinical studies worldwide, over 4500 subjects were treated with
pioglitazone. In U.S. clinical studies, over 4700 patients with type 2 diabetes received pioglitazone.
There was no evidence of drug-induced hepatotoxicity or elevation of ALT levels in the clinical
studies.

During pre-approval placebo-controlled clinical trials in the U.S., a total of 4 of 1526 (0.26%)
patients treated with pioglitazone and 2 of 793 (0.25%) placebo-treated patients had ALT values = 3
times the upper limit of normal. The ALT elevations in patients treated with pioglitazone were
reversible and were not clearly related to therapy with pioglitazone.

In postmarketing experience with pioglitazone, reports of hepatitis and of hepatic enzyme
elevations to 3 or more times the upper limit of normal have been received. Very rarely, these reports
have involved hepatic failure with and without fatal outcome, although causality has not been
established.

Pending the availability of the results of additional large, long-term controlled clinical trials and
additional postmarketing safety data on pioglitazone, it is recommended that patients treated with
ACTOPLUS MET undergo periodic monitoring of liver enzymes.

Serum ALT (alanine aminotransferase) levels should be evaluated prior to the initiation of therapy
with ACTOPLUS MET in all patients and periodically thereafter per the clinical judgment of the
health care professional. Liver function tests should also be obtained for patients if symptoms
suggestive of hepatic dysfunction occur, e.g., nausea, vomiting, abdominal pain, fatigue, anorexia, or
dark urine. The decision whether to continue the patient on therapy with ACTOPLUS MET should be
guided by clinical judgment pending laboratory evaluations. If jaundice is observed, drug therapy
should be discontinued.

Therapy with ACTOPLUS MET should not be initiated if the patient exhibits clinical evidence of
active liver disease or the ALT levels exceed 2.5 times the upper limit of normal. Patients with mildly
elevated liver enzymes (ALT levels at 1 to 2.5 times the upper limit of normal) at baseline or any time
during therapy with ACTOPLUS MET should be evaluated to determine the cause of the liver enzyme
elevation. Initiation or continuation of therapy with ACTOPLUS MET in patients with mildly
elevated liver enzymes should proceed with caution and include appropriate clinical follow-up which
may include more frequent liver enzyme monitoring.
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If serum transaminase levels are increased (ALT > 2.5 times the upper limit of normal), liver
function tests should be evaluated more frequently until the levels return to normal or pretreatment
values. If ALT levels exceed 3 times the upper limit of normal, the test should be repeated as soon as
possible. If ALT levels remain > 3 times the upper limit of normal or if the patient is jaundiced,
ACTOPLUS MET therapy should be discontinued.

Macular Edema: Macular edema has been reported in post-marketing experience in diabetic patients
who were taking pioglitazone or another thiazolidinedione. Some patients presented with blurred
vision or decreased visual acuity, but some patients appear to have been diagnosed on routine
ophthalmologic examination. Some patients had peripheral edema at the time macular edema was
diagnosed. Some patients had improvement in their macular edema after discontinuation of their
thiazolidinedione. It is unknown whether or not there is a causal relationship between pioglitazone and
macular edema. Patients with diabetes should have regular eye exams by an ophthalmologist, per the
Standards of Care of the American Diabetes Association. Additionally, any diabetic who reports any
kind of visual symptom should be promptly referred to an ophthalmologist, regardless of the patient's
underlying medications or other physical findings (see ADVERSE REACTIONS).

Fractures: In a randomized trial (PROactive) in patients with type 2 diabetes (mean duration of
diabetes 9.5 years), an increased incidence of bone fracture was noted in female patients taking
pioglitazone. During a mean follow-up of 34.5 months, the incidence of bone fracture in females was
5.1% (44/870) for pioglitazone versus 2.5% (23/905) for placebo. This difference was noted after the
first year of treatment and remained during the course of the study. The majority of fractures observed
in female patients were nonvertebral fractures including lower limb and distal upper limb. No increase
in fracture rates was observed in men treated with pioglitazone 1.7% (30/1735) versus placebo 2.1%
(37/1728). The risk of fracture should be considered in the care of patients, especially female patients,
treated with pioglitazone and attention should be given to assessing and maintaining bone health
according to current standards of care.

General: Metformin hydrochloride

Monitoring of renal function: Metformin is known to be substantially excreted by the kidney, and the
risk of metformin accumulation and lactic acidosis increases with the degree of impairment of renal
function. Thus, patients with serum creatinine levels above the upper limit of normal for their age
should not receive ACTOPLUS MET. In patients with advanced age, ACTOPLUS MET should be
carefully titrated to establish the minimum dose for adequate glycemic effect, because aging is
associated with reduced renal function. In elderly patients, particularly those > 80 years of age, renal
function should be monitored regularly and, generally, ACTOPLUS MET should not be titrated to the
maximum dose of the metformin component (see WARNINGS, Metformin hydrochloride and
DOSAGE AND ADMINISTRATION).

Before initiation of therapy with ACTOPLUS MET and at least annually thereafter, renal function
should be assessed and verified as normal. In patients in whom development of renal dysfunction is
anticipated, renal function should be assessed more frequently and ACTOPLUS MET discontinued if
evidence of renal impairment is present.

Use of concomitant medications that may affect renal function or metformin disposition:
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Concomitant medication(s) that may affect renal function or result in significant hemodynamic change
or may interfere with the disposition of metformin, such as cationic drugs that are eliminated by renal
tubular secretion (see PRECAUTIONS, Drug Interactions, Metformin hydrochloride), should be
used with caution.

Radiologic studies involving the use of intravascular iodinated contrast materials (for example,
intravenous urogram, intravenous cholangiography, angiography, and computed tomography (CT)
scans with intravascular contrast materials): Intravascular contrast studies with iodinated materials can
lead to acute alteration of renal function and have been associated with lactic acidosis in patients
receiving metformin (see CONTRAINDICATIONS). Therefore, in patients in whom any such study
is planned, ACTOPLUS MET should be temporarily discontinued at the time of or prior to the
procedure, and withheld for 48 hours subsequent to the procedure and reinstituted only after renal
function has been re-evaluated and found to be normal.

Hypoxic states: Cardiovascular collapse (shock) from whatever cause, acute congestive heart failure,
acute myocardial infarction and other conditions characterized by hypoxemia have been associated
with lactic acidosis and may also cause prerenal azotemia. When such events occur in patients
receiving ACTOPLUS MET therapy, the drug should be promptly discontinued.

Surgical procedures: Use of ACTOPLUS MET should be temporarily suspended for any surgical
procedure (except minor procedures not associated with restricted intake of food and fluids) and should
not be restarted until the patient's oral intake has resumed and renal function has been evaluated as
normal. -

Alcohol intake: Alcohol is known to potentiate the effect of metformin on lactate metabolism. Patients,
therefore, should be warned against excessive alcohol intake, acute or chronic, while receiving
ACTOPLUS MET.

Impaired hepatic function: Since impaired hepatic function has been associated with some cases of
lactic acidosis, ACTOPLUS MET should generally be avoided in patients with clinical or laboratory
evidence of hepatic disease.

Vitamin B;, levels: In controlled clinical trials of metformin at 29 weeks' duration, a decrease to
subnormal levels of previously normal serum vitamin By, levels, without clinical manifestations, was

observed in approximately 7% of patients. Such decrease, possibly due to interference with By,
absorption from the B, -intrinsic factor complex, is, however, very rarely associated with anemia and
appears to be rapidly reversible with discontinuation of metformin or vitamin B, supplementation.
Measurement of hematologic parameters on an annual basis is advised in patients on ACTOPLUS
MET and any apparent abnormalities should be appropriately investigated and managed (see
PRECAUTIONS, General: Metformin hydrochloride and Laboratory Tests). Certain individuals
(those with inadequate vitamin B, or calcium intake or absorption) appear to be predisposed to
developing subnormal vitamin B, levels. In these patients, routine serum vitamin B, measurements at
two- to three-year intervals may be useful.

Change in clinical status of patients with previously controlled type 2 diabetes: A patient with type 2
diabetes previously well-controlled on ACTOPLUS MET who develops laboratory abnormalities or
clinical illness (especially vague and poorly defined illness) should be evaluated promptly for evidence
of ketoacidosis or lactic acidosis.
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Evaluation should include serum electrolytes and ketones, blood glucose and, if indicated, blood pH,
lactate, pyruvate and metformin levels. If acidosis of either form occurs, ACTOPLUS MET must be
stopped immediately and other appropriate corrective measures initiated (see WARNINGS,
Metformin hydrochloride).

Hypoglycemia: Hypoglycemia does not occur in patients receiving metformin alone under usual
circumstances of use, but could occur when caloric intake is deficient, when strenuous exercise is not
compensated by caloric supplementation, or during concomitant use with hypoglycemic agents (such
as sulfonylureas or insulin) or ethanol. Elderly, debilitated or malnourished patients and those with
adrenal or pituitary insufficiency or alcohol intoxication are particularly susceptible to hypoglycemic
effects. Hypoglycemia may be difficult to recognize in the elderly and in people who are taking beta-
adrenergic blocking drugs.

Loss of control of blood glucose: When a patient stabilized on any diabetic regimen is exposed to
stress such as fever, trauma, infection, or surgery, a temporary loss of glycemic control may occur. At
such times, it may be necessary to withhold ACTOPLUS MET and temporarily administer insulin.
ACTOPLUS MET may be reinstituted after the acute episode is resolved.

Laboratory Tests
FPG and A1C measurements should be performed periodically to monitor glycemic control and
therapeutic response to ACTOPLUS MET.

Liver enzyme monitoring is recommended prior to initiation of therapy with ACTOPLUS MET in
all patients and periodically thereafter per the clinical judgment of the health care professional (see
PRECAUTIONS, General: Pioglitazone hydrochloride and ADVERSE REACTIONS, Serum
Transaminase Levels).

Initial and periodic monitoring of hematologic parameters (e.g., hemoglobin/hematocrit and red
blood cell indices) and renal function (serum creatinine) should be performed, at least on an annual
basis. While megaloblastic anemia has rarely been seen with metformin therapy, if this is suspected,
Vitamin B, deficiency should be excluded.

Information for Patients

Patients should be instructed regarding the importance of adhering to dietary instructions, a regular
exercise program, and regular testing of blood glucose and A1C. During periods of stress such as
fever, trauma, infection, or surgery, medication requirements may change and patients should be
reminded to seek medical advice promptly.

The risks of lactic acidosis, its symptoms and conditions that predispose to its development, as
noted in the WARNINGS, Metformin hydrochloride and PRECAUTIONS, General: Metformin
hydrochloride sections, should be explained to patients. Patients should be advised to discontinue
ACTOPLUS MET immediately and to promptly notify their health care professional if unexplained
hyperventilation, myalgia, malaise, unusual somnolence or other nonspecific symptoms occur.
Gastrointestinal symptoms are common during initiation of metformin treatment and may occur during
initiation of ACTOPLUS MET therapy; however, patients should consult with their physician if they
develop unexplained symptoms.
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Although gastrointestinal symptoms that occur after stabilization are unlikely to be drug related,
such an occurrence of symptoms should be evaluated to determine if it may be due to lactic acidosis or
other serious disease.

Patients should be counseled against excessive alcohol intake, either acute or chronic, while
receiving ACTOPLUS MET.

Patients who experience an unusually rapid increase in weight or edema or who develop shortness
of breath or other symptoms of heart failure while on ACTOPLUS MET should immediately report
these symptoms to their physician.

Patients should be told that blood tests for liver function will be performed prior to the start of
therapy and periodically thereafter per the clinical judgment of the health care professional. Patients
should be told to seek immediate medical advice for unexplained nausea, vomiting, abdominal pain,
fatigue, anorexia, or dark urine.

Patients should be informed about the importance of regular testing of renal function and
hematologic parameters when receiving treatment with ACTOPLUS MET.

Therapy with a thiazolidinedione, which is the active pioglitazone component of the ACTOPLUS
MET tablet, may result in ovulation in some premenopausal anovulatory women. As a result, these
patients may be at an increased risk for pregnancy while taking ACTOPLUS MET. Thus, adequate
contraception in premenopausal women should be recommended. This possible effect has not been
investigated in clinical studies so the frequency of this occurrence is not known.

Combination antihyperglycemic therapy may cause hypoglycemia. When initiating ACTOPLUS
MET, the risks of hypoglycemia, its symptoms and treatment, and conditions that predispose to its
development should be explained to patients.

Patients should be told to take ACTOPLUS MET as prescribed and instructed that any change in
dosing should only be done if directed by their physician.

Drug Interactions

Pioglitazone hydrochloride

In vivo drug-drug interaction studies have suggested that pioglitazone may be a weak inducer of
CYP450 isoform 3A4 substrate.

An enzyme inhibitor of CYP2C8 (such as gemfibrozil) may significantly increase the AUC of
pioglitazone and an enzyme inducer of CYP2CS (such as rifampin) may significantly decrease the
AUC of pioglitazone. Therefore, if an inhibitor or inducer of CYP2CS is started or stopped during
treatment with pioglitazone, changes in diabetes treatment may be needed based on clinical response
(See CLINICAL PHARMACOLOGY, Drug-Drug Interactions, Pioglitazone hydrochloride).

Metformin hydrochloride

Furosemide: A single-dose, metformin-furosemide drug interaction study in healthy subjects
demonstrated that pharmacokinetic parameters of both compounds were affected by co-administration.
Furosemide increased the metformin plasma and blood Cy.x by 22% and blood AUC by 15%, without
any significant change in metformin renal clearance.
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When administered with metformin, the Cpax and AUC of furosemide were 31% and 12% smaller,
respectively, than when administered alone and the terminal half-life was decreased by 32%, without
any significant change in furosemide renal clearance. No information is available about the interaction
of metformin and furosemide when co-administered chronically.

Nifedipine: A single-dose, metformin-nifedipine drug interaction study in normal healthy volunteers
demonstrated that co-administration of nifedipine increased plasma metformin Cax and AUC by 20%
and 9%, respectively and increased the amount excreted in the urine. Tyax and half-life were
unaffected. Nifedipine appears to enhance the absorption of metformin. Metformin had minimal effects
on nifedipine.

Cationic Drugs: Cationic drugs (e.g., amiloride, digoxin, morphine, procainamide, quinidine, quinine,
ranitidine, triamterene, trimethoprim, and vancomycin) that are eliminated by renal tubular secretion
theoretically have the potential for interaction with metformin by competing for common renal tubular
transport systems. Such interaction between metformin and oral cimetidine has been observed in
normal healthy volunteers in both single- and multiple-dose, metformin-cimetidine drug interaction
studies with a 60% increase in peak metformin plasma and whole blood concentrations and a 40%
increase in plasma and whole blood metformin AUC. There was no change in elimination half-life in
the single-dose study. Metformin had no effect on cimetidine pharmacokinetics. Although such
interactions remain theoretical (except for cimetidine), careful patient monitoring and dose adjustment
of ACTOPLUS MET and/or the interfering drug is recommended in patients who are taking cationic
medications that are excreted via the proximal renal tubular secretory system.

Other: Certain drugs tend to produce hyperglycemia and may lead to loss of glycemic control. These
drugs include thiazides and other diuretics, corticosteroids, phenothiazines, thyroid products,
estrogens, oral contraceptives, phenytoin, nicotinic acid, sympathomimetics, calcium channel blocking
drugs, and isoniazid. When such drugs are administered to a patient receiving ACTOPLUS MET, the
patient should be closely observed to maintain adequate glycemic control.

In healthy volunteers, the pharmacokinetics of metformin and propranolol and metformin and
ibuprofen were not affected when co-administered in single-dose interaction studies.

Metformin is negligibly bound to plasma proteins and is therefore, less likely to interact with highly
protein-bound drugs such as salicylates, sulfonamides, chloramphenicol and probenecid.

Carcinogenesis, Mutagenesis, Impairment of Fertility

ACTOPLUS MET

No animal studies have been conducted with ACTOPLUS MET. The following data are based on
findings in studies performed with pioglitazone or metformin individually.

Pioglitazone hydrochloride

A two-year carcinogenicity study was conducted in male and female rats at oral doses up to 63 mg/kg
(approximately 14 times the maximum recommended human oral dose of 45 mg based on mg/m?).
Drug-induced tumors were not observed in any organ except for the urinary bladder. Benign and/or
malignant transitional cell neoplasms were observed in male rats at 4 mg/kg/day and above
(approximately equal to the maximum recommended human oral dose based on mg/m?).
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A two-year carcinogenicity study was conducted in male and female mice at oral doses up to
100 mg/kg/day (approximately 11 times the maximum recommended human oral dose based on
mg/m”). No drug-induced tumors were observed in any organ.

During prospective evaluation of urinary cytology involving more than 1800 patients receiving
pioglitazone in clinical trials up to one year in duration, no new cases of bladder tumors were
identified. In two 3-year studies in which pioglitazone was compared to placebo or glyburide, there
were 16/3656 (0.44%) reports of bladder cancer in patients taking pioglitazone compared to 5/3679
(0.14%) in patients not taking pioglitazone. After excluding patients in whom exposure to study drug
was less than one year at the time of diagnosis of bladder cancer, there were six (0.16%) cases on
pioglitazone and two (0.05%) on placebo.

Pioglitazone HCI was not mutagenic in a battery of genetic toxicology studies, including the Ames
bacterial assay, a mammalian cell forward gene mutation assay (CHO/HPRT and AS52/XPRT), an in
vitro cytogenetics assay using CHL cells, an unscheduled DNA synthesis assay, and an in vivo
micronucleus assay.

No adverse effects upon fertility were observed in male and female rats at oral doses up to
40 mg/kg pioglitazone HCI daily prior to and throughout mating and gestation (approximately 9 times
the maximum recommended human oral dose based on mg/mz).

Metformin hydrochloride

Long-term carcinogenicity studies have been performed in rats (dosing duration of 104 weeks) and
mice (dosing duration of 91 weeks) at doses up to and including 900 mg/kg/day and 1500 mg/kg/day,
respectively. These doses are both approximately four times a human daily dose of 2000 mg of the
metformin component of ACTOPLUS MET based on body surface area comparisons. No evidence of
carcinogenicity with metformin was found in either male or female mice. Similarly, there was no
tumorigenic potential observed with metformin in male rats. There was, however, an increased
incidence of benign stromal uterine polyps in female rats treated with 900 mg/kg/day.

There was no evidence of mutagenic potential of metformin in the following in vitro tests: Ames
test (S. typhimurium ), gene mutation test (mouse lymphoma cells), or chromosomal aberrations test
(human lymphocytes). Results in the in vivo mouse micronucleus test were also negative.

Fertility of male or female rats was unaffected by metformin when administered at doses as high as
600 mg/kg/day, which is approximately three times the maximum recommended human daily dose of
the metformin component of ACTOPLUS MET based on body surface area comparisons.

Animal Toxicology

Pioglitazone hydrochloride

Heart enlargement has been observed in mice (100 mg/kg), rats (4 mg/kg and above) and dogs

(3 mg/kg) treated orally with the pioglitazone HCI component of ACTOPLUS MET (approximately
11, 1, and 2 times the maximum recommended human oral dose for mice, rats, and dogs, respectively,
based on mg/m?). In a one-year rat study, drug-related early death due to apparent heart dysfunction
occurred at an oral dose of 160 mg/kg/day (approximately 35 times the maximum recommended
human oral dose based on mg/m?). Heart enlargement was seen in a 13-week study in monkeys at oral
doses of 8.9 mg/kg and above (approximately 4 times the maximum recommended human oral dose
based on mg/m?), but not in a 52-week study at oral doses up to 32 mg/kg (approximately 13 times the
maximum recommended human oral dose based on mg/m?).
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Pregnancy: Pregnancy Category C

ACTOPLUS MET

Because current information strongly suggests that abnormal blood glucose levels during pregnancy
are associated with a higher incidence of congenital anomalies, as well as increased neonatal morbidity
and mortality, most experts recommend that insulin be used during pregnancy to maintain blood
glucose levels as close to normal as possible. ACTOPLUS MET should not be used during pregnancy
unless the potential benefit justifies the potential risk to the fetus.

There are no adequate and well-controlled studies in pregnant women with ACTOPLUS MET or
its individual components. No animal studies have been conducted with the combined products in
ACTOPLUS MET. The following data are based on findings in studies performed with pioglitazone
or metformin individually.

Pioglitazone hydrochloride

Pioglitazone was not teratogenic in rats at oral doses up to 80 mg/kg or in rabbits given up to

160 mg/kg during organogenesis (approximately 17 and 40 times the maximum recommended human
oral dose based on mg/m2, respectively). Delayed parturition and embryotoxicity (as evidenced by
increased postimplantation losses, delayed development and reduced fetal weights) were observed in
rats at oral doses of 40 mg/kg/day and above (approximately 10 times the maximum recommended
human oral dose based on mg/m~). No functional or behavioral toxicity was observed in offspring of
rats. In rabbits, embryotoxicity was observed at an oral dose of 160 mg/kg (approximately 40 times
the maximum recommended human oral dose based on mg/m?). Delayed postnatal development,
attributed to decreased body weight, was observed in offspring of rats at oral doses of 10 mg/kg and
above during late gestation and lactation periods (approximately 2 times the maximum recommended
human oral dose based on mg/m?).

Metformin hydrochloride

Metformin was not teratogenic in rats and rabbits at doses up to 600 mg/kg/day. This represents an
exposure of about two and six times a human daily dose of 2000 mg based on body surface area
comparisons for rats and rabbits, respectively. Determination of fetal concentrations demonstrated a
partial placental barrier to metformin.

Nursing Mothers

No studies have been conducted with the combined components of ACTOPLUS MET. In studies
performed with the individual components, both pioglitazone and metformin are secreted in the milk of
lactating rats. It is not known whether pioglitazone and/or metformin is secreted in human milk.
Because many drugs are excreted in human milk, ACTOPLUS MET should not be administered to a
breastfeeding woman. If ACTOPLUS MET is discontinued, and if diet alone is inadequate for
controlling blood glucose, insulin therapy should be considered.

Pediatric Use
Safety and effectiveness of ACTOPLUS MET in pediatric patients have not been established.

Elderly Use

Pioglitazone hydrochloride

Approximately 500 patients in placebo-controlled clinical trials of pioglitazone were 65 and over. No
significant differences in effectiveness and safety were observed between these patients and younger
patients.
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Metformin hydrochloride

Controlled clinical studies of metformin did not include sufficient numbers of elderly patients to
determine whether they respond differently from younger patients, although other reported clinical
experience has not identified differences in responses between the elderly and young patients.
Metformin is known to be substantially excreted by the kidney and because the risk of serious adverse
reactions to the drug is greater in patients with impaired renal function, ACTOPLUS MET should only
be used in patients with normal renal function (sse CONTRAINDICATIONS, WARNINGS,
Metformin hydrochloride and CLINICAL PHARMACOLOGY, Special Populations). Because
aging is associated with reduced renal function, ACTOPLUS MET should be used with caution as age
increases. Care should be taken in dose selection and should be based on careful and regular
monitoring of renal function. Generally, elderly patients should not be titrated to the maximum dose of
ACTOPLUS MET (see WARNINGS, Metformin hydrochloride and DOSAGE AND
ADMINISTRATION).

ADVERSE REACTIONS

Over 8500 patients with type 2 diabetes have been treated with pioglitazone in randomized,
double-blind, controlled clinical trials. This includes 2605 high-risk patients with type 2 diabetes
treated with pioglitazone from the PROactive clinical trial. Over 6000 patients have been treated for 6
months or longer, and over 4500 patients for one year or longer. Over 3000 patients have received
pioglitazone for at least 2 years.

The most common adverse events reported in at least 5% of patients in the controlled 16-week clinical
trial between placebo plus metformin and pioglitazone 30 mg plus metformin were upper respiratory
tract infection (15.6% and 15.5%), diarrhea (6.3% and 4.8%), combined edema/peripheral edema
(2.5% and 6.0%) and headache (1.9% and 6.0%), respectively.

The incidence and type of adverse events reported in at least 5% of patients in any combined
treatment group from the 24-week study comparing pioglitazone 30 mg plus metformin and
pioglitazone 45 mg plus metformin are shown in Table 4; the rate of adverse events resulting in study
discontinuation between the two treatment groups was 7.8% and 7.7%, respectively.

Table 4. Adverse Events That Occurred in = 5% of Patients in Any Treatment Group During
the 24-Week Study

Adverse Event Pioglitazone 30 mg Pioglitazone 45 mg
Preferred Term + metformin + metformin
N=411 N=416
. B - n (%) n (%)
Upper Respiratory Tract Infection 51(12.4) 56 (13.5)
Diarrhea 24 (5.8) 20 (4.8)
Nausea 24 (5.8) 15 (3.6)
Headache 19 (4.6) 22 (5.3)
Urinary Tract Infection 24 (5.8) 22 (5.3)
Sinusitis 18 (4.4) 21 (5.0)
| Dizziness 22 (5.4) 20 (4.8)
' Edema Lower Limb 12 (2.9) 47 (11.3)
Weight Increased 12 (2.9) 28 (6.7)
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Most clinical adverse events were similar between groups treated with pioglitazone in
combination with metformin and those treated with pioglitazone monotherapy. Other adverse events
reported in at least 5% of patients in controlled clinical trials between placebo and pioglitazone
monotherapy included myalgia (2.7% and 5.4%), tooth disorder (2.3% and 5.3%), diabetes mellitus
aggravated (8.1% and 5.1%) and pharyngitis (0.8% and 5.1%), respectively.

In U.S. double-blind studies, anemia was reported in < 2% of patients treated with pioglitazone
plus metformin (see PRECAUTIONS, General: Pioglitazone hydrochloride).

In monotherapy studies, edema was reported for 4.8% (with doses from 7.5 mg to 45 mg) of
patients treated with pioglitazone versus 1.2% of placebo-treated patients. Most of these events were
considered mild or moderate in intensity (see PRECAUTIONS, General: Pioglitazone
hydrochloride).

Prospective Pioglitazone Clinical Trial In Macrovascular Events (PROactive)

In PROactive, 5238 patients with type 2 diabetes and a prior history of macrovascular disease were
treated with ACTOS (n=2605), force-titrated up to 45 mg daily, or placebo (n=2633), in addition to
standard of care. Almost all subjects (95%) were receiving cardiovascular medications (beta blockers,
ACE inhibitors, ARBs, calcium channel blockers, nitrates, diuretics, aspirin, statins, fibrates). Patients
had a mean age of 61.8 years, mean duration of diabetes 9.5 years, and mean A1C 8.1%. Average
duration of follow-up was 34.5 months. The primary objective of this trial was to examine the effect of
ACTOS on mortality and macrovascular morbidity in patients with type 2 diabetes mellitus who were
at high risk for macrovascular events. The primary efficacy variable was the time to the first
occurrence of any event in the cardiovascular composite endpoint (see table 5 below). Although there
was no statistically significant difference between ACTOS and placebo for the 3-year incidence of a

first event within this composite, there was no increase in mortality or in total macrovascular events
with ACTOS.

Table 5.
Number of First and Total Events for Each Component within the Cardiovascular
Composite Endpoint
Placebo ACTOS
N=2633 N=2605
First Total First Total
Cardiovascular Events Evente events Events events
Any event 572 900 514 803
All-cause mortality 122 186 110 177
Non-fatal MI 118 157 105 131
Stroke 96 119 76 92
ACS 63 78 42 65
Cardiac intervention 101 240 101 195
Major leg amputation 15 28 9 28
Leg revascularization 57 92 71 115

Postmarketing reports of new onset or worsening diabetic macular edema with decreased visual

acuity have also been received (see PRECAUTIONS, General: Pioglitazone hydrochloride).
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Laboratory Abnormalities

Hematologic: Pioglitazone may cause decreases in hemoglobin and hematocrit. The fall in
hemoglobin and hematocrit with pioglitazone appears to be dose related. Across all clinical studies,
mean hemoglobin values declined by 2% to 4% in patients treated with pioglitazone. These changes
generally occurred within the first 4 to 12 weeks of therapy and remained relatively stable thereafter.
These changes may be related to increased plasma volume associated with pioglitazone therapy and
have rarely been associated with any significant hematologic clinical effects (see PRECAUTIONS,
General: Pioglitazone hydrochloride).

In controlled clinical trials of metformin at 29 weeks' duration, a decrease to subnormal levels of
previously normal serum vitamin By, levels, without clinical manifestations, was observed in
approximately 7% of patients. Such decrease, possibly due to interference with B, absorption from the
B, -intrinsic factor complex, is, however, very rarely associated with anemia and appears to be rapidly
reversible with discontinuation of metformin or vitamin B, supplementation (sse PRECAUTIONS,
General: Metformin hydrochloride).

Serum Transaminase Levels: During all clinical studies in the U.S., 14 of 4780 (0.30%) patients
treated with pioglitazone had ALT values > 3 times the upper limit of normal during treatment. All
patients with follow-up values had reversible elevations in ALT. In the population of patients treated
with pioglitazone, mean values for bilirubin, AST, ALT, alkaline phosphatase, and GGT were
decreased at the final visit compared with baseline. Fewer than 0.9% of patients treated with
pioglitazone were withdrawn from clinical trials in the U.S. due to abnormal liver function tests.

In pre-approval clinical trials, there were no cases of idiosyncratic drug reactions leading to hepatic
failure (see PRECAUTIONS, General: Pioglitazone hydrochloride).

CPK Levels: During required laboratory testing in clinical trials with pioglitazone, sporadic, transient
elevations in creatine phosphokinase levels (CPK) were observed. An isolated elevation to greater
than 10 times the upper limit of normal was noted in 9 patients (values of 2150 to 11400 IU/L). Six of
these patients continued to receive pioglitazone, two patients had completed receiving study
medication at the time of the elevated value and one patient discontinued study medication due to the
elevation. These elevations resolved without any apparent clinical sequelae. The relationship of these
events to pioglitazone therapy is unknown.

OVERDOSAGE

Pioglitazone hydrochloride

During controlled clinical trials, one case of overdose with pioglitazone was reported. A male patient
took 120 mg per day for four days, then 180 mg per day for seven days. The patient denied any
clinical symptoms during this period.

In the event of overdosage, appropriate supportive treatment should be initiated according to
patient’s clinical signs and symptoms.

Metformin hydrochloride

Overdose of metformin hydrochloride has occurred, including ingestion of amounts greater than 50
grams. Hypoglycemia was reported in approximately 10% of cases, but no causal association with
metformin hydrochloride has been established. Lactic acidosis has been reported in approximately
32% of metformin overdose cases (sece WARNINGS, Metformin hydrochloride). Metformin is
dialyzable with a clearance of up to 170 mL/min under good hemodynamic conditions.
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Therefore, hemodialysis may be useful for removal of accumulated metformin from patients in whom
metformin overdosage is suspected.

DOSAGE AND ADMINISTRATION

General

The use of antihyperglycemic therapy in the management of type 2 diabetes should be individualized
on the basis of effectiveness and tolerability while not exceeding the maximum recommended daily
dose of pioglitazone 45 mg and metformin 2550 mg.

Dosage Recommendations

Selecting the starting dose of ACTOPLUS MET should be based on the patient's current regimen of
pioglitazone and/or metformin. After initiation of ACTOPLUS MET or with dose increase, patients
should be carefully monitored for adverse events related to fluid retention (see BOXED WARNING
and WARNINGS, Pioglitazone hydrochloride). ACTOPLUS MET should be given in divided daily
doses with meals to reduce the gastrointestinal side effects associated with metformin.

Starting dose for patients inadequately controlled on metformin monotherapy

Based on the usual starting dose of pioglitazone (15-30 mg daily), ACTOPLUS MET may be initiated
at either the 15 mg/500 mg or 15 mg/850 mg tablet strength once or twice daily, and gradually titrated
after assessing adequacy of therapeutic response.

Starting dose for patients who initially responded to pioglitazone monotherapy and require
additional glycemic control

Based on the usual starting doses of metformin (500 mg twice daily or 850 mg daily), ACTOPLUS
MET may be initiated at either the 15 mg/500 mg twice daily or 15 mg/850 mg tablet strength once
daily, and gradually titrated after assessing adequacy of therapeutic response.

Starting dose for patients switching from combination therapy of pioglitazone plus metformin as
separate tablets

ACTOPLUS MET may be initiated with either the 15 mg/500 mg or 15 mg/850 mg tablet strengths
based on the dose of pioglitazone and metformin already being taken.

No studies have been performed specifically examining the safety and efficacy of ACTOPLUS
MET in patients previously treated with other oral hypoglycemic agents and switched to ACTOPLUS
MET. Any change in therapy of type 2 diabetes should be undertaken with care and appropriate
monitoring as changes in glycemic control can occur.

Sufficient time should be given to assess adequacy of therapeutic response. Ideally, the response to
therapy should be evaluated using A1C, which is a better indicator of long-term glycemic control than
FPG alone. A1C reflects glycemia over the past two to three months. In clinical use, it is recommended
that patients be treated with ACTOPLUS MET for a period of time adequate to evaluate change in
A1C (8-12 weeks) unless glycemic control as measured by FPG deteriorates.

Special Patient Populations
ACTOPLUS MET is not recommended for use in pregnancy or for use in pediatric patients.
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The initial and maintenance dosing of ACTOPLUS MET should be conservative in patients with
advanced age, due to the potential for decreased renal function in this population. Any dosage
adjustment should be based on a careful assessment of renal function. Generally, elderly, debilitated,
and malnourished patients should not be titrated to the maximum dose of ACTOPLUS MET.
Monitoring of renal function is necessary to aid in prevention of metformin-associated lactic acidosis,
particularly in the elderly (see WARNINGS, Metformin hydrochloride and PRECAUTIONS,
General: Metformin hydrochloride).

Therapy with ACTOPLUS MET should not be initiated if the patient exhibits clinical evidence of
active liver disease or increased serum transaminase levels (ALT greater than 2.5 times the upper limit
of normal) at start of therapy (see PRECAUTIONS, General: Pioglitazone hydrochloride and
CLINICAL PHARMACOLOGY, Special Populations, Hepatic Insufficiency). Liver enzyme
monitoring is recommended in all patients prior to initiation of therapy with ACTOPLUS MET and
periodically thereafter (see PRECAUTIONS, General: Pioglitazone hydrochloride and
PRECAUTIONS, Laboratory Tests).

Maximum Recommended Dose

ACTOPLUS MET tablets are available as a 15 mg pioglitazone plus 500 mg metformin or a 15 mg
pioglitazone plus 850 mg metformin formulation for oral administration. The maximum recommended
dose for pioglitazone is 45 mg daily. The maximum recommended daily dose for metformin is

2550 mg in adults.

HOW SUPPLIED

ACTOPLUS MET is available in 15 mg pioglitazone hydrochloride (as the base)/500 mg metformin
hydrochloride and 15 mg pioglitazone hydrochloride (as the base)/850 mg metformin hydrochloride
tablets as follows:

15 mg/500 mg tablet: white to off-white, oblong, film-coated tablet with “4833M” on one side, and
“15/500” on the other, available in:

Bottles of 60 NDC 64764-155-60

Bottles of 180 NDC 64764-155-18

15 mg/850 mg tablet: white to off-white, oblong, film-coated tablet with “4833M” on one side, and
“15/850” on the other, available in:

Bottles of 60 NDC 64764-158-60
Bottles of 180 NDC 64764-158-18
STORAGE

Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled Room
Temperature]. Keep container tightly closed, and protect from moisture and humidity.

REFERENCES
1. Deng, LJ, et al. Effect of gemfibrozil on the pharmacokinetics of pioglitazone. Eur J Clin
Pharmacol 2005; 61: 831-836, Table 1.
2. Jaakkola, T, et al. Effect of rifampicin on the pharmacokinetics of pioglitazone. Brit J Clin
Pharmacol 2006; 61:1 70-78.
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Rx only

ACTOS® and ACTOPLUS MET® are trademarks of Takeda Pharmaceutical Company Limited
and used under license by Takeda Pharmaceuticals America, Inc.

GLUCOPHAGE? is a registered trademark of Merck Sante S.A.S., an associate of Merck KGaA
of Darmstadt, Germany. Licensed to Bristol-Myers Squibb Company.

Distributed by:
Takeda Pharmaceuticals America, Inc.

Deerfield, IL 60015
©2005 Takeda Pharmaceuticals America, Inc.

05-1139 September 2007
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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Competact 15 mg/850 mg film-coated tablets.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tablet contains 15 mg of pioglitazone (as hydrochloride) and 850 mg of metformin
hydrochloride.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet

The tablets are white to off-white, oblong, film-coated, embossed ‘15 / 850’ on one face and ‘4833M’
on the other.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Competact is indicated in the treatment of type 2 diabetes mellitus patients, particularly overweight
patients, who are unable to achieve sufficient glycaemic control at their maximally tolerated dose of
oral metformin alone. i

4.2 Posology and method of administration

Dosage in adults:

The usual dose of Competact is 30 mg/day pioglitazone plus 1700 mg/day of metformin hydrochloride
(this dosage is achievable with one tablet of Competact 15 mg/850 mg, taken twice a day).

Dose titration with pioglitazone (added to the optimal dose of metformin) should be considered before
the patient is switched to Competact.

When clinically appropriate, direct change from metformin monotherapy to Competact may be
considered.

Taking Competact with, or just after food, may reduce gastrointestinal symptoms associated with
metformin.

Elderly:

As metformin is excreted via the kidney, and elderly patients have a tendency to decreased renal
function, elderly patients taking Competact should have their renal function monitored regularly (see
sections 4.3 and 4.4).

Patients with renal impairment:

Competact should not be used in patients with renal failure or renal dysfunction (creatinine clearance<
60 ml/min)(see sections 4.3 and 4.4).



Patients with hepatic impairment:
Competact should not be used in patients with hepatic impairment (see sections 4.3 and 4.4).
Children and adolescents:

There are no data available on the use of pioglitazone in patients under 18 years of age and therefore
the use of Competact in this age group is not recommended.

4.3 Contraindications

Competact is contraindicated in patients with:

- Hypersensitivity to the active substances or to any of the excipients

- Cardiac failure or history of cardiac failure (NYHA stages I to TV)

- Acute or chronic disease which may cause tissue hypoxia such as cardiac or respiratory failure,
recent myocardial infarction, shock

- Hepatic impairment

- Acute alcohol intoxication, alcoholism

- Diabetic ketoacidosis or diabetic pre-coma

- Renal failure or renal dysfunction (creatinine clearance <60 ml/min) (see section 4.4).

- Acute conditions with the potential to alter renal function such as:

- Dehydration

- Severe infection

- Shock

- Intravascular administration of iodinated contrast agents (see section 4.4)

- Lactation

4.4 Special warnings and precautions for use

There is no clinical experience of pioglitazone in triple combination with other oral antidiabetic
agents.

Lactic acidosis:

Lactic acidosis is a very rare, but serious, metabolic complication that can occur due to metformin
accumulation. Reported cases of lactic acidosis in patients on metformin have occurred primarily in
diabetic patients with significant renal failure. The incidence of lactic acidosis can and should be
reduced by assessing also other associated risk factors such as poorly controlled diabetes, ketosis,
prolonged fasting, excessive alcohol intake, hepatic insufficiency and any condition associated with
hypoxia.

Diagnosis:

Lactic acidosis is characterised by acidotic dyspnoea, abdominal pain and hypothermia followed by
coma. Diagnostic laboratory findings are decreased blood pH, plasma lactate levels above Smmol/l,
and an increased anion gap and lactate/pyruvate ratio. If metabolic acidosis is suspected, treatment
with the medicinal product should be discontinued and the patient hospitalised immediately (see
section 4.9).



Renal Function:

As metformin is excreted by the kidney, serum creatinine concentrations should be determined

regularly:

- at least once a year in patients with normal renal function

- at least two to four times a year in patients with serum creatinine levels at the upper limits of
normal and in elderly subjects

Decreased renal function in elderly patients is frequent and asymptomatic. Special caution should be
exercised in situations where renal function may become impaired, for example when initiating
antihypertensive therapy or diuretic therapy and when starting treatment with a NSAID.

Fluid retention and cardiac failure:

Pioglitazone can cause fluid retention, which may exacerbate or precipitate heart failure. When
treating patients who have at least one risk factor for development of congestive heart failure (e.g.
prior myocardial infarction or symptomatic coronary artery disease), physicians should start with the
lowest available dose and increase the dose gradually. Patients should be observed for signs and
symptoms of heart failure, weight gain or oedema particularly those with reduced cardiac reserve.
There have been cases of cardiac failure reported from the market when pioglitazone was used in
combination with insulin. or patients with a history of cardiac failure. Since insulin and pioglitazone
are associated with fluid retention, concomitant administration of insulin and Competact may increase
the risk of oedema. Competact should be discontinued if any deterioration in cardiac status occurs.

A cardiovascular outcome study of pioglitazone has been performed in patients under 75 years with
type 2 diabetes mellitus and pre-existing major macrovascular disease. Pioglitazone or placebo was
added to existing antidiabetic and cardiovascular therapy for up to 3.5 years. This study showed an
increase in reports of heart failure, however this did not lead to an increase in mortality in this study.
Caution should be exercised in patients over 75 years because of the limited experience in this patient

group.
Monitoring of Liver Function:

There have been rare reports of hepatocellular dysfunction during post-marketing experience with
pioglitazone (see section 4.8). It is recommended, therefore, that patients treated with Competact
undergo periodic monitoring of liver enzymes. Liver enzymes should be checked prior to the initiation
of therapy with Competact in all patients. Therapy with Competact should not be initiated in patients
with increased baseline liver enzyme levels (ALT >2.5 X upper limit of normal) or with any other
evidence of liver disease.

Following initiation of therapy with Competact, it is recommended that liver enzymes be monitored
periodically according to clinical judgement. If ALT levels are increased to 3 X upper limit of normal
during Competact therapy, liver enzyme levels should be reassessed as soon as possible. If ALT levels
remain >3 X the upper limit of normal, therapy should be discontinued. If any patient develops
symptoms suggesting hepatic dysfunction, which may include unexplained nausea, vomiting,
abdominal pain, fatigue, anorexia and/or dark urine, liver enzymes should be checked. The decision
whether to continue the patient on therapy with Competact should be guided by clinical judgement
pending laboratory evaluations. If jaundice is observed, drug therapy should be discontinued.

Weight Gain:
In clinical trials with pioglitazone there was evidence of dose related weight gain, which may be due

to fat accumulation and in some cases associated with fluid retention. In some cases weight increase
may be a symptom of cardiac failure,therefore weight should be closely monitored.



Haematology:

There was a small reduction in mean haemoglobin (4 % relative reduction) and haematocrit (4.1 %
relative reduction) during therapy with pioglitazone, consistent with haemodilution. Similar changes
were seen in metformin (haemoglobin 3 - 4 % and haematocrit 3.6 — 4.1 % relative reductions) treated
patients in comparative controlled trials with pioglitazone.

Hypoglycaemia
Patients receiving pioglitazone in dual oral therapy with a sulphonylurea may be at risk for dose-
related hypoglycaemia, and a reduction in the dose of the sulphonylurea may be necessary.

Eye disorders:

Post-marketing reports of new-onset or worsening diabetic macular oedema with decreased visual
acuity have been reported with thiazolidinediones, including pioglitazone. Many of these patients
reported concurrent peripheral oedema. It is unclear whether or not there is a direct association
between pioglitazone and macular oedema but prescribers should be alert to the possibility of macular
oedema if patients report disturbances in visual acuity; an appropriate ophthalmological referral should
be considered.

Surgery:

As Competact contains metformin hydrochloride, the treatment should be discontinued 48 hours
before elective surgery with general anaesthesia and should not be usually resumed earlier than 48
hours afterwards.

Administration of iodinated contrast agent:

The intravascular administration of iodinated contrast agents in radiological studies can lead to renal
failure. Therefore, due to the metformin active substance, Competact should be discontinued prior to,
or at the time of the test and not reinstituted until 48 hours afterwards, and only after renal function has
been re-evaluated and found to be normal (see section 4.5).

Polycystic ovarian syndrome:

As a consequence of enhancing insulin action, pioglitazone treatment in patients with polycystic
ovarian syndrome may result in resumption of ovulation. These patients may be at risk of pregnancy.
Patients should be aware of the risk of pregnancy and if a patient wishes to become pregnant or if
pregnancy occurs, the treatment should be discontinued (see section 4.6).

Others:

An increased incidence in bone fractures in women was seen in a pooled analysis of adverse event
reports of bone fracture from randomised, controlled, double blind clinical trials in over 8100
pioglitazone and 7400 comparator treated patients, on treatment for up to 3.5 years.

Fractures were observed in 2.6% of women taking pioglitazone compared to 1.7% of women treated
with a comparator. No increase in fracture rates was observed in men treated with pioglitazone (1.3%)
versus comparator (1.5%).

The fracture incidence calculated was 1.9 fractures per 100 patient years in women treated with
pioglitazone and 1.1 fractures per 100 patient years in women treated with a comparator. The
observed excess risk of fractures for women in this dataset on pioglitazone is therefore 0.8 fractures
per 100 patient years of use.

In the 3.5 year cardiovascular risk PROactive study, 44/870 (5.1%; 1.0 fractures per 100 patient years)
of pioglitazone-treated female patients experienced fractures compared to 23/905 (2.5%; 0.5 fractures
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per 100 patient years) of female patients treated with comparator. No increase in fracture rates was
observed in men treated with pioglitazone (1.7%) versus comparator (2.1%). The observed excess risk
of fractures for women on pioglitazone in this study is therefore 0.5 fractures per 100 patient years of
use.

The risk of fractures should be considered in the long term care of women treated with pioglitazone.

Pioglitazone should be used with caution during concomitant administration of cytochrome P450 2C8
inhibitors (e.g. gemfibrozil) or inducers (e.g. rifampicin). Glycaemic control should be monitored
closely. Pioglitazone dose adjustment within the recommended posology or changes in diabetic
treatment should be considered (see section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction

There have been no formal interaction studies for Competact. The following statements reflect the
information available on the individual active substances (pioglitazone and metformin).

Interaction studies have shown that pioglitazone has no relevant effect on either the pharmacokinetics
or pharmacodynamics of digoxin, warfarin, phenprocoumon and metformin. Studies in man suggest
no induction of the main inducible cytochrome P450, 1A, 2C8/9 and 3A4. In vitro studies have shown
no inhibition of any subtype of cytochrome P450. Interactions with substances metabolised by these
enzymes, e.g. oral contraceptives, cyclosporin, calcium channel blockers, and HMGCoA reductase
inhibitors are not to be expected.

Co-administration of pioglitazone with gemfibrozil (an inhibitor of cytochrome P450 2C8) is reported
to result in a 3-fold increase in AUC of pioglitazone. Since there is a potential for an increase in dose-
related adverse events, a decrease in the dose of pioglitazone may be needed when gemfibrozil is
concomitantly administered. Close monitoring of glycaemic control should be considered (see section
4.4). Co-administration of pioglitazone with rifampicin (an inducer of cytochrome P450 2C8) is
reported to result in a 54% decrease in AUC of pioglitazone. The pioglitazone dose may need to be
increased when rifampicin is concomitantly administered. Close monitoring of glycaemic control
should be considered (see section 4.4).

There is increased risk of lactic acidosis in acute alcohol intoxication (particularly in the case of
fasting, malnutrition or hepatic insufficiency) due to the metformin active substance of Competact (see
section 4.4). Avoid consumption of alcohol and medicinal products containing alcohol.

Intravascular administration of iodinated contrast agents in radiological studies may lead to renal
failure, resulting in metformin accumulation and risk of lactic acidosis. Metformin should be
discontinued prior to, or at the time of the test and not reinstituted until 48 hours afterwards, and only
after renal function has been re-evaluated and found to be normal.

Cationic drugs that are eliminated by renal tubular secretion (e.g. cimetidine) may interact with
metformin by competing for common renal tubular transport systems. A study conducted in seven
normal healthy volunteers showed that cimetidine, administered as 400 mg twice daily, increased
metformin systemic exposure (AUC) by 50% and C,.x by 81%. Therefore, close monitoring of
glycaemic control, dose adjustment within the recommended posology and changes in diabetic
treatment should be considered when cationic drugs that are eliminated by renal tubular secretion are
co-administered.

Combinations requiring precautions for use

Glucocorticoids (given by systemic and local routes), beta-2-agonists, and diuretics have intrinsic
hyperglycaemic activity. The patient should be informed and more frequent blood glucose monitoring
performed, especially at the beginning of treatment. If necessary, the dosage of the
antihyperglycaemic medicinal product should be adjusted during therapy with the other medicinal
product and on its discontinuation.




ACE-inhibitors may decrease the blood glucose levels. If necessary, the dosage of the
antihyperglycaemic medicinal product should be adjusted during therapy with the other medicinal
product and on its discontinuation.

4.6 Pregnancy and lactation
For Competact no preclinical or clinical data on exposed pregnancies or lactation are available.

Risk related to pioglitazone:

There are no adequate human data from the use of pioglitazone in pregnant women. Animal studies
have not shown teratogenic effects but have shown foetotoxicity related to the pharmacologic action
(see section 5.3).

Risk related to metformin:

Animal studies have not revealed teratogenic effects. Small clinical trials have not revealed metformin
to have malformative effects.

However, Competact should not be used during pregnancy and in women of child-bearing age not
using contraceptive measures. If a patient wishes to become pregnant or if a pregnancy occurs,
treatment with Competact should be discontinued.

Both pioglitazone and metformin have been shown to be present in the milk of lactating rats. It is not
known whether breast-feeding will lead to exposure of the infant to the medicinal product. Competact
must therefore not be used in women who are breast-feeding (see section 4.3).

4.7 Effects on ability to drive and use machines
No effects on ability to drive and use machines have been observed.
4.8 Undesirable effects

There have been no therapeutic clinical trials conducted with Competact tablets however
bioequivalence of Competact with co-administered pioglitazone and metformin has been demonstrated
(see section 5.2).

Adverse reactions reported in excess (>0.5%) of placebo and as more than an isolated case in patients
receiving pioglitazone in combination with metformin in double-blind studies are listed below as
MedDRA preferred term by system organ class and absolute frequency. Frequencies are defined as:
common (> 1/100, < 1/10); uncommon (> 1/1000, < 1/100); rare (>1/10000, < 1/1000); very rare (<
1/10000); isolated reports; not known (cannot be estimated from the available data). Within each
frequency grouping, undesirable effects are presented in order of decreasing seriousness.

PIOGLITAZONE IN COMBINATION THERAPY WITH METFORMIN

Blood and lymphatic system disorders

Common: anaemia
Eye disorders
Common: visual disturbance

Gastrointestinal disorders

Uncommon: flatulence



Metabolism and nutrition disorders

Common: weight increased

Musculoskeletal system and connective tissue disorders
Common: arthralgia

Nervous system disorders

Common: headache

Renal and urinary disorders

Common: haematuria

Reproductive system and breast disorders

Common: erectile dysfunction

In active comparator controlled trials oedema was reported in 6.3% of patients treated with metformin
and pioglitazone, whereas the addition of sulphonylurea to metformin treatment resulted in oedema in
2.2% of patients. The reports of oedema were generally mild to moderate and usually did not require
discontinuation of treatment.

In active comparator controlled trials mean weight increase with pioglitazone given as monotherapy
was 2 — 3 kg over one year. In combination trials pioglitazone added to metformin resulted in mean
weight increase over one year of 1.5 kg.

Visual disturbance has been reported mainly early in treatment and is related to changes in blood
glucose due to temporary alteration in the turgidity and refractive index of the lens as seen with other
hypoglycaemic agents.

In clinical trials with pioglitazone the incidence of elevations of ALT greater than three times the
upper limit of normal was equal to placebo but less than that seen in metformin or sulphonylurea
comparator groups. Mean levels of liver enzymes decreased with treatment with pioglitazone. Rare
cases of elevated liver enzymes and hepatocellular dysfunction have occurred in post-marketing
experience. Although in very rare cases fatal outcome has been reported, causal relationship has not
been established.

In controlled clinical trials the incidence of reports of heart failure with pioglitazone treatment was the
same as in placebo, metformin and sulphonylurea treatment groups, but was increased when used in
combination therapy with insulin. In an outcome study of patients with pre-existing major
macrovascular disease, the incidence of serious heart failure was 1.6% higher with pioglitazone than
with placebo, when added to therapy that included insulin. However, this did not lead to an increase
in mortality in this study. Heart failure has been reported rarely with marketing use of pioglitazone,
but more frequently when pioglitazone was used in combination with insulin or in patients with a
history of cardiac failure.

Additional information on the individual active substances of the fixed dose combination

Pioglitazone

In double blind placebo controlled clinical trials with pioglitazone upper respiratory tract infection and
hypoaesthesia were common; sinusitis and insomnia were uncommon.



POST-MARKETING DATA

Eye disorders

Macular oedema: not known

Metformin

Metabolism and nutrition disorders:

Very rare: Decrease of vitamin B12 absorption with decrease of serum levels during long-term use of
metformin. Consideration of such aetiology is recommended if a patient presents with megaloplastic
anaemia.

Very rare: Lactic acidosis (see 4.4 Special warnings and precautions for use).

Nervous system disorders:

Common: Taste disturbance

Gastrointestinal disorders:

Very common: Gastrointestinal disorders such as nausea, vomiting, diarrhoea, abdominal pain and
loss of appetite. These undesirable effects occur most frequently during initiation of therapy and
resolve spontaneously in most cases.

Hepatobiliary disorders:

Isolated reports: Liver function tests abnormalities or hepatitis resolving upon metformin
discontinuation.

Skin and subcutaneous tissue disorders:

Very rare: Skin reactions such as erythema, pruritis, urticaria.

A pooled analysis was conducted of adverse event reports of bone fractures from randomised,
comparator controlled, double blind clinical trials in over 8100 patients in the pioglitazone-treated
groups and 7400 in the comparator-treated groups of up to 3.5 years duration. A higher rate of
fractures was observed in women taking pioglitazone (2.6%) versus comparator (1.7%). No increase
in fracture rates was observed in men treated with pioglitazone (1.3%) versus comparator (1.5%).
In the 3.5 year PROactive study, 44/870 (5.1%) of pioglitazone-treated female patients experienced
fractures compared to 23/905 (2.5%) of female patients treated with comparator. No increase in
fracture rates was observed in men treated with pioglitazone (1.7%) versus comparator (2.1%).

4.9 Overdose

No data are available with regard to overdose of Competact.

Patients have taken pioglitazone at higher than the recommended highest dose of 45 mg daily. The
maximum reported dose of 120 mg/day for four days, then 180 mg/day for seven days was not

associated with any symptoms.

A large overdose of metformin (or coexisting risks of lactic acidosis) may lead to lactic acidosis which
is a medical emergency and must be treated in hospital.

The most effective method to remove lactate and metformin is haemodialysis.



5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Combinations of oral blood glucose lowering drugs, ATC code:
A10BDOS.

Competact combines two antihyperglycaemic agents with complementary mechanisms of action to
improve glycaemic control in patients with type 2 diabetes: pioglitazone, a member of the
thiazolidinedione class and metformin hydrochloride, a member of the biguanide class.
Thiazolidinediones act primarily by reducing insulin resistance and biguanides act primarily by
decreasing endogenous hepatic glucose production.

Pioglitazone

Pioglitazone effects may be mediated by a reduction of insulin resistance. Pioglitazone appears to act
via activation of specific nuclear receptors (peroxisome proliferator activated receptor gamma) leading
to increased insulin sensitivity of liver, fat and skeletal muscle cells in animals. Treatment with
pioglitazone has been shown to reduce hepatic glucose output and to increase peripheral glucose
disposal in the case of insulin resistance.

Fasting and postprandial glycaemic control is improved in patients with type 2 diabetes mellitus. The
improved glycaemic control is associated with a reduction in both fasting and postprandial plasma
insulin concentrations. A clinical trial of pioglitazone vs. gliclazide as monotherapy was extended to
two years in order to assess time to treatment failure (defined as appearance of HbA ;.2 8.0% after the
first six months of therapy). Kaplan-Meier analysis showed shorter time to treatment failure in
patients treated with gliclazide, compared with pioglitazone. At two years, glycaemic control (defined
as HbA . <8.0%) was sustained in 69% of patients treated with pioglitazone, compared with 50% of
patients on gliclazide. In a two-year study of combination therapy comparing pioglitazone with
gliclazide when added to metformin, glycaemic control measured as mean change from baseline in
HbA |, was similar between treatment groups after one year. The rate of deterioration of HbA,. during
the second year was less with pioglitazone than with gliclazide.

In a placebo controlled trial, patients with inadequate glycaemic control despite a three month insulin
optimisation period were randomised to pioglitazone or placebo for 12 months. Patients receiving
pioglitazone had a mean reduction in HbA,, of 0.45% compared with those continuing on insulin
alone, and a reduction of insulin dose in the pioglitazone treated group.

HOMA analysis shows that pioglitazone improves beta cell function as well as increasing insulin
sensitivity. Two-year clinical studies have shown maintenance of this effect.

In one year clinical trials, pioglitazone consistently gave a statistically significant reduction in the
albumin/creatinine ratio compared to baseline.

The effect of pioglitazone (45 mg monotherapy vs. placebo) was studied in a small 18-week trial in
type 2 diabetics. Pioglitazone was associated with significant weight gain. Visceral fat was
significantly decreased, while there was an increase in extra-abdominal fat mass. Similar changes in
body fat distribution on pioglitazone have been accompanied by an improvement in insulin sensitivity.
In most clinical trials, reduced total plasma triglycerides and free fatty acids, and increased HDL-
cholesterol levels were observed as compared to placebo, with small, but not clinically significant
increases in LDL-cholesterol levels. In clinical trials of up to two years duration, pioglitazone reduced
total plasma triglycerides and free fatty acids, and increased HDL-cholesterol levels, compared with
placebo, metformin or gliclazide. Pioglitazone did not cause statistically significant increases in LDL-
cholesterol levels compared with placebo, whilst reductions where observed with metformin and
gliclazide. In a 20-week study, as well as reducing fasting triglycerides, pioglitazone reduced
postprandial hypertriglyceridaemia through an effect on both absorbed and hepatically synthesised
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triglycerides. These effects were independent of pioglitazone’s effects on glycaemia and were
statistically significantly different to glibenclamide.

In PROactive, a cardiovascular outcome study, 5238 patients with type 2 diabetes mellitus and pre-
existing major macrovascular disease were randomised to pioglitazone or placebo in addition to
existing antidiabetic and cardiovascular therapy, for up to 3.5 years. The study population had an
average age of 62 years; the average duration of diabetes was 9.5 years. Approximately one third of
patients were receiving insulin in combination with metformin and/or a sulphonylurea. To be eligibile
patients had to have had one or more of the following: myocardial infarction, stroke, percutaneous
cardiac intervention or coronary artery bypass graft, acute coronary syndrome, coronary artery disease,
or peripheral arterial obstructive disease. Almost half of the patients had a previous myocardial
infarction and approximately 20% had had a stroke. Approximately half of the study population had
at least two of the cardiovascular history entry criteria. Almost all subjects (95%) were receiving
cardiovascular medications (beta blockers, ACE inhibitors, angiotensin II antagonists, calcium channel
blockers, nitrates, diuretics, aspirin, statins, fibrates).

Although the study failed regarding its primary endpoint, which was a composite of all-cause
mortality, non-fatal myocardial infarction, stroke, acute coronary syndrome, major leg amputation,
coronary revascularisation and leg revascularisation, the results suggest that there are no long-term
cardiovascular concerns regarding use of pioglitazone. However, the incidence of oedema, weight
gain and heart failure were increased. No increase in mortality from heart failure was observed.

Metformin

Metformin is a biguanide with antihyperglycaemic effects, lowering both basal and postprandial
plasma glucose. It does not stimulate insulin secretion and therefore does not produce hypoglycaemia.

Metformin may act via three mechanisms:

- by reduction of hepatic glucose production by inhibiting gluconeogenesis and glycogenolysis

- in muscle, by modestly increasing insulin sensitivity, improving peripheral glucose uptake and
utilisation

- by delaying intestinal glucose absorption.

Metformin stimulates intracellular glycogen synthesis by acting on glycogen synthase. Metformin
increases the transport capacity of specific types of membrane glucose transporters (GLUT-1 and
GLUT-4).

In humans, independently of its action on glycaemia, metformin has favourable effects on lipid
metabolism. This has been shown at therapeutic doses in controlled, medium-term or long-term
clinical studies: metformin reduces total cholesterol, LDLc and triglyceride levels.

The prospective randomised (UKPDS) study has established the long-term benefit of intensive blood
glucose control in type 2 diabetes. Analysis of the results for overweight patients treated with
metformin after failure of diet alone showed:

- a significant reduction of the absolute risk of any diabetes-related complication in the metformin
group (29.8 events/1,000 patient-years) versus diet alone (43.3 events/1,000 patient-years),
p=0.0023, and versus the combined sulphonylurea and insulin monotherapy groups (40.1
events/1,000 patient-years), p=0.0034

- a significant reduction of the absolute risk of any diabetes-related mortality: metformin 7.5
events/1,000 patient-years, diet alone 12.7 events/1,000 patient-years, p=0.017

- a significant reduction of the absolute risk of overall mortality: metformin 13.5 events/1,000
patient-years versus diet alone 20.6 events/1,000 patient-years, (p=0.011), and versus the
combined sulphonylurea and insulin monotherapy groups 18.9 events/1,000 patient-years
(p=0.021)

- a significant reduction in the absolute risk of myocardial infarction: metformin 11 events/1,000
patient-years, diet alone 18 events/1,000 patient-years, (p=0.01).
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5.2 Pharmacokinetic properties

Competact

Bioequivalence studies in healthy volunteers have shown Competact to be bioequivalent to the
administration of pioglitazone and metformin given as separate tablets.

Food had no effect on the AUC and C,,, of pioglitazone when Competact was administered to healthy
volunteers. However, in the case of metformin, in the fed state the mean AUC and C,,.x were lower
(13% and 28% respectively). Tmax was delayed by food by approximately 1.%h for pioglitazone and
0.8 h for metfomin.

The following statements reflect the pharmacokinetic properties of the individual active substances of
Competact.

Pioglitazone

Absorption:

Following oral administration, pioglitazone is rapidly absorbed, and peak plasma concentrations of
unchanged pioglitazone are usually achieved 2 hours after administration. Proportional increases of
the plasma concentration were observed for doses from 2 — 60 mg. Steady state is achieved after 4—
7 days of dosing. Repeated dosing does not result in accumulation of the compound or metabolites.
Absorption is not influenced by food intake. Absolute bioavailability is greater than 80 %.

Distribution:

The estimated volume of distribution in humans is 0.25 I/kg.

Pioglitazone and all active metabolites are extensively bound to plasma protein (> 99 %).
Metabolism:

Pioglitazone undergoes extensive hepatic metabolism by hydroxylation of aliphatic methylene groups.
This is predominantly via cytochrome P450 2C8 although other isoforms may be involved to a lesser
degree. Three of the six identified metabolites are active (M-I, M-III, and M-IV). When activity,
concentrations and protein binding are taken into account, pioglitazone and metabolite M-III
contribute equally to efficacy. On this basis M-IV contribution to efficacy is approximately three-fold
that of pioglitazone, whilst the relative efficacy of M-II is minimal.

In vitro studies have shown no evidence that pioglitazone inhibits any subtype of cytochrome P450.
There is no induction of the main inducible P450 isoenzymes 1A, 2C8/9, and 3A4 in man.

Interaction studies have shown that pioglitazone has no relevant effect on either the pharmacokinetics
or pharmacodynamics of digoxin, warfarin, phenprocoumon and metformin. Concomitant
administration of pioglitazone with gemfibrozil (an inhibitor of cytochrome P450 2C8) or with
rifampicin (an inducer of cytochrome P450 2C8) is reported to increase or decrease, respectively, the
plasma concentration of pioglitazone (see section 4.5).

Elimination:
Following oral administration of radiolabeled pioglitazone to man, recovered label was mainly in
faeces (55%) and a lesser amount in urine (45%). In animals, only a small amount of unchanged

pioglitazone can be detected in either urine or faeces. The mean plasma elimination half-life of
unchanged pioglitazone in man is 5 to 6 hours and for its total active metabolites 16 to 23 hours.
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Elderly:
Steady state pharmacokinetics are similar in patients age 65 and over and young subjects.
Patients with renal impairment:

In patients with renal impairment, plasma concentrations of pioglitazone and its metabolites are lower
than those seen in subjects with normal renal function, but oral clearance of parent substance is
similar. Thus free (unbound) pioglitazone concentration is unchanged.

Patients with hepatic impairment:

Total plasma concentration of pioglitazone is unchanged, but with an increased volume of distribution.
Intrinsic clearance is therefore reduced, coupled with a higher unbound fraction of pioglitazone.

Metformin
Absorption:

After an oral dose of metformin, t., is reached in 2.5 h. Absolute bioavailability of a 500 mg
metformin tablet is approximately 50-60% in healthy subjects. After an oral dose, the non-absorbed
fraction recovered in faeces was 20-30%.

After oral administration, metformin absorption is saturable and incomplete. It is assumed that the
pharmacokinetics of metformin absorption is non-linear. At the usual metformin doses and dosing
schedules, steady state plasma concentrations are reached within 24-48 h and are generally less than
1 pg/ml. In controlled clinical trials, maximum metformin plasma levels (C;,,) did not exceed

4 ng/ml, even at maximum doses.

Food decreases the extent and slightly delays the absorption of metformin. Following administration
of a dose of 850 mg, a 40% lower plasma peak concentration, a 25% decrease in AUC and a 35 min

prolongation of time to peak plasma concentration was observed. The clinical relevance of this
decrease is unknown.

Distribution:

Plasma protein binding is negligible. Metformin partitions into erythrocytes. The blood peak is lower
than the plasma peak and appears at approximately the same time. The red blood cells most likely
represent a secondary compartment of distribution. The mean V4 ranged between 63 —276 1.
Metabolism:

Metformin is excreted unchanged in the urine. No metabolites have been identified in humans.
Elimination:

Renal clearance of metformin is >400ml/min, indicating that metformin is eliminated by glomeruiar
filtration and tubular secretion. Following an oral dose, the apparent terminal elimination half-life is
approximately 6.5 h. When renal function is impaired, renal clearance is decreased in proportion to
that of creatinine and thus the elimination half-life is prolonged, leading to increased levels of
metformin in plasma.

5.3  Preclinical safety data

No animal studies have been conducted with the combined products in Competact. The following data
are findings in studies performed with pioglitazone or metformin individually.

13



Pioglitazone:

In toxicology studies, plasma volume expansion with haemodilution, anaemia, and reversible eccentric
cardiac hypertrophy was consistently apparent after repeated dosing of mice, rats, dogs, and monkeys.
In addition, increased fatty deposition and infiltration were observed. These findings were observed
across species at plasma concentrations < 4 times the clinical exposure. Foetal growth restriction was
apparent in animal studies with pioglitazone. This was attributable to the action of pioglitazone in
diminishing the maternal hyperinsulinaemia and increased insulin resistance that occurs during
pregnancy thereby reducing the availability of metabolic substrates for foetal growth.

Pioglitazone was devoid of genotoxic potential in a comprehensive battery of in vivo and in vitro
genotoxicity assays. An increased incidence of hyperplasia (males and females) and tumours (males)
of the urinary bladder epithelium was apparent in rats treated with pioglitazone for up to 2 years. The
relevance of this finding is unknown. There was no tumorigenic response in mice of either sex.
Hyperplasia of the urinary bladder was not seen in dogs or monkeys treated for up to 12 months.

In an animal model of familial adenomatous polyposis (FAP), treatment with two other

thiazolidinediones increased tumour multiplicity in the colon. The relevance of this finding is
unknown.

Metformin:

Preclinical data for metformin reveal no special hazard for humans based on conventional studies of
safety pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential, toxicity to
reproduction.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet Core:

Microcrystalline cellulose

Povidone (K30)

Croscarmellose sodium

Magnesium stearate

Film Coat:

Hypromellose

Macrogol 8000

Talc

Titanium dioxide.

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4  Special precautions for storage

This medicinal product does not require any special storage conditions.
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6.5 Nature and contents of container

Aluminium/aluminium blisters, packs of 14, 28, 30, 50, 56, 60, 90, 98 and 180 tablets.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER
Takeda Global Research and Development Centre (Europe) Ltd
Arundel Great Court

2, Arundel Street

London WC2R 3DA
United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/06/354/001-9

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

_28 July 2006

10. DATE OF REVISION OF THE TEXT
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ANNEX II

A. MANUFACTURING AUTHORISATION HOLDERS
RESPONSIBLE FOR BATCH RELEASE

B. CONDITIONS OF THE MARKETING AUTHORISATION
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A. MANUFACTURING AUTHORISATION HOLDERS RESPONSIBLE FOR BATCH
RELEASE

Name and address of the manufacturers responsible for batch release

Takeda Italia Farmaceutici S.p.A
Via Crosa, 86

28065 Cerano (NO)

Italy

Takeda Ireland Limited
Bray Business Park
Kilruddery

County Wicklow
Ireland

Lilly S.A.

Avda. de la Industria 30
28108 Alcobendas
Madrid

Spain

The printed package leaflet of the medicinal product must state the name and address of the
manufacturer responsible for the release of the concerned batch.

B. CONDITIONS OF THE MARKETING AUTHORISATION

° CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE IMPOSED ON
THE MARKETING AUTHORISATION HOLDER

Medicinal product subject to medical prescription.

® CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

Pharmacovigilance system

The MAH must ensure that the system of pharmacovigilance, as described in the July 2007 version, is
in place and functioning before and whilst the product is on the market.

Risk Management Plan

The MAH commits to performing the studies and additional pharmacovigilance activities detailed in
the Pharmacovigilance Plan, as agreed in version 3.0 of the Risk Management Plan (RMP), and any
subsequent updates of the RMP agreed by the CHMP.

As per the CHMP Guideline on Risk Management Systems for medicinal products for human use, the
updated RMP should be submitted at the same time as the next Periodic Safety Update Report
(PSUR).

In addition, an updated RMP should be submitted

o When new information is received that may impact on the current Safety Specification,
Pharmacovigilance Plan or risk minimisation activities

° Within 60 days of an important (pharmacovigilance or risk minimisation) milestone being
reached

° At the request of the EMEA.,
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

| 1. NAME OF THE MEDICINAL PRODUCT

Competact 15 mg/850 mg film-coated tablets

Pioglitazone (as hydrochloride)
metformin hydrochloride

| 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each tablet contains 15 mg pioglitazone (as hydrochloride) and 850 mg metformin hydrochloride.

[3. LIST OF EXCIPIENTS

| 4. PHARMACEUTICAL FORM AND CONTENTS

14 tablets
28 tablets
30 tablets
50 tablets
56 tablets
60 tablets
90 tablets
98 tablets
180 tablets

[ 5. METHOD AND ROUTE(S) OF ADMINISTRATION

For oral use.
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight of children.

[ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

Expiry date: {month/year}
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| 9. SPECIAL STORAGE CONDITIONS

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

| 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Takeda Global Research and Development Centre (Europe) Ltd
Arundel Great Court

2, Arundel Street

London WC2R 3DA

United Kingdom

[ 12. MARKETING AUTHORISATION NUMBER(S)

EU/1/06/354/001 14 tablets
EU/1/06/354/002 28 tablets
EU/1/06/354/003 30 tablets
EU/1/06/354/004 50 tablets
EU/1/06/354/005 56 tablets
EU/1/06/354/006 60 tablets
EU/1/06/354/007 90 tablets
EU/1/06/354/008 98 tablets
EU/1/06/354/009 180 tablets

| 13. BATCH NUMBER

Batch number: {number}

| 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

[ 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Competact 15 mg/850 mg tablets.
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER

[1. NAME OF THE MEDICINAL PRODUCT

Competact 15 mg/850 mg tablets

Pioglitazone (as HCI)
metformin hydrochloride

| 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Takeda (logo)

| 3. EXPIRY DATE

Expiry date: {month/year}

| 4.  BATCH NUMBER

Batch number: {number}

5. OTHER (FOR CALENDARISED PACKS)

MON 1 MON 2
TUE 1 TUE 2
WED 1 WED 2
THU 1 THU 2
FRI 1 FRI2
SAT 1 SAT 2

SUN 1 SUN 2
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B. PACKAGE LEAFLET
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PACKAGE LEAFLET: INFORMATION FOR THE USER
COMPETACT 15 mg/850 mg FILM-COATED TABLETS

Pioglitazone / Metformin hydrochloride

Read all of this leaflet carefully before you start taking this medicine.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you. Do not pass it on to others. It may harm them, even
if their symptoms are the same as yours.

- If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet,
please tell your doctor or pharmacist.

In_this leaflet:

What Competact is and what it is used for
Before you take Competact

How to take Competact

Possible side effects

How to store Competact

Further information

Sk WD =

1. WHAT COMPETACT IS AND WHAT IT IS USED FOR

Competact tablets are an anti-diabetic medicine used to treat type 2 (non-insulin dependent) diabetes
mellitus. This is the diabetes that usually develops in adulthood.

Competact tablets help control the level of sugar in your blood when you have type 2 diabetes by
helping your body make better use of the insulin it produces.

2. BEFORE YOU TAKE COMPETACT

Do not take Competact:

- If you are allergic (hypersensitive) to pioglitazone, metformin or any of the other ingredients of
Competact tablets.

- If you have heart failure.

- If you recently had a heart attack, have severe circulatory problems including shock, or
breathing difficulties.

- If you have liver disease.

- If you drink alcohol excessively (either every day or only from time to time).

- If you have diabetic ketoacidosis (complication of diabetes with rapid weight loss, nausea or
vomiting).

- If you have a problem with your kidneys.

- If you have a severe infection or are dehydrated.

- If you are going to have a certain type of X-ray with an injectable dye. You will need to stop
taking Competact tablets at the time of and for a few days after the procedure.

- If you are breast-feeding.

Take special care with Competact:
Tell your doctor before you start to take this medicine:
- If you have a special type of diabetic eye disease called macular oedema (swelling of the back

of the eye).
- If you are planning to become pregnant.
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- If you are going to have an operation under general anaesthetic, as you may need to stop taking
Competact for a couple of days before and after the procedure.

- If you have polycystic ovary syndrome. There may be an increased possibility of your
becoming pregnant because of how your medicine works.

- If you are under 18 years of age because use in such patients is not recommended.

- If you already take any other tablets to treat diabetes.

Taking other medicines:

Please let your doctor know if you already take cimetidine, glucocorticoids, beta-2-agonists, diuretics
or ACE inhibitors. Please tell your doctor or pharmacist if you are taking or have recently taken any
other medicines, including medicines obtained without a prescription.

Pregnancy and breast-feeding

Tell your doctor if you are, you think you might be or are planning to become pregnant. Your doctor
will advise you to discontinue this medicine. You should not use Competact if you are breast-feeding
or are planning to breast-feed your baby.

Driving and using machines:
This medicine will not affect your ability to drive or operate machinery.

3. HOW TO TAKE COMPETACT

Always take Competact tablets exactly as your doctor has told you. You should check with your
doctor or pharmacist if you are not sure. The usual dose is one tablet taken twice daily. If necessary
your doctor may tell you to take a different dose.

You should take the tablets with or just after food to reduce the chance of an upset stomach.

If you are following a diabetic diet, you should continue with this while you are taking
Competact tablets.

Your weight should be checked at regular intervals; if your weight increases, inform your doctor.

Some patients with long-standing type 2 diabetes mellitus and heart disease or previous stroke who
were treated with pioglitazone and insulin experienced the development of heart failure. Inform your
doctor as soon as possible if you experience signs of heart failure such as unusual shortness of breath
or rapid increase in weight or localised swelling (oedema).

In clinical trials in which pioglitazone was compared to other oral anti diabetic drugs or placebo
(dummy pill), a higher number of bone fractures was seen in women (but not in men) taking
pioglitazone. Your doctor will take this into account when treating your diabetes.

Your doctor will ask you to have blood tests periodically during treatment with Competact. This is to
check that your liver is working normally. At least once a year (more often if you are elderly or have
kidney problems) your doctor will check that your kidneys are working normally.

If you take more Competact tablets than you should:
If you accidentally take too many tablets, or if someone else or a child takes your medicine, talk to a
doctor or pharmacist immediately.

If you forget to take Competact:
Try to take Competact tablets daily as prescribed. However if you miss a dose, just carry on with the

next dose as normal. Do not take a double dose to make up for a forgotten tablet.

If you stop taking Competact:
Do not stop taking Competact tablets without first discussing it with your doctor.
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If you have any further questions on the use of Competact tablets ask your doctor or pharmacist.

4. POSSIBLE SIDE EFFECTS
Like all medicines, Competact can have side effects.

Some patients experience the following side effects whilst taking pioglitazone and/or metformin (the
two active substances of Competact).

Very rarely patients taking metformin have experienced a condition called lactic acidosis (excess of
lactic acid in your blood), particularly those whose kidneys are not working properly. Symptoms
include feeling cold and uncomfortable, severe nausea and vomiting, abdominal pain, unexplained
weight loss, or rapid breathing. If you experience some of these symptoms stop taking Competact
and consult a doctor immediately.

Blurred vision due to swelling (or fluid) at the back of the eye has been reported. If you experience
these symptoms for the first time or if they get worse talk to your doctor as soon as possible.

Between 1 in 10 and 1 in 100 patients experience
- localised swelling (oedema)

- weight gain

- headache

- respiratory infection

- abnormal vision

- joint pain

- impotence

- blood in urine

- anaemia

Between 1 in 100 and 1 in 1000 patients experience
- sinusitis
- flatulence

- insomnia

Between 1 in 1000 and 1 in 10000 patients experience
- impaired liver function

Less than 1 in 10,000 patients experience

- a condition called lactic acidosis (excess of lactic acid in your blood) due to metformin,
particularly those whose kidneys are not working properly

- blurred vision due to swelling (or fluid) in the back of the eye.

5. HOW TO STORE COMPETACT

Keep out of the reach and sight of children.

Do not use Competact after the expiry date which is stated on the carton and blister.

This medicinal product does not require any special storage conditions.

Medicines should not be disposed of via wastewater or household waste. Ask your pharmacist how to
dispose of medicines no longer required. These measures will help to protect the environment.
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6. FURTHER INFORMATION

What Competact Tablets contain

The active substances are 15 mg pioglitazone (as hydrochloride) and 850 mg metformin

hydrochloride.

The other ingredients are, microcrystalline cellulose, povidone (K 30), croscarmellose sodium
magnesium stearate, hypromellose, macrogol 8000, talc and titanium dioxide.

What Competact Tablets look like and contents of the pack
Competact tablets are white to off white, oblong, convex, film-coated tablets embossed ‘15 / 850’ on
one face and ‘4833M” on the other. The tablets are supplied in blister packs of 14, 28, 30, 50, 56, 60,

90, 98 or 180 tablets.

Marketing Authorisation Holder and Manufacturer
Marketing authorisation holder: Takeda Global Research and Development Centre (Europe) Ltd,
Arundel Great Court, 2 Arundel Street, London WC2R 3DA, United Kingdom.

Manufacturer: Takeda Ireland Limited, Bray Business Park, Kilruddery, County Wicklow, Ireland.
Takeda Italia Farmaceutici SpA, Via Crosa, 86, I-28065 Cerano (NO), Italy.
Lilly S.A., Avda. de la Industria 30, 28108 Alcobendas, Madrid, Spain.

For any information about this medicinal product, please contact the local representative of the

Marketing Authorisation Holder.

Belgié/Belgique/Belgien
Eli Lilly Benelux S.A.
Tél/Tel: + 32 (0)2 548 8484

Buarapus
Takeda Global R & D Centre (Europe)
Ten.: +44 (0)20 7759 5000

Ceska republika
ELILILLY CR, s.r.o.
Tel: + 420 234 664 111

Danmark
Eli Lilly Danmark A/S
TIf: +45 45 26 60 00

Deutschland
Takeda Pharma GmbH
Tel: + 49 (0) 241 941-0

Eesti
Eli Lilly Holdings Limited Eesti filiaal
Tel: +3726441100

ElrGoda
OAPMAZXZEPB-AIAAY A.EB.E.
TnA: +30 210 629 4600

Luxembourg/Luxemburg
Eli Lilly Benelux S.A.
Tél/Tel: + 32 (0)2 548 8484

Magyarorszag
Takeda Global R & D Centre (Europe)
Tel.: +44 (0)20 7759 5000

Malta
Takeda Italia Farmaceutici SpA
Tel: + 39 06 5026 01

Nederland
Eli Lilly Nederland B.V.
Tel: +31 (0) 30 60 25 800

Norge
Eli Lilly Norge A.S.
TIf: +47 22 88 18 00

Osterreich
Takeda Pharma Ges m.b.H.
Tel: + 43 (1) 524 40 64

Polska
Takeda Global R & D Centre (Europe)
Tel.: +44 (0)20 7759 5000
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Espafia Portugal

Lilly S.A. Lilly Portugal - Produtos Farmacéuticos, Lda
Tel: + 34 (91) 663 50 00 Tel: + 351 21 412 6600
France Romania

Laboratoires Takeda Eli Lilly Roménia S.R.L.
Tél: +33 (0)1 46 25 16 16 Tel: +40 21 4023000
Ireland Slovenija

Takeda UK Ltd Eli Lilly, PodruZnica Ljubljana
Tel: + 44 (0)1628 537 900 Tel: +386 (0)1 580 00 10
island , , Slovensks republika

Eli Lilly Danmark A/S, Utibu 4 Islandi Eli Lilly Slovakia, s.r.o.
Simi: + 354 520 3400 Tel: + 421220663 111
Italia Suomi/Finland

Takeda Italia Farmaceutici SpA Oy Eli Lilly Finland Ab
Tel: + 39 06 5026 01 Pub/Tel: +358 (0)9 8545250
Kvnpog Sverige

Takeda Global R & D Centre (Europe) Eli Lilly Sweden AB

TnA: +44 (0)20 7759 5000 Tel: + 46 (0) 8 737 88 00
Latvija United Kingdom

Eli Lilly Holdings Limited parstavnieciba Latvija Takeda UK Ltd

Tel: +371 7364000 Tel: + 44 (0)1628 537 900
Lietuva

Eli Lilly Holdings Limited atstovybé
Tel. +370 (5) 2649600

This leaflet was last approved on {date}

Detailed information on this product is available on the website of the European Medicines Agency
(EMEA) http://www.emea.curopa.eu/
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(1) X429 FEER (SEPHE) (=)
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2) BERSH MmE R, DEEXEY  LE
HREEEY | BE. BT,
BRI AL
3) BBUEEY %o, B, T5E
4) HiLzE BEL IR, BEARE, o9,
M8, BRIk, TH. Ei.
BEILE., BERIR
5) e AST (GOT) . ALT (GPT) . AL-P.
y-GTPO LR
6) AEMER BEWN, Sb0E, BHE, EBX.
BaRk, BAO. LUnh
7 F0ith LDHRU'CK |BINEUH Y v AD LR RER | BERK. 52 | BIFE?
(CPK) L | EOAN VT LDOET, AERD | 2. B2
FE6 REAOEM. BTN TR
5 FE R
HAIEAE O B
it

FHED
HE kx)

2 mMiEREZEHA G A1 EEE) 2175 2 &,

E3) HEELREFREE () ) 0ESHR

E4) ok RBeCREEETIETE L,

T 5) FEHMEEE : AST (GOT) 0.86% (11/1,272 %) . ALT (GPT)
(6/1,272 f51) . v-GTP0.95% (12/1,263 fl)

7 6) LDH L& (5.63%. 71/1,261 ) ° CK (CPK) L& (5.00%. 61/1,221 ffl) BbSbNDZZ &Bd
0T, REFRDONZHEAITIE, BREZTO REEEE /T 2 L.

E7) SEOBRKRBRT, BV TERORRHEAE EEXRD LA TN,

ARENLI YV

WD X 5 REERARRDbNEHAICE, LEICSL, BE, 5P EZEOFELRLERT

5 : <l:o

0.94% (12/1,276 #il) . AL-P 0.47%

SE R

1) EESEEY | TH., RETE. I8/, EO, EH, IR
. Ef. HIETR

2) M i, BmEREA . /R

3) BEEEY | B, Z58

4) g iR

5) RBMER® [CcK (CPK) R, ¥ b—X

6) FDfth SHEAREY | GEER, EE, IRR. HAREY
DEW-HLOEF BERE, FE

4 oL BBAEESERILTEE,
HR) BTV F—AOPMERTLHL2OTHEETSZ L,

5. BREADERE
—IRICERE TIEE - IFERERMETLTWS, BEERTICES A MV oo
B, FEEETICLAABONRBECETIABR TV F—v X ebobbho3 <352
ERHBHDT, BREIEIRESE LRV L,
6. iItm. Eiwm. RILFEZEAOBRE
(1) ERXITFREL THWAAEEOHDBACITERE LRV L, [ 7V 7 vizon
Tit, 7y NEERRMBRERBR TIZ, 40mgkg L EOHTIE - BEFETROBE, H
AROEFROKMEN, VI XFREFRYZLEARTIT, 160 mgkg FHECTHRIMOET
RIFHRENEFNFN 1A, B BRETROFELIALNTWD, £z, A PHEALI v
TiZ, BYRR CRGEERAIRESNTEY, S ERIIABT U F—v 2RI L
SSERANN
BAPORAMERETHZ L2ET, REBETRETIBAEBLET SRS
L, [BFFVEYTR, 7y hTHHF~OBITRREIN TS, ]
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(1) A5 9 rEEARE (SEREK) (BSE)

HAED
HE ()

1. INRE~ADHRE

EHAKER, FiAER, LR, 9RXT/NRECRT 2 REMITMIL L Ty ERR

B2

8. BE®ZE

R BT Y =V ARRBIHZ 0 H D, ([RIER] ORLEET ¥ F— X DESR)

WE TV R—V ADOMIE (REEKFET MU U ARES) | WK GAKFR) | MiKEHT

LOFEYRNBETO,

9. BRLDEE

BRKNAZ TS PTP QD EANIPTP > — F OBV H L CRAT 2 L 5B ET 2 Z L, [PTP

= hOBRKIZLY, BOHASSEERE~TAL, BRI E2EZ L THRBRARE

DEERAGWHELZHETIZEBRFESA TS, ]

10. z0#DEE

(1) 7754 FREH (7=vd VI 10 100mg) *EHMMEERLEZES. &S
RIEEMOBEA LB L TLE - I ERBEEICLIRCERFRICE P -T2 L OREN
bbb, —FH, ARBFLIVERHEED 2BERFAEICEYHERLZEGE. BFK
EEEERLLAEBROBA LB LT, DHEE, BUEL2FECHED ¥ L ORE
B"dhH5d,

(2) Sy PR ORREFZVEZY v E2 24 ABBEIRERELEZRBRTIZ, 7y b
@ 3.6 mg/kg/ B LA EOBEICEMREE N A LTz,

(3) FEiMEKXBEEE (familial adenomatous polyposis : FAP) OET VE#) TH % Min < ¥
AW EF TV EUDEE (ha )Y U RBu SV FY V) BRAORELZE D
5, RBEREOEEVRE SR RIELLOBERD D,

@) v EIVEOFTY IV URERERE Lt 2 A (BRFMN) BEERENRIE
FERREELEEOBRERDL L, BABRTED LN BE I REZEO WEEEZE
BTaZ Lk,

(B) AMENVIVORBBREIZLOVEZXIVB,ODRINAERHLLNDZ EBH D,

6) A AV U XERAMBETHORERCT VOFTF 3 VERBEREER & 5T
ZZLIE0, BOLEAREZI VLT VWEDBREND S,
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(2) BBEFTVEIUR (FH FACER 15, R 30)

— RIS | ) & ERRE B

fR 724 T FAR®EE 15T 7 RA®EE 30
St REEL TEGKSH
ABERB | 199949 A 22 H

BEm A =

HEEHR 20052 11 A 30 H

Bl X o A T5 - A BETE G

S50
et ““CI_. m}" w0
0 H

A (BR) | 1PV F Y 15mg XiZ30mg 2 EF T2 AB~HEAROERIRAY OFEE

2 BERRE
L, FTROWTNIDEBERTHFORPDERBOLNTA VA Y EFEREE SN HE
IZR %,
1. DBEEE. EHERZIOH»

QBEEE:, EWEECMATANLFRZLIL7HEZFER
e QEBERZ. EHEECMATa-FNaLF—EREHREZFER
AR OBERE. BHEEIMATES 7 H4 FREAE S
2. BEEVE EERIEICNE TA R Y BUEKN R

<#hEk - HRICEETIHERLDOEED>
BERBOBK AL LIZAFIIH L COERE2EE T &, BRFUSMC L MFEER
W REBME, BERAECOER (BHER. ZAMERSHEY, FRIBEERES)
EETHRBRHDHZLICBETHI L,

1. BERZEZ. ENEIOHAOEESRUBERE. ﬁﬁﬁ&lmztzwt_»vu7ﬂx@
a-FNaLF—EREHBELLIFEST 7+ FREFEZERTI5HE
WE. BRACREA ) ZY 2 LT 15~30mg 2 1 B 1 BEARTSUIERRICRO®RS
T 5, B, MR, FEE, ERICIVEEEBTSS, 4S5mgx LBLET 5,

2. BEREL EHEREICMATS R VEAKHZERTIEBE
BE BRAMIREAZY 2 LT 1I5Smg 2 1 B 1 EERIMTXIIHEZICBROERET S,
¥, MR E, ERICKVEERRT 505, 30mg & ERET S,

<A - REICEET SERLOERE>

RE-RE || (1) mEs B aric S < HE ShTVA0T, XEICRET 3154, FEORRIC
BEL.IBIEIS mhoREZMBTEIEMNAEFELL,

2 1A 1E30mg25 45mgiZHEE LEZRICEERERE L 2FANE AN TNDEDT,
45 mg ICHEET HI5EIZE. REOCKRICBET LI L.

G) AR VEDHRABICEW TR BESEZIHEEIN TS ZLE,1H1E 15mg
MoBREERET S L, AREZEETIBARBERVLAEOER - #EE 54
BB LANLERIITIZ L, ZZL, IBRELLT30mg 2R N2 L,

M);&%%@ﬁ%?ﬂéﬂ%%ﬁﬁ?bfwé®f 1B1E 15 mghoix5%MET

= Ly,

(#22] (KRosHCER5ELRENT L)
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2 BEES M—VA, ERFESEXIIAEE, |BERFOBE [BK. 1 2) i
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R ED
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(1) KITHEIT 2 BEXILIRE
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2. EERERMNEE

() BROBEOEMICLSEEZONIBENEHFICERL., TLLLA2NEEHL N
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)

OLAR2OBERVLAREOBEEREOH 5 BEIITRE L2V L,

QO¥EFIIEEL 0TV, BIE, S EESN, DASEREN L ONZHEITIT
BEHE, V—TRRA (7uEI RE) ORSEFEORLEEZITY Z &,
QORAFOERIE, RWAREEEM, EROTICERL, RERALLNEESITITE LI
FEORAZFEL, XRTHLIBELHRETLZ L,

2 DENEFERLLHLEERRLLLNSZEBH50T, EHMITILDERBRE®ITI>HE
+HIZEEL, EENROONEZBAICEREEZ—RHPET 0B WVIBET L
HEICRETZE, ((20MOBIERIOESRE)

B) AN OERFRAEL R LS4 CBLEERFEZTIL/BHOT, Z0LHD
EHI & oA ICITAE IO LEIEERE RZ oA FERICOWTHSHRA L, B8
MR sZ k., (MEEMEMR]. TERREERIOESR)

4) AFOBERIELH LM UDERBIBEOEERTH A2 REHRE, EREEZTHICITo729
A THRBAR+ DGR BETHZ &,

5) FHEZEZERTIHRE, A VAV VBRI EESNIBECRET LI L, A VR
VGO B &I IEREE (Body Mass Index=BMI kg/m?) T24 Pl EHBZWIEA AT >~
SYWAREEMN ZERERF M AP A A Y AT 5 UmL BL k&3,

6) BETHEAITIE, ¥, REZEHHICREL, BRODRE2EID, 3 1 ABEE
LU CHEPRTSRBEIE, HEODICMOBRE~DT OV EZEITIZ L,

(7) HBEOMEBGEPIC. BEOVERRRIGEL. BETHULELRHDGEENH Y, -,
BEORESA, BUEDAIEC LV PERRL o2, F+HERDIBERDHDD
T, AFERE, AEOHES, LEHE, BREEOFEEIIHED D X, FiZREMED
AR, #E5E, EFHOBRECEETIZ L,

Q) AR TRICMHE, ERFEMEBEENELT 601/ ERMLNTEY . KA
BN THHEFANDHLIOTHETHZ L,

© a-ZNzaTF—VHEF AL R 45mg DFFRAICBIT 22T LTy (E
FRBITIZEAERY)

(10) a-7navF—EHREL, ANF=AT LT REFROARFO 3 iz fFHEET D5
BOREMITMSL LTV (BRABRREL Y., BHERRBARN < R 2Em R
BRhTW3) .

(1) B 7FA FREAILAHI 1 B 45 mg OFFRICE T 2RI LTy (AR
BIXIgEAERD)
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ER LD
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3. HBEEM
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ERNBHOT, V7rrev LA
TAGAERIMEEERR T+ 0 BE
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L,

4. Bl/EA

AREETOPAETCOBRBRKRRTIZIBE1IEYAZ Y #Y e LT 15mg, 30 mg Xik
45 mg BFE SN 1,368 BHP D 364 5l (26.6%) ICHEREMEORE 2 ELREAPR
HHENTVS,

FOHE, BIEBEIXEERCA LAY VHABIEBNTEL AN TEY [RHEMREET
AVAY vEBRSMOERFAE L OB ERS: BH3.9% (26/665 ) . M 11.2% (72/643
) . AR RS B 13.6% (322 41) | &HE28.9% (11/38%1) 1 | Fi,
B JR P It B OF E R 5 C oD ERBE 0 BB B 13 ERIEHNC S~ B VW MBI B D [FE R 1
FEREA BRI 10.4% (44/422 B) | BERFMEREESOIT 11.4% (39/342 #) . ¥F
RIFHEBEAMGIT10.6% (30282 1) 1., -, EMFHERIIA > 2 Y HFARICE S
HHENTNDS [RFBMBEROA LAY v ERMOBERFERAE L OFREE : 07%
(9/1,308 ) . A AV U PEA®SE :33.3% (20/60 B1) ] .

TR E OFE R RERE (20054 11 HEBEAR) Tk, 3421 FlF 0 556 B (16.3%) ICERHRK
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B EEREN, DARSER MK (B9 BE DR kS Barbhie
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RICIE, DTR2ORRIEET S L, (MEERS), TEELREANEREIOES
fR)
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(2) BMBEFT VAU (7Y AR 15, E&E 30, H19.1.18 —FEFK)

(HZ)

2) REROPEOWMICIZLEZZLNSZEE (8.2%, 112/1,368 #l) AHbbhdZ &
BHHOT, MEEHSITV, BESEDONZHAEICE. BEHSLWiEFILT
HIREENRNEBEEZITIZ L, TNHLOABIZL o THERPUEBLARWVEAIZ
I, BREZSE U TA—TFIRE (7ov 3 M%) oRkb5E%2ERETI &, B,
TZHEPA VR VAR, ERFEEESHEREFNICEVTEEORRNZE( AN
THEY. FEZ 1810 30mg Hh S 45mg (CHEE L -RICZEAERLEAIE A
EhTWD, b DEFICH> TIIREORBRICHCHEETDIZ L, (<RE-
FARICEET I2HEALDEE>DESE)

3) AST (GOT) . ALT (GPT) , ALPZDELWVWER 45 FHEEE. BE (0.1%
Riw) BHLPLNIZENHDHOT, ERICIFHEREEZEF TR EMLERFEI
IXEMRICITHEREZEM L. BEIROONZGACRESEHIET AR EHE
EIRMEZITHIZ &,

4) MoERFAEEOMHAT, BOEER (0.1~5%KiH) BbobhDZE08H 5,
RILSEERBIRD SN BE. AR DD VITHA L TV AEERR KL —rAC T
T2 VWEEBETI2ZRFEREICRETDZ L, £, FFOREICL VKR
FERERNBD bNEBACEERIELY aE2RET IR, a-FNLadF—EEE
HeEoHBIZLYEMBEERMABOONL-BRICEITFOEZRETEZE, I
B, EmMEERIZSA VRAY VHARIZZLADNRTNDS,

5) AR, AR, CK (CPK) kL&, MHFRVRFIA I ey LR EZRME T 518
WERERE FEAETRR) ZHobhAILBHHDT, ZOLIREBRITEIEREY
kL, EWEARLBEITS Z &,

6) BEBMNBRLEABFESH TV,

(2) EDihDBEIER

5%LL E 0.1~5%k 0.1% i HEAH
1)m &EY i, smxEL. mhRE
/J,\
L [ wme WE LR, DREEATY &
- EREE®?, B, WHEa
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3) BEUETY RE. B, TOE
4) JHibs: Bl - R, BEARK, M
R0F., B, BEEHE. T
H, B, BRBLE, BHER
R
5) FF REY AST (GOT) . ALT(GPT). AL-P.
r-GTPOLF
6) AMEER HDEV, HboX, FHF., B
. BRE WA, LTR
7) T Dt [DHEUCK | BUN RO U v A LR, & | EEiE. 55 | BiFE
CKPDOLE | EERCHIALY T LADOET, | 2,280
/2 HERCREBOHEMN, BEO | THRIZHEIE
qh PR 97 P A8 AR E
DEAY,
1) MkBREZEHN G A I EERE) K752,
E2) TREREFMEE 2) JOESR
E3) ZOXIRBECIIRERFIETA L,
E4) BB : AST (GOT) 0.86% (11/1,272 #) . ALT (GPT) 0.94% (12/1,276 #i) . AL-P 0.47%
(6/1,272 1) . v -GTP 0.95% (12/1,263 i)
1 5) LDH L& (5.63%. 71/1,261 ffl) % CK (CPK) L& (5.00%., 61/1,221 ffl) bbb b L»

bBOT, BEBBDONZHAIT, BREZITORIVEEEZHHIITHIZ L,
1 6) HAEDOERRBR T, KECBWTEIRORBME LESRO LN TN B,
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(2) BBEATYEJUERE (75 AR 15, B 30, H19.1.18 —FHHK) (#=E)

FRED
BEE (k)

5. BRmE~DOKS
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6. TR, ER. BARE~ORS

(1) ERGIEREL T A HEEOHZBANEFIBRE L2V L, [HRPOESIZET
DEREMITFESLL TR, £72, 7 v FRBEERAKR SRR TIX, 40 mgkg YL LD
BCHE - RIEECEOFME, HERDOAFTERDOKER, VI FRBEHERYRERRT
1. 160 mg/kg B CTHEBHOX T XUIREN T Z0 16, B BEETCROREMENIS
HERTW3, ]

Q) BATOWACERETAIZLZET, RUEETRETIHANELLZPLIES
o [Zy FCTUHF~OBITRBRESNTNS, ]

1. NRE~ADEE

NREIZHT AREMITIFEIL TRy (ERERBIARY)

8 HRLOIE

ERIZZ 4 PTP AEDOESL PTP > — AR YHLTRAT AL 5ETS Z &,

[PTP ¥ — FOBKIT L 0, MOSAMBSAEERE~FIA L, BIZIEBELE S Z L THERE

ARGOEELRAEMELZHRT I LB HREEN TS, ]

9. TOHDEE

1) Zy PERO-URIZ24 D AMBERORE LZRBRTIE. 7 v MED 3.6 mg/kg/H B
L OBCBERERES A LR,

Q) FEMKIBIRIELE (familial adenomatous polyposis : FAP) DET LB TH D Min +
TAEE (buZ VYRR Y ISV E VYY) 2RABELEEZA, RIBER
OERVREIEZHMAIELEOBERDH 5,

3) FHZEOFT VP UoRERNEZHRE UL A FERFME) ABMZENRIEE i3
BLELORER DD, BABETRH OB EICIBRRREOF ML ERTS
Z &,

WS 30 ©
{ERAEA

2009 & 12 AT (5 21 [R)

i %
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(3) A FARNSVIERIER (VY5 2% 250 mg)

—REAFR | A bRV RS
IR E4 7)) 35 %E 250 mg
St AAFEHE XS
AREHAB [19615%1H 318
= 199343 A
BEER —
BHIKSY | B, A ERS
NH NH
LR N N N e
i (!IH:
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e (1) BERE - EHREO R
Q) AERE - EEBRBICNEZTANVK=AT LT ZFEH
kg | EE BAMCHA PRI IRBIEL LT A& S00mg LV BRI L, 1 A 23 EREICS
BRORET S, MERIDEZBERLAANOERDEN, | AREHRSEIT 750mg T35,
gL
EBRLVIB7OF— RABH0VREBMEEFRERCI LN H D, Ak - AR, #RLOE
BIZHICBET S L,
EE (RoBFIZEHESE LN L)
1. WICRTREORE
(BT F—v A% LTV, ]
(1) HEET Y R—TADBEE
Q) BHEREE (BEEZELED)
[(BBicB T 3 R:B O AT 5, ]
(3) BWRE (EESEHE ST
[(BWILFRERERTIBZNLNRH D, ]
4) FFHERESE
(FFiIC B T 2 LB O RHENET T 5, ]
G) Yavr, LFRE, LBEE WERLSOOLER, HEECREEOCEEZEOHDA
HALED FH R OE Ofth OIREER ILE % o VR
HE (ILEEREAEDSEMNT 5, ]

6) BEOTNa—NVBRE

(FEC B 2 LB ORBENETT 5, ]
(7 BRAKEE
8) TH., EHZ0EBEE

9 =EEE ((EERE~ORE I OESR)
2. HIEY M- R, BERREESEIIATEE, | BERRBOBE

[(ROFERFETEIPRIFFETERY, ]

3. EERE. TR, EERNMEOHLBE
(ROERFECOMBEE=Y b a—A R RETH D, £/, LWBET VR 2EFREZ
LRog vy, ]

4, REARINGE, HRE, RORE., B TFREABES2IRIEEHERr20RE
[EmFELZRE-TBENLEH D, )

. ISR L CWARREM O H A A
(MEmE, EiR, BLR%E~0®’E | DIELR)

6. BB SXIXE T T FA RREHNK LIBBIEOBFEEDOH 5 8F
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(3) A R UIERIER (VIS 250mg) (HEE)

fEH LD
TE (kEx)

1. [REHRE ROBEFCHIERICRE TSI L)

Wi 2 REORE

[(FLEET v F—Y AR MEMBEEZ R - TBEANH D, ]

1) FRALEEER, RFEREOTRR

Q) B LW AES

(3) RYE

@ THEER] (1) . @ WRTEHEOHB

2. BEERERNEE

1) FNREELUABRT7 L F—VR, EEMOBEMOEBLELE- T2 t8H5DT,
EITEE, BEEOEGRSIMEL TV IBRE RS THIEICRERETAZE, £
oo WEET & F— Y AR EMEICET I EEIRSWT, BAERVZOFRKRICTHS#
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@ 2—FEEHNEZHVIREZT BRIV L, AEOHFAICL W ABTV F—
ARBITILRHDOT, BEMEIARFNOREF —FRICPILTEHZ L (=L,
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FHELRVWZ L, k. REFERERICE, BEOREBIZEETSHIZ L, (HAE
H] oEZR)

3) BRFOBWMPENL L-BEICH L TCOABREERT 3 &, FERAUMCHTHEE
BERY « REGMES. FRFBELOER (BMER, EAMERHEE. PREEE
BE%) »ETHIREROIZLICHEETDIZ L,

@) BAEXLLPUDERBEROERTHIRERIE, EHREF AT AT
HEBR+DRIGEICRY BETHZ L,

5) ®ETHHEAIIE, PELOBBL, LFE, REZEHHNICREL., EJODREHE
2O, NEBRELBEGE T, BODIMOBRIE~OET VB EITO 2 &,

6) BEDOMETIZ, BEOXLER R LBZBEPC, BETIVERHDIBERDLY, X
REORERE, BRPEOAHFICI VPRI o2 R+ LkdBE1H
50T, AEERE, KEOHESE, OERE, REECFEZCEED Y 2, BiIkE
MBEOFE, BERE, EROBRZFICEETDIZL,
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EH 4% e A AE AR - HE 18 07 i B - fE BRI+
(1) | 3— FiEEH BRI &0 HEET > N — | BHEENMET L, AR Ok

VARBITILENRDL, | BETITHZZENELLN
I—FE&ERAEHOWTH | TV,
HEERITIEEIZIE, FHD
BEZ—ENICh IR 5
Z &, THEERILRAE
Bl onsH)
EEMOBUOVIMENE | FRICX VBTV F—
B % VAERITZERH D,
FRT2GE8EKA 0K
B —BEEIcEE - P

LEBBORLEEZITI,
Q) | M4vRY) EE BrRICE Y EmEERS | HRAICL2OERTERAD
FEOmERTH BoaBEhnRdH 3, #4548

sHe N
rABRERTES F | BEORIRE FABE L Myrry
BF72FT ﬂf?ﬁ%b%ﬂf:;}%éi:&\ TTFRFI DGR 5T
BEEY a A BEEL. o | B/ VT RV D B
Shmy S PREA (T | CEVREN TR LE
ANHE—R, KT Y R— | XBOATNE,

H 1) FILEEH A 27U =) ot | U FAEER OIMERTE
TAEY % AOBEGIZIZTEYEL2 | ABZ2x0hTN5S,
B SERFH B57 2. BEBERICLY 7 LT
a5 ) a— VN LEERLENL D
FEZELEDZ ENEZ
HILTWA,
T/ 7 UBCERMA /T I VEBCERBEA
=X ICR DA VR R,
PEFT AT N E Z 5 TW
60
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1.7 FAERMS—ER

(3) A PRI VIERIER (FUaSUE250mg)  (EE)

A LD
EE Fx)

KR4 % HRRAER - fEE T 5 B fERE

(3)

ZELFYY PR L Y MR TIER T RULFY L BERET
BWHTHZ LD 5B, OFER) AP P COMESAE
BEOREZSBEL | RE. A R D oW 2
ENLEET S, Zzbh T35,

BEEERILEY B EARNE L BRF
TOWEHEREENREZD
nNTWab,

BERIRABILE Y Bk IRA VT T EE A
AR ER LI E 2 258 &
BHEEZLNTWVWS,

BRRaILE Y BRRA A NE IR 2
e xd, s ER XS
ERABRRBO LN TWVWD,

F R # FIRENC L B H U v L5k
LA R U BWOIK
THREZBNTWD,

ESYFEF BT

AYZFPTEK A4 V=7 Y Rk D RAL
HRBEENEZ LT
50

—aF U —aF Ui X A mbEER
ERABREZEZLNTWS,

2/ FT7PURER T )FTVRERICX
HA LAY I, BIE
MO YR T Y RN
EZZ LTV,

4. BIER
KARER 2,455 BltE . BIEROBE SN b DX 525 6 (21.38%) THH, ZOELLDIX
THI 170 B (6.92%) . BBRIE 80 1 (3.26%) . MEYE 52 B (2.12%) . B> 41 ] (1.67%)
LOWLIERTH B,
(T3 1AM 5 SR B

(1) EX%GEIEAR

1y

2)

3)

BT F—2 R (BAERH)

HEET v R—v 2 (MFILEEED EE, B/ B Btko B5, WK pH OET
ZERT) BRFRRBOIENEZHOT, B, Rt BR. THEOFHBER.
BER, HRFE. BERERD bR, Ebic&ksz L, LERK
EETFH L, BB, W7V F—T 20BN RKEWVIESITIE, ABROREREE
BREBFOIEAENRLELITI L, FIC, BEBRBOH., REEZHEML
FEBAICIHBT VPV ARBELRLT VWO TEETH I L,

EmE (FEERH)

EZT7 A FREFTEENOBEHOELEENSS Sbhl Lt OBRERH DD
T, BEOREZ TOBE LN oRET S, EFHER (WMHEER: BAOK &
EOZIEH, BiTF%E) ARDOLNEEGIEBEEEI aE2&5L, ao-INavy
—PHER (FAALR—R, RIVAR—2, IV b—n) oMLV IKDEE
ERPRD LN BHITIIT FIELRET L &,
FFigselEE. |E (AETH)

AST (GOT) . ALT (GPT) . Al-P, y-GTP, UL E L DELWERZEZMED T
BEEE, HENLLDNDZERHHOT, BEE 0T, BERRDLAL
BAICRBEEEPIEL, BERABETY Z &,
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1.7 RERMA—ER

(3) * bR VERER (VY52 %R 250 mg)

(HZE)

R ED
BE (x)

Q) F0HhoREMER
WD &5 REMERMBED bNEEEIE, HEIDSL, BE, 5P IEEOEE) 240
BEITHIZ &,

o BE | syt 0.1~ 59kl 0. 1%k R TR
(E TH | R, G, Bl. | BILRE
R, IEIR. ER |5

& RiL. AOERES . @
R

B T % 5 pE

FIg R R

MRS CK (CPK) k&, 7 b—
A

oM SEBER. K. AE|RR  |BAE. DEo - 56
Sx. WERH, B

* UEBT Y RV AOMHFERTHL L bHLOTERETHZ L,
*x  BEZDPIETHI L,

. BEE~ORE

— BT ERE IR - SRS RET L TWA, BEEKRTIC L AR OB RO, IT
BEEETICE AULBONREEOETALUBE TV F— 2 2HobhTT5Z L8
HDT, BEBECIIRE LN &,

. B, ER. RIABEFE~AORE

SEIR SUTIEIR L TV D RTERIE D & D AT iZ G5 LignZ &,
(B ERTHRIAVEABRESINTEY, EEREIABRT O FP—VRAZRI LT
lI\O ]

. MNRE~ADERE

EHAKER, AR, LR, SRINRICHT 2RI LT,

. BEHE

JER BT v RV ARBI LSS, ((BHERIOIERT ¥ F—Y ADHER)
WfE TV K-V ADMIE (REART MY U LAHES) | WK GREFIR) | mikET
LD RLEEIT I,

. BRALORE

HEFN 20

PTP BEEDHEAI PTP o — OBV B LTRATA L SBETSLZ L,

(PTP 3 — hORBKICL 0, BOSAWABEME~FAL, BIIEBALEZ L THthRE
RAREOEERAMEZHRT A ENBEEINTND, )

10. 20D TE

1) EF77FA4FREH (7=rhmAIv 1 B 100mg) ZEMBEMEERLEZES, BF
FEEMOBAE L R LU TLE - MERBEFICLZECRPFRICEN 2L ORE
BhHd, —H., ARV VEBERIEREZE O 2 ERFEECRABER L725
B, BERELZTZERL LEBEOBALLBL T, LHEE, BLEEAEIBLS S
Wiz OBRERH D,

Q) EBHERECIVEEZIVB,ORRAERSLLNAZ LB3H D,

B) ARV U REFROMERTHOREFICT VI T v VERBEREEN 2 RET
Hrlicky, BOEXEZYRLTWEORERH D,

AU XEOD
YERR A

2009 4E 6 BIKET (B 12 1K)

ik
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A3 FECESE LD, BHD

1.8 HHXE (F)

REAEGIEKRA=H



1.8

1.8.1
1.8.2
1.8.3
1.8.4

FXE ()

............................................................................................................................. 1
FRITITEE (BE) oo s s s s s s s b s s e b a bbb bbb 1
PEE- SR () BRUFDEREIM ..ottt ses e s ssessesses s ssessassasssessans 7
BE-FE (B) BRUFDEBTEIRIL ..o sessesssssssessessssssssssees 8
FRALEDEE (B) RUFBDERTERBL ..ot sssesens 11



1.8 HFAXE (F)

1.8 FfHXEW (E)
1.8.1 FHXE (EK)
Bt XE (B) 2REICEHRA L,



AL 7 NEIIIGER 4.4

MICEE FTIYOLRE/ CTTFA FRERAH | A AR S RS 873969 |
— 2 BUBE IR R IEHH —
W % ERET | e e S l ARES R | o
{E FAYAR ;%f"ﬁ c:i%af@fai)ﬁ A /)-, 7 Fﬁﬂﬁ-ﬁ LD LD | 00000AMZ00000 | O@FOF | OOF@ A
IR ERT 52 &, HD | 00000AMZ00000 | @@FOH | OO+@H
(EFIRA T o T b PR IT AR Y FEEEEEHD
B B ERIHERT DT EL)

METACT Combination Tablets LD & HD
VAT 2 R/ A b AL S VI ERE RS

€ 7D
HELRLBT S F—Y A 0WRENEELZEZTZ L 8H 5,
HEZDFER LOERIKIEE TS &,

[ ] osgzgs Lz y)
LA E2OBERNLFL2OBEROHHZEE [V 57
T BRI kwfﬁﬁmﬁ%®EMk#5ﬁ@&®fmt
EZLNALEEOEMAALNTEY, £~ BEMIZHOF
EEEELHDWVERELLEDRENH D, ]
QWITRTREDBE[ART7 v F— R &R LT, ]
DHABET >~ F— 2D
2) B BRE (ENESEF &1
BETs28zhndH5s, ]

Navws, DAL, LHFEZE, MERRELMER, MEC
BEOBEED H D BEROF OMOKEETEMIE & V=90
Wi [ALEEEEAMMEMT B, ]

D BEEDT N3 — BRI IR 2 LB O R BEEME T
%, ]

5) [ ACE

6) THI, Wan-55 0 B IBkEE

NiamE [ TERE~okS) OESE]

Q) BFHEAERE BERELED) [(BRIZBIDIARFLIVD
HEft A L, HLBET & F— 2 & I L7, ]

(4) FFHEREREE (ITIRICB T 2B ORBEENMET L, HEET7T 2 K
— U RERILRTW, Fim. AT F Y I EICFE RS
ENBb BELTFHEREDH 5 BEF CIIEFET BTN
»Ho, ]

(5) EIE 4 b — o A FERIFMEERIE X XATEIE, 1 B RIR O BA [
B, AV A) AKX ZEChREIEORERLAL 5, ]
(6) EVEIKIIE, TR, EERNMEOHDBE (412 ) ik
o X DMEEENEEND O TAKOBEEITES 2V, £7-,

BT U F—o R ZRZ LT, ]

(MxEF|FERE, GARIRE, RWHIKE, KT EEEEEA S LR
BHEF2OBRE KMLE* EZTFh03H 5, ]

B) AFI DBy XTI 7 A FRIEAFNT 0 LIRBUE DBEERED
HHEE

(9) 315 SUTEEIR L T B AlREIE O B8 A ( THEGR
H~DkE] OESR)

RVl A SR 2 R

CNE R

(3hRE- 2R ]
2 BIER R

L, AT &Y UERBER U A PRI CEREOHAIC L
DIEFRPEY) LT Sh D HAIRD,

............................. <m JH-E . ;9] % 1z Eggg— %) Eﬁﬁ + 1)) ;I;E:)

(1) #5 R IR @%Mﬁﬁibt%%hﬂbfoﬁﬁméﬁﬁ?é_
& FERFLAIM b BERE RGBS SERFEDOE
R (BPERER. ﬁ%%%%ﬁ 4)&ﬁ¢6 BRHD LI
METDHZ L,

(2) A Fl % 2 BIGERIBIGK OB —EIRE L L TRV WD &,

GEMELT, A2V 5 Uk (VA7 027210
T 1A 15mg 34X 30mg) ROVA b I UHEERIE (A b I
WEME L LT 1 H 500mg) #BH LIRENEZTE L THAEE. &
ZWEEA Y ZY ERE (VYA 2741 T 1 H 15ng
XX 30mg) Xk A hda3 /ﬁ@ﬁ(fhdvv /ﬁ%ﬁkb
T 1 B 500mg) HAIDWERIZ LV EATSRBEEI, AFOE
Hemat+ao s,

W AFIEEPIZBNT, RFOBREN YA Y 7Y CHEBIER D
A FRAI UEBEOKBEEHOHFRA LD LETTH L MEEIC
HIWF 5 &,

[#8A%- f44K]
A&7 MNEAEE LD A5 7 hELA$E HD
1§ VAT YL E LT lbmg | EAZY SV b LT 30ng
HARA (CED) a;/‘/iﬁpw_ﬁ 16.53mg) | (&2 57;}'/1,43@21& 33, 06mg)
A kassL 3 R 500mg A kL S L AREEE 500mg
# 1% T ANV AT T
SER D, Afa HEAM
Mo — K @ 321 QA 322
RN L T il | k@ Fm ilin
@ O @
FA& (mm) 13.7 14. 2
4E (mm) 8.7 9.2
J& & (mm) 6.8 6.7

I - ERELT—R | RERY | JrAbAAn—RF ) A,
ATT U~ T XA ETO A a—R <7 13— 6000, ZL7
BrTF 7 . BB ECASEID ORIER)

(A%-A£]
BE RAZIBIEISE(EA 7Y 2 /A MRS HBEE S L
T15mg/500mg X }130mg/500mg) # H\RFZICKE & ET 5,

<Fﬁ/£ N Fﬁ%t&ﬁé?éﬁﬁﬁi@&%ﬁ .......................... i .

L EAT ) EY L OREI L) BENSKERRIEIC S RESNT |
P naoT, kEICBRET 5188, BRORBRICEEL. FHIC
CBENBEAT ULV ELTORSRGTE 1 E (5mg A 55
[ EBRT A EMEELLY, i

i

i

(EAEDFE]

LEERES RoBHFIIZERICRETD 2 )

D) DAEBRIEDOBENDH D OMEE, HOE, OFE. @i
EMEMEREDOLNEROH L EBE [(BROLIFEOHEMIZLY
DARERESHIBENGIH D, ] (THEELEANEE] .
TEKRAEMER] DESH)

QKRBT DREORF[ILBET  F— VAR ELEL &2
TREBENLESH D, ]

DAHRAZEFER, EFERECLRR
2) ¥ U P E SN
3) G AE

(3) T — FEEA, BEEOMVTIAENE, hoBERBATELE
SHH IR STEORE (HEAER) . TEXZEER]
D)

2 BELRERMIE

(W FEBRMPEBOBEMIC L2 EEL LN DRE N EHBIZHEB L,
itmT%b%ﬁbéwm%rﬂ ZEMBBDT, Tred
BICHBET 2 L, ([#R] . MEERE] OHESHE)

DOLALOBFEROLALEOBEEREOH D BRF LKL LI
Wwook,

EDRSEAERD  EE—EMFEOLTEAICEVERT L




) FERITBERAE DTV, RE, 2WREEREMN. LRE
FERERH DN HE TSR, V—7FRAI (7ot
I RE)ORSEBULRNEERITOIZ L
NMAFORIE, SEEERM, rmm%mu&%u Ry
BHONEBGITIIELARORBEPLEL, B TH L
SBEEZEETH L,

Q) LERBEHECLMEEANSLLNAZ EXHHDOT, EH
WLMEIEEE“‘mE+ﬁ|ﬁ$L BRENEDLN

BB EE BRI 3055 IIHET SR VEEIC
&5#5:&0(F%®m®@¢mjmﬁ%%)

@ FENICEELREARBRT O F—VR, EEMOBEMOELES
BITZEXHHOT, mTEE. EMEOBIEGEFCRHEL
TWEREBEICEET B EEICIIEETHIE, 7o, WEET
VR=VARMELFEICET 2 EEICOVWT, BERRED
FRC+ABESES L,

(4) 23— FERHZHCTREZTIBEF BV T, FHOH
RAIzXvi@7y F—VRR2RBITILBHDOT, BRER
BAROBREZE—-FICPETSZ L (L, BRCRE
EFTOMERDHDIEEERL) . I— FERABRSH% 18R
HAKOBREEZBFE LWL, B, BREERZICIE
FEORBICERETSH 2L, ( BEER) 0EER)

GYARFDOBERILE T, HoUDHERFEROERTHD
BERE, BRREEZ AT 2L,

O)VEFNEEATHESIT. 1A VERMAETINIBE
WRET B Z &, A R AR B RILBHE (Body Mass
Index=BMI kg/m®) T 24 BLEHBWVIA R Y U HWIREED
ZeRgREm A VR ) MET5uU/mL L E LT3,

(NHTET /AL, I REZESHICREL, B OB
RERENID, DEPRToRGEICE, HLNIZhoEERE
~DOEV BRI EITIZ &,

@B oMEFIC, BREOLERRLRDIBER, BETH M
ERBDHBEBDHY ., i, BEOREL, RBEOCAHE
X OIRN R ool ) R ERDFERHDLDT,
BEEDE. FEOHES, LFEH, BREEOFTEZICHED
%, BIZREHBEOTE, RE58, EHOBREIERT
5Tk,

) B ME TRV, BERFEEBEESELT 260852
DODTEETLZ L,

(10) AH| L thoFERFAROHRICB T 2 LRI L TV
2 (EARBRIT ARV,

3. HEER
HREE GFRICEET A L)
AL BEsRIES - AL - R
3— FERA BERIC & O EHIENET L, A Mk
NI UOPERBETT DI EIC L
DIET7 O RF—y 2B L
BREOMORENE Wb s, BRTHEARARORS
FUEA L F b BT T 5 SR 2
BT b,
R AR CEROBERBAEE G Lk
FNR=INY LT R CIELEER ¥ RET 5B TR
FYAEY B, BB DT, ERIEH L 0PI
PY TR, (L R R B E R BIAT S
FVIIVF, BEEBEICRET T L
MVTEIF & ey —YHER L OB
RHZIT X R R & 0 MR R AR bh
IVF = FBAIIT Y TR TR
BREA R U LU UHEERETHIL,
F77Y =F,
IFS/Y= K
a-PNai s — LAl
RS Y H—2,
T HNER—RA,
7Y b=
EOT A RIS
TN GRS
A A LR

AZ 7 FRAER 4.4

MRHEFAERVEOMMBETHERE | ZROHRAITMAEIZFAZHR
BBEXIRBTHIEREHALTY | 35810, BRBAROHEA

318 FORBICRBOMVEEACEE
OFRFBRAEOMFEE TIEREZHRTS | T5& &bz, ARDA RV
R BERMEEEERPMbD Z Lz &
B, HRBIHHERT L E,
B 1 FERH,

)T I B VESRIREA.
7 4 7T — b ROBNSHSESEHL
ONVT7 Y,
EARMLATRA R,
TTRFO %
OFERAMAIEOMEEE TIEREREIET 2
355
TRV,
BIBRESNEY,
FRIRFRIVE L,
BRaFAE L,
FIFRA,
=077 2R N
LY=T VR,
=aF U,
Tx ) FTOVRER %

YVI7 U ELUED CYP208 2BRT | VU BV LRTO L YA S

% 3H Y& 0 NC A3 AHME T3 & ol
ERBHHOT, V77 LR
THEA IR 2 8
81, VERBRIIAFIREET D
s
4 Bl{EMA

AEREEE CIITON=RBRTEY A7) # V'  15mg i 30mg BN
A MFNI L 500mg & 1 B 1 EIHE S FITIBWT 208 i
14 B (6. TH) KEBEEREBEORE 2 EULRIEANED bk,
2RPERFBECAESR ZHRE LRBRITEMR L Ty,
UToBERIZ, FEORBRHEVZEF TV EY 0, A bEL
IVDOEEAITRDLNTWH LD TH D,

(D EXLGEIER

DDTEFEEHIVIERET A ENHZOT, FEHIIEE
ZHoICATV., B, AR EERM, LRERER - #E (B
i, B, DR, BAKE) BLLNEHERICEREE
FIEL A—THRBE2BET D0 CEOZLEEZITO>Z &
ﬁLM$é%r®b%hw&éuﬁ%wﬁﬁkm&m¢6_
L, (MEEIZRY) | THERZEFNHER) OESHE)

DABT Y F—R (M AEREO EF. ALEE/ A v B
LR, i pll DETEE2TT) Bhbbh, FERROZ &
BENOT, B, B, BE, TAZOFHER, B,
BARE., BEREOERES bR SR, EbicikEs
PlL, RELAREZTIZ L, B, LWBT Y F—V ADE
WHAREWREITIE, LBORERER 2 E2/H o2 L7 @t
RALBEITH Z &, B, BREFEBOH. R5REHEM LG
BITIHBET o F— U ABRBE LR T VWO TEETD I &,

NERIMMEOHEIMICL D LB ONLRESLLDNEZ L
BHBHOT, BEE DTV, BENEDLNEBEIZIE.
WEHDVEPIET AR CBENRLEEITHI L, ZTh b0
BIZE > THERPHE LW GEITE, LEIS L TL—7
FIRA (7t FE) OBRELEEZETHIL,

R, ZEICBWTEX VAV UICKZBEORBENE LA
BRTWB[EA S ) &Y ENEEREE - Bik4. 2% (29/687
) | &tk 12.2% (83/681 i) 1, £z, ©ASVF Tk
DEEORBUERE L, FERFIEMBEREA 01 C 10. 4% (44/422
) | FERFERESFSHIT 11.4% (39/342 1) | BER

FMERIESOFEI T 10.6% (30/282 #) THY | BERFEEAGE
SERREBILIEREFUT LB WEMIZH D, 2N HOEFICH
S THREBEORBRIZFHICEET I &,



4)AST (GOT) . ALT (GPT) ., AL-P #DZEL W EF 24 FFHiee
[EE, &EH EERH) BHobns Il L8320 T, 8L
FHITATV, BEBSTED bNZHEEIII&EE2PIE L, BHEOR
MBETHIZ L,

SYEMBEAER (0. 1~5%RM) BHobhdrZ Ry, Eiz,
BT A FREFITEES OBIEEOBEMEES D bbh
EORERDDHOT, BEOREBE+HICBREL RN LHRE
T5Z &, BRMSFERNPRBD bR BAE, KFHAVIIFHEL
Tméﬁ%rm%%—ﬁm_¢m?én&5wuﬁ§#5&
FEEIRETHZ &, £, FROBREIZL 0 RDLEERS
ROLNEBECRBEBER Y a2 RETIN, e —FLad
S—CEEFHEOHAICK YELMBERNEBOoNABEIC
T EOBERETEHC L,

6) P, BiAR, CK (CPK) L& . mMFRPBRFIA T nE s
LREBHMLTIEBMNGREE EERR RbbbhdZ &
BHHEOT, 20X RBHCRBELTIEL, BYR2LES
752 &,

NDEBEBNBRLZFAPRESINLTND

Q) TnthoFER

EEEE TITbNERBRTEA YU &Y 15mg XX 30mg BY

AFARAMI500mgE 1 B LEERE INZHIZBW RSN

ERBERTTA (L.o%) | #E (1.0%) Thotz, 2B, BF

TVES U ANV UENEFRORS TR LTV BEIE

AT L) ThHD,

v FS

5%LA 0. 1~5% A1
A, BmERED. o
INEEAD

0. 1%KM  |SHBETH

1) g™ ?

2) AR MfE EF DX
= ODBERETY |
BZ, WEEAR. B

T AL

3) B ¥ 5. B, TS5E

4)Hib3 Bl - 1B, FEARR
B, Mot R B8
FRRERERR, T SR
REKTLHE, RETIR

5) FFmg™ AST (GOT) . ALT (GPT) .

AL-P, r-GTPD LR

6) EaER HEWV, SHOE,H
. RS, R, B

S, LU

) FDith LH B U|BUN ROP Y v 20 | &M, 55| BIFED
CKCPK) @ | LR REARCIN | 2., & F
LR VOLADET KER | TRICH S FF
OURE B O, B0 | IR 7 o #8 R IE

n DEAL

7 2) MERE 2 EHA G AIC LERE) 21752 &,

13 TEEREAMEEQ)) OESH

E4) DX ) RBEITEREERETZIL,

YE 5) FSBEEE : AST(GOT) 0.86% (11/1,272 i), ALT(GPT) 0.94% (12/1, 276
B), AL-P 0.47%(6/1,272 ), v -GTP 0.95% (12/1, 263 i)

¥ 6)LDH 8- (5.63%. 71/1, 261 fi) % CK(CPK) L& (5.00%, 61/1,221 i) »%
HLLNBZERHDHOT, BREVRDOLNZHAITIT, FREZTS
R EBEETHIITI L,

HENDAEOERRRIIBNT, KEOBHTORBREDC LARRD LT,

A MENVI

WD & REWEAPRD bh Ak, LEEL, BE, #

SHIZE0@ERRitEiT> 2 &

ﬁ)ﬁmﬂﬂ
1) HIERE™" TR, RERIR. BE. BO, B, ERmS, 8
B, HILER
2) M i, BiLERED, g
3) BiE=" BB, LHE
4) FFig THEAE SRR
5 RBRE CK(CPK) E&, & h— R

AH 7 MR XER 44
SHEEMEY | TRE, HE. RS, HREEY .
HEV - S0, BWERE, BHE
H4) ZOX)RBECEFEEEFETAIL,
8) BT v F—VADPMERTLHEOTEETH L,

6) T Dith

5 M E~DRSE
— R EERE TIEE - FFBESAETL VWS, BEEETICE
B A PRIV OPEMORED, FFEERTIC X 2 HLEBOAHEED
ETRIBT Y F—2R2H bRt T2 L13H2DT,
EEE RS LRV &,
CBENR. EM. BAMEADIRE
(DR UTHRE L T A O H 2 FAICIES LRV &,
[(BF 7Y &z onTik, Ty MEERRIIREHRR T,
40mg/kg LA L OB TIE - BB TROBE. HEROEFRD
IBEDN, vHXREBRYIR SRR T, 160mg/kg HTHB
MO UIHMENZNFh 16, it - BIERTROBREN S
b, Fh, A MRAI LTI, SRR CRSFERSS
EEINTRY, REREILBT S F—YRERI LT, ]
QBRALFOBARKETDZ L 28T . CUEETERETIHE
ZELrTItERr L, [BAHTVFY T, Ty MTHU
HFA~OBITRBEIN TN, V]
NREAOERS
EHAEKER, HFAE, LR, 9RXNRICHT 2 R2M IR
SELTWWIERRRA 2V,
8BRS
B BTV R— U ARBI A ERNH B, (T
M7 F—Y ADOEBRE)
WE : 7Y F—VAOHE (REKFETF DY U LAFHES), Bk
GEEIFIR) . MBI EOBERLEEIT I,
9. BERALDEE
AN AZAHEE : PTP A0 EANI PTP v — ALY H LU CTRAT
ZroEETEL, [PTP v— FORBREKICLD,
BOSLAmPSRERE~RAL, Bz sC
LTHERIRREOEEREHELHETLI LR
HFEINLTWS, ]
10. FDHDER

WM EZT7HA FREX (7 hA2 1 B 100mg) & BHIRHE
WEALZES, REREEMOEGA LEBRL CUR - L%
FEECLIECERFTRECEDP ST EORERH D, —F,
A RBAICEBREZED 2 BERFEBECRHMERLE
ﬁn\ﬁiﬁ&&IWkLt%ﬁo%Akkﬁbr DR
E RBUEPABRBY S LOHERDH S, °

QT v "R~ TRIEA TV F Y %24 7 ARBHR DS
L7=3BR T, 7 » MHED 3. 6mg/ke/ B EA_E OB S BEIES 23
HHiT,

(3) WM K IBIRIEIE (familial adenomatous polyposis : FAP) D
EFAEY THIMNTRIIEL TV F S UOEFER(Fr S
VEURGRYSY S ) ERARELZE ZA, BBE
BEOBRUOKRE SEHARSEELORERH B, >0

WA TV EI v SE0F 7SI P RERERELZEZA
FERFME) BMREARE R I ELZ L ORERH B,
BHETRL bW BRI ENREOTEN 2 EET S
Nk

GYAPFNVIVOEMBEICLYEZ IV B, ORBFERD
bbhbZ ERHB,

6) A RV U XIIR O MER TROREHCT VIOFT v
EHRBRAEXZRETH LICX Y, RipEN R » T
NWEDREND D,

(=]

~J

BIER] DO



(EmEhiE]

1. mbRE

(1) HE#&s

BEBRABTF 820) XL, A ZVES /A M tE
B & L T30mg/500mgBl S dE & B4 7 ) & L EREIE 3 0mg 158 &
A RRVI IEERE250mg28E R 7 R A A — A —KIZ LY 1A LE
AT CROBELEROL ) ¥ UREERTA bR
NI UREEOMFEFREHRBIZRROLEBY THY . £MF

BIRSMERT/D b,
{ng/mL) (ng/mL)
e R
— AR
Ewe SRRy tw ”[ WA
4 i o
v l I P
o e -_[ E] 3
) B | £ L
£ L w] \
* 1 . o ¥ —
HEI T w b Y " TN T8 % & » a

Lo L]

F72, 30mg/500mgERAEED A SV &V URE(LE, EHEAH
M-I ~IV) EORA bR U REGEOEDEEEA (T 2
— X I TEROEBY ThoTo, ¥

Cmax Tmax AUCy 1o Tiz

(ng/mL) (h) (ng+h/mL) (h)
| K25k | 1073.1+407.59 | 2.5+1.03 | 11242.1+3679.00 | 10.4+13.66
M- 1T 29.5+14.56 | 7.6+2.51 | 380,6+248.756 |25 2+18.42

M-I 180.4+568.37 [17.2+6.72| 8112.7+2454.85 |32.71+13.96
M-IV 427.8+132.61 |15.5+6,69 | 19159. 5+5244.59 | 31.2+13.40
Cmax Tmax AUCo 45 Tie
(ng/mL) (h) (ng-h/mL) (h)
Metformin| 1426. 0+ 387.41 | 2.8+0.95 | B641.7+1698, 97 4.4+1.40
(CFHIE +IEMEREZE)

7o Wistar fatty7 v b CTHRZMEETERCBNT, -1
~IVOTEMEITREEL VBT,

2) BFORE

NEAORERAB L 28F)) 1oL, B4 F V&Y /A kv
I HEERE & U C15me/850mghE & R kB RHBICIRE L
7o, BIEBRERSFHICENTA A UREEDCmaxs?
FIBHET L7, A FAN I VRELIEDAICE AT ) 5 v
REEDAICK UCmaxiZ 221E I bR hrot, ©

(EMNIT1T 2 AR R I315mg/500mg K U30mg/500mg Tdh 5, )

iz, BERABT 8F) ICEEIFRXIIRKICY AT FV L
L C1E30mg % HER QO #E LB, AR B SICBWTREED
Tmax D IER RH 5 N7z PIIMIRELIER O B HEERH) AT A — X
IRERZT R BRICEZBEINILAERVWEEZ LN,
2¥. BIEBREIXEEE (B 2427 Y &V L 30mgd 7 = L BEH
MEESUIFERMEER 7 v A A — N—JE CHERE Lz, v47
U &Y VREGEOENEREIC R E 22X, 7T VBENO
BBiRonRpol,
2. EBfEE R
(Ml 7Y &Y iR v hOfiE, 4%t METALT I
y%ﬁgmMLt&%@EEﬁﬁ$m\wfntgﬂurfb
o7, 8
3. K
M EeFrY &7 ORBUIEF b7 v —AP450 1A1, 1A2, 2C8,
209, 2C19. 2D6. SAMOBEE DS FRENEE LTHW3EY, £,
A7V F Y iEe bF R B—LPASO FREERI I nY —
LDORBTEMEIT LT, F b2 72— LP450 141, 142, 246, 2B6,
2C8, 2C9, 2C19, 2D6, 2E1, 3A4ITIZ L A FHEBEE X -T
(in vitro) 9,
(2) A FARAI e MERTIRAB SN, k2, Frru—
LP450 1A2, 2C8, 2C9, 2C19, 2D6, 2E1, SAMZEEE 5 % /2

~7=(in vitro) ?,

4. Bt

(D) BERMABF (1400) IKEERIcE A7) & v & LTLE30mg
FEEROFSE U, RPiidE e LIV~ VID Bk S 4,
4594 481 R T O BAHR PHEERITFI0% TH o1z, P

(2) A MARAIVEe MERNTRRBE R T, RELEOETZRHA
CHE &, 0

(ESPRRLHR]

1LRERE EMEEICMATA MRS VIERBIEFERTD 2R
FERR

A RERNI EERE (1[E250mg, 1 B 2~3 @) CHER+4H74
2EBERRBELZRMRIZ, LA LEE ATV FY L LT 15ng 12
HEE., 0% 30mg 16 BEEHKES LAY &Y VIEMIEG
R#EL . 77 EROEARETHA X BB LR, €42
& L REREOFFARET 0. 6710, 80% (83 {5 D EHIME  IE IR E)
DTHER, 77 RBEREETIT0.2550.92% (86 HIDOTEE
HRE) OLEIED LA,

CBERE ERBEICNATEA S Y SV UIEREEERAPD2
BB R R

VYA T U &V (15mgXiE30mg) CHRF+50 228 RFEE &
HEIT, A MBNI UHEEERIGERRE LZRER,. A MRt
v HEERE250mg % 1 H 2[RI A& & L 72 B ODHDA ({1 %0, 4520. 63%
(2045 D EHE HIZRRZE) OTHEAS, 500mg% 1A 1IEIFEAKRE
L 7= BRDHbA,fE1%0. 43+0. 52% (207FI D FHE HEHERZE) OT
M358 B, 1EI500mg 1A 15D 1E250mg 1 H 2= 515
T BIEEMERRIES NI,

N

(33 FE]

AT )8 igEE
AT 2V UEEBEIEA A VEEERDA R Y REATRLIE
WAER L TA VR ARGIE R R L IS T 255EA 2 1H L,
REEMEBICBT AR AL EO LML ET S ®5, ZOERIE, 4
VA VEFIHEOERTHAHHENA R CIERGEREEFEE
ks lickp#EREhS,
1R R
ARV BT E AT S IEME AR RF T T LB KKA~
7 X, Wistar fattyT v MIZBWT, SOERTEA VA ) v
MEXER LIz, —F, A2 ) RZOIBHERFETTNEY
(APVT NSV UERRBIy MYOELE, EET v b
(Sprague-DawleyZ v b) OIEH MAEITITIERER S oz,
2. TSR B (P
AR SEREER L. TEERY 27T Wistar fattyZ > b
B OZucker fattyZ v MZEF TV ¥/ U 210~12BR&E L.,
0B R BRI N a—A2BOKE LA, Fra—RE
E#OomEIrNVva—2 LROTMEEOA VR ) VBRSWOR
WHFTED LT,
.4 VR VERMHERA
(DA R AREEZA L, IEHERFERR Th HWistar fattyZ
v M RUMBEHCd DZucker fattyT v MMZEA TV F %14
ARE L, 200MRRBICA VA VERELIZLEZ A, 4
VA Y B E#OMEET ORRAED bz, 19
Q) IEHIFERBE TH LK~ U AOBEBED ') =— 4V ES K
URIZEAB BB ORI 5 ~DA A Y Rl 0 5E
BYALEEMES R, W
(3) B AUPER G Tdh AWistar fattyT v b DN G OFEEAZH
HIL., REMEEICBITAEORMA L E D, ©
A {EFRF
(1) RFEEBIC I D1 R Y AEFA
Vistar fatty7 v POBBEL T AFHITBNT, A A Y L OfE
(7Y a -7 Emk ORETLEMER) 285 L 7= (ex vivo),
F 72, Wistar fattyZ v b ORI E B IS & e o BAENR



BifRIZIiZ VT, A VA Y v OER (Z 0 a— 2Bt RO
BARTTERER) 2 #58 Li- (ex vivo),
QFIZB T B4 R Y ERHER
Wistar fatty7 v MZRWT, B3 7 vax b —¥oiE
HETLEL, INVa—R—6 —RAT 7 A—FPOIEMEET S
¥, WEATME Uk (in vive), ©
(B4 v AV VUERREIERER
Wistar fattyZ » hOFBEHICBHNT, ETFLEA R U5
BERVA A VEREEREOY VBLEEEL, AR T

TFUONA T == 3 —FF—EOEMETLE I (In

vivo), 7

(4) INF— o EEAMHIEA
Wistar fatty7 v MCRO LN EHEBINF— o ELETTEZ M
BIL, 2 EWITLCEMBELE L (in vive), @

A kAL E VIEERIE
1. MEETER

A MRV UEREREREEY (TR 9 Ty k2 oy
%) TRV THETERZ T, ZOLEETERIX=S
=N (UHE2) soirruedy, sarruFEby (7
v ) ik oIHlEh, KBLLEATAIOAL R (THED)
LR Eh,
2. K

BE B MBEDA LAY U HRWENT D Z &AL ER TIER %R
To%T@B@ﬁﬂﬁ%?ﬁﬁ@igﬁwm&Lrﬁ%énrm
50 24

() JFC oS £

(2) KAy COEER| AR

Q)Y BEN L O T V= — RIS

(AR ICET 5 EIEFHR]

EFTY sV ERE
LRSS
H
HyC Z N msyo
I
= "o o M ko
EUSRRREHR

—Mk4 BT Y & R

(Pioglitazone Hydrochloride) (JAN)

1 (RS)-5-[4-[2- (5-Ethyl-2-pyridyl) ethoxylbenzyl]-

thiazolidine—2, 4-dione monohydrochloride

43 F 3 1 CollyoN;05S -HC1

4B 392.90

A& 193°C (53FRA)

R AT Y Y UERRIIARORBENITERIEOR KT
Do NNF-IZAFAKRNVAT I RXEFRA Y /) —LI0R
W4 <, =& /—)b (99.5) XiZ7 okl L
iz <, 7TE b= b ZEBD THEFIZ L, KIZiZ
EAEBET RN N FDAFATAVAT I RER (1—20)
IR R R E R,

A RIS VIERRIE
—i%%& : A MRV UHEERE

(Metformin Hydrochloride) (JAN)
{54 : 1, 1-Dimethylbiguanide monohydrochloride
SFR : CHN; ¢ HCL
T : 165.62
12t E=

NH NH

N ?ir N/Cn: - HCl

|
CHa

PR AR B AOEE X IIEREOBRRTH D, RRBIFKICET
<, FiEE (100) IZR0R0WmTic< <, =¥ /—/L (99.5)
T W,

Bl 49 221°C (DFR)

[(RYFNEDEE]
AHEFNAFNHE L A RF Y IBRN%E L O—a 3BT S
ZE, [EELTEREBESRGTICTRELESA. FEVE

ETBILNbD, ]
(B %]

ER-&HELD : 10088 (108X 10) . 14088 (1488 X10) .
5008 (35, 108X50) . T008E (14X50)

EiAHEHD : 10088 (108E X 10) . 14088 (1488 X10) .
50082 (35, 108EX50) . 7008E (14X50)

(EEX#]

1) BERE i FHELIBK, 24(12) : 2597, 1996.

2) UK Prospective Diabetes Study (UKPDS) Group : Lancet 352,
854 (1998)

3) Saez E. et al. : Nature Medicine, 4(9) : 1058, 1998.

4) Lefebvre A-M. et al. : ibid.,4(9) : 1053, 1998.

5) EMFEHRISHERER FNERD

6) Karim A. et al. : J. Clin. Pharmacolo. 47(1): 48, 2007.

7) PEREE : R &%, 74(5) @ 1184, 1997,

8) RIZRZE fth: FH LA, 24(12) @ 2697, 1996

9) b hPASONFREFEBRKZ I/ vV —AlZ L HABHCHET 3R

(FLNERE)

10) F b7 a— AP 450 (CYP) iZxi 3 2 BICH T 23 ((tRERD

11) Scheen AJ. : Drug Safety, 28(7): 601, 2005.

12) Study No. AE-4997-G, Final Report (Takeda Pharmaceutical
Company Ltd. & #H)

13) J® ffi— fih : BEAK & BF5E, 74(6) : 1627, 1997.

14) ¥ fF fh o 3KE LIRR, 25(2) : 337, 1997.

15) SugiyamaY. et al. : Arzneim. ~Forsch. /Drug Res., 40(1), 3 :
263, 1990.

16) Sugiyama Y. et al. : ibid., 40(I), 4 : 436, 1990.

17) Hayakawa T. et al. : Biochem. Biophys. Res. Commun.,
223 (2) : 439, 1996.

18) Murase K. et al. : Diabetologia, 41(3) : 257, 1998.

19) Proske, G., et al. : Arzneimittel-Forsch., 12(3), 314, 1962

20) Opitz, K., et al. : Deut. Med. Wochenschr., 87(2), 105, 1962

21) Sterne, J. : Therapie, 13, 650, 1958

22) /NB JeiEH - BEEHEEE, 67,12,1971

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

24) Lee, A. J. : Pharmacotherapy, 16, 327, 1996

[X#REEk%k - HaBHREBELEHLE K]
HHAEERTERASH ERFHE < FOHEKRE
T103-8668 HEHHFRXHAAE _TH12F 105

T —F A ¥/ 0120-566-587
SZATEER] 9:00~17:30 (L AHLA - ¥R ER <)

FANIHERGRTH I, BEEFHEETE 97 5 (F
AR204 3 A 19 BN ICESE | EMEBIEE | F2R&
BTA2AOKBETH, 114 BH5FREE Lz&EEL
MERH LRV,

SR
HREESITEHRA4

T540-8645 KIRTHREEMSHTETH1EF1S



1.8 HFAXE (F)

1.8.2 FEE-ZR (E) RUTDORFERN

B4 7Y 7Y UHERE (DLT., AD-4833) 3F7 Y U DU RERITHY, AR Y UK
iEEZ%E TS LICLV MERTIEREZRT., A PRI VERBIIE 754 FRT
B, A VAV ORZMEREDD L EBITBE IR 2EERNIMEEREZE L. Zh
LOERIZE » CIBERTIERZRT,

AAPERBZSVIER LTz TREMBIMCESSBRBZETAA RTA4 ) (LT, B
RIGBETA T A ) 2B D 2 BIBERBOIFEF# T, MIFERTHIRERIER
VEEREZ 2~3 » A L CHLEELToME= Y b —ARER SN RWEEIT &
OMFERTEOBEN TN D, &5HIT, | MEOROMBERE TRBR CILRF 2 0RE=
Y hE— A EZERTERVES, B LIIRPITER TE THRBIZMEE,L EFT 55
Bizix, ERMFORL S 2EEOR O MER FTETHERTHONS,

B 5ERBFE L2 E T 5 AD-4833 & A MR I VB OB S IE, 2 BIERFAE
DA VA) BN ESENCHRETIZ N LABNRIBRETH D, KERURMO
BERFRFED 2 HBERBOREFHCE T a By R AT — b AV MBI, &
WIEEROE 77 A FERIZE2MEEERICB W TE = F e — AR R+5 2258121,
FTVV O ERERINLIHRFEDO—D L LTRBMI LTS,

DAEIZBW TS, 2008 4 12 AicYitid (RFEE, EBRECMATES T A R
REFN LR OBEEBIMIR S BEAREZBEG LA, RFERAREIERAZETA P
FA BT, MERKEDRIBREINTVERES LTBRICEHINA TV D,

AD-4833 OAFRAEX M A 1E] THHMB, A PRI EEEIX 1 B 2~3E] T
Ho, FEEFDO1BHZY ORERELRER->TND, HERFFHD AD-4833 & A FFL
I UEBE OB X B HERRIENAR AN ZERICIE, BRES»OBEOFEEELED
T, REETZ2M LSOO FEOLENE (=—X) BNEEDHEEZD,

AEAANL, AD-4833 L A ANV I VEBBEOEARELZEE T 28A| (15/500 mg K&
U30/500mg) THY, AEIZ M B1E] THD, FEANCE 2 0FRAEEE A TRES
HEFNOBBEILEA L, E1REEHIBOTDL LI BHTZ Y ORERES BT
B END, 2 BIBERFBEOFEENRR LT 5 Z & CREBESFRM ET5EEZOND,

AEAFIL, AD-4833 RUA hARA I VEBEICRRENDE ST 1 FEL OHAK
HBaATo 2 BIERFBEOFEELED C, REBTFLALIEDDODOEREAEN T
TWd, 22T, REAFIDOE - 2R (R) 1T, FHEAICKIT 208 - ZIREZEZICUU
TOLBOERE LT,

2 RUFER IR
L. EF NS UEBEROA MRV CEBE ORI X AIEENED LT E R
HEEICRB,




1.8 HEXE (F)

1.83 Rk -FAR (¥) RUEORERR
(1) HAEIZDOWT
1) EPEMRFHOHEEANS

BAANDORERAZSRIC, BNRETEOEHEMNA (30/500mg) HE5RHL, RAR
DHEX|HF AR 58 (AD-4833 30 mg UM A RV I UIEERIE 500 mg) O &P FERIFRIEER
Bk (CPH-003) %%k L7-fER., REAAIR G R L &BEIOFAE SR D AD-4833 RE(LE
? AUC(0-72) & O* Cmax, HNZ A R RV VRE(LED AUC(0-48) % ¥ Cmax IZ-DVNT,
B 5 RIFIZ= O 90%CI 1Z, FEMEETH 5 In(0.80)~In(1.25)F TN bz LTI,
EYFRREENPHER SN, £, CPH-003 THW-EHERA (30/500 mg) % EHER
Fle L, IRAERA (15500 mg) ZHBMANL U COBEHES LR LHR. mlHoL
YERE S P RERE S iz,

2) BEUHOHRALDL

AD-4833 #5910 2 RIFERFARF ERIC, DAEICKIT DA MRV I HEEREDOAR
Rk - A& THD 1E250mg 1 B 2 EHFAREE |, REAAITHITH A MBI HEEREO
ik - AETHD 1B 500mg 1 B 1 BIHFARICIIT 2B 20 %2 FELMHRBRIC TRET L7,

FEFME R BN T, BEPKRTEO HbA c BLE (FHEEERZ) 1X500mg 1
[E]#C-0.4310.522%, 250 mg 2 BI# T-0.45+0.632% CTH o7z, HFHREED LS means (95%
CI) 1,500 mg 1 [E1#£C-0.44% (-0.5150~-0.3627) . 250 mg 2 [E1#£ T-0.44% (-0.5201~-0.3667)
Th o7, BEHBZ D LS means (95%CI) iX 0.00% (-0.1036~0.1126) T&H » .1 [E] 500 mg 1
H1E#&E5D 1E 250mg 1 A 2 BIREICT 2 IFLMEDBRIE S iz,

BIREHBIE H TH IR O HbA ¢ TIRHEERBICERA LT, ZERMAE CIXTEE
H 8 BEBRICBWTERALNZLOD, ZOEIKRZLbOTIERL, 16 BE TIIRSH
BUCEITHA NIRRTz,

U EORERI G, AD-4833 B E5H 0 2 BIFERFBEICB T D A MR I VERRE 1 E
500mg ® 1 B 1 EIfFAREE, 1B1250mg @ 1 A 2 BfFARROFDEIZIFRE TCHLZ &
VDR ENT,

3) REMOHAMD

AD-4833 #5910 2 BIFERFAREF 2 RIC, DBENCHIT D A MR VIEERE OAR
Bt - BETHAH 1E250mg1 A 2EIfFAKE . REGAENCEIT DA MBIV VEREED
Ak AETHS 1ES500mg1 B 1 BFRAKICRIT 2 REMERET LT,

BEICB T 2EEELORRHEEIT. 500 mg 1 BIFE 54.3%. 250 mg 2 [EIFE 52.2% & #&
EHBICERREZTA NPT, HRBFENEGETERVWAEERORIEBE I
TH. 500 mg 1 BB 6.7%., 250 mg 2 [ 6.8% & B EHMICERREBXA DR NPT,

BELQAEESRESII, 500mgl M T 1.4% (3/208 F1) THY., 250 mg2 FFE TEIA LR
B olt, 500mgl EETAHLNEIFIE, WTHLOARMROTLODEERAEERLE L
THREINTZHDOTH Y, BEIIEEROMEERD EE] | REREET PEE] T
o, WTFNOERLIBRE L OREBRITIEE S, SEFIIEE LK,



1.8 FHEEXE ()

A FFRV I UEBEORMNTEIZBO T, 5% U LOEETAONSEIER & LRI S
NTWBTRIOFREBHEE T, 500 mg 1 BIFET 5.3% (11/208 #1) | 250 mg 2 [EIFE T 1.0% (2/205
Bl) Thotze, Z0H5L, HWEEA AL I DB EOREBESEETERVL DX
500 mg 1 [EI#E T 1.9% (4/208 #1) . 250 mg 2 [EI#£ T 0.5% (1/208 i) Th o7z, 500 mg 1
EfEOHEENETEP b0, RRBBROFELBOTVTILO THLBEDCERT
HY, BEEHIZ1FEZBROTIIRERE 1~56 B @ BERBILIN) ORERTHoTz, KR
BRCHADLNIZTRICHRERELRoT2EMTIR, WTFbEEMEFICEE L 2o,

UEDOFRERMG, A MRV UEREEEO 18 500mg 1 A 1 BEffATEICBNTHEEME
DR DbND Z iVt EZ b, SROBFUATHIEASFNCK T HIAFEETEW
EEZ b,

(2) RZEIT2OWT

AD-4833 DA AL, 11 B 1 BEHARIIHBZIIEARET D] THY, A b&
Wiy@%%mﬁﬁ\rlﬁkd@ﬁ%;ﬁ%ﬁﬂﬁﬁ?éjf%éo%:T\WED
BN 3) TR L7z CCT-001 OF MR VREMIT, A AL I VEEBEORBREIZEL T,
WTNOERG TREERE] TEELERETH D,

—7F. AD-4833 L A MR I VEBRE L ORAGHICBIT ARFOEEICOWVWTIL, XKE

WCCRF LTz, EIWNHERE L R—05 T D MPEE (15/850 mg) 128V T, AD-4833 F
D AUC [AUC(0-tlqc), AUC(0-inf))- % UF Cmax @ LS mean Dt (BB %K S/
ZEREREEE5) D 90%CI 1 80%~ 125% DEEBHAN TH V. AD-4833 |[Zxt4 2 BF DAL
WeEZ b, A MR URERED AUC (AUC(0-tlge)., AUC(0-inf)) @ LS mean O
D 90%CI i 80%~125%D&FAN TH o 7228, Cmax (ZBWT 65.4%~79.1%ThH YV | 2
EBiX/hENb 00X MAA I VEBEICHT2EFORERALNE, B, EEFERE
WXt SRR B EGRED A R AL I URE{ED AUC(0-tlge), AUC(0-inf) X T8 Cmax
DWARIZENFN 13%, 13%K N 28% Th o7,

AD-4833 R A ARV L UIEBE O BAREIZBIT 2 RFOEEBIIOVWTIT,
AD-4833 I BFEDOEELZIT RN &, A PRI VIEREIIAEIZL Y AUC KT Cmax
BENFNK 25% K O 40%Bib 15 L OBENRH D, RKESENT BT 2 REHERIX
h%%ﬁ@ﬂﬁkmATAD%Bim%fﬁb\itxh$w:/ﬁ@ﬁiﬁ$®%@m
INE N T,

E72, MP 8 (15/850 mg) ZIEMERIFN L L, ENHFRA (30/500 mg & T 15/500 mg)
FRBREA L U CHEHES 2 R LR, MP 8L BN B FENF 04D ZENR S T
mahi,

Uk, ENBRERE L EMFORSEEPHER SN MP I LV BRFORE (RIBVR)
R LIERER, AREGANCEENDIBHS D 5 H AD-4833 (T HA| L FIRICEFORE
AT, A PRI VEBED B EFAKRICESTORERALNTELOD, ZTORE
IO RNZ L OERMICEBERWEB 27, LrLRyR b, REGANZKIT 2 AIEIEA
MRV UHEBEOREF LR —AENEE LV EEX, [BBERE LRELE,

UEns, REARIORE - ARIZUTOEBIRE LT,



1.8 HXE ()

BE, RACIZIRIESEEAT YV FY /A MRS EEREE LT15 mg/500 mg X
1£30 mg/500 me)xHRBIROARET S,

10




1.8 HEAXE ()

1.84 ERALEDIE (X) RUTORTERM

EA 7Y 5V L OHBRRBEER OAA (B2 7Y F e A PRVIVOEH]) O
ERRFRBREAE ., MR O (E (BE, ARBHBETORMIERLED) K&EIE, TE
RAEEMBBMNIEOLRERICOVT) (FEIF 4 H 25 B, FHEF 606 5, ELHE
595) RO TERAEEROHER LOEFRLMERICOVT] (FHRIFE4A25 A, X

RE 607 5) I[CHERL, BRELE,

BoRA SRR ENTOHBAE, LY EELE2 5N5H (RAIAFL L THOR)

(ZREE LT,

FRLEOBEER

B R

[E4]
EERIBET VRV 2B WIHEMEEZRITI 8D 2, BRE0ER LD
HEEICRIIBETHZ &,

A RERALVIVOEHN
XEZZEIIREL
I=,

[£R] (KkoBRFICRESLREVWI L)

1) DREDEERVCLAEOEEEOLLEBE (VA7) 7Y Tk, B
BRICBWTHEBRLEEOHMIIAES REEOEEZEX NI LERDE
MBRALNTEY, iz, BERMICLLALEZFEELDIWVIRELZEOR
ERHD, ]

(2) WITTRTIREOBHEEEET v F—v 2B LT, ]

1) $EET7Y F—T RO

2) BmERE (EESHTZET) [BVLF A MRV I RENRERT D
BEAEH DB, ]

3) Tavs, LAE, LHEE, HERRCLLER, MERICEED
BEEDH 2 BE LT OMOKEBERMEZ DT VRE [ILBEE

B 5, ]
4) BEOTNALa—LERE [FRICBST SLBORBESKRTT S, ]
5)  BRAKIE

6) T, BHtZEDFBEE
7 RERE L TBRE~okE] OBEBR]

(3) BHEEE BERELEEL) [(BRICBTAA MRA I OHERED L,
HBT Y R—VR2Z2EZ LT, ]

(4) FFHREREE (HIBCR T2 LBORMEIETL, BTV F—vRAZED
LRt £, B2 7)Y URECHBETR# SN DD, EERITE
EEEOCHIBETREETIBENLEH D, ]

(65) BIES b—V A, BRBHEESEXIIAIERE, | BERBOBE (WK, 1>
AV AN K BFECh R EMBEORENRNEAL RS, ]

(6) EIERYAE, FHiATR., EERNMEOHLBRE [ AV VEFICE 2 MbE
BEMNEENZ2OTRFOTRESITFES 2, £/, BTV F—v R
Logvy, ]

(1) FRB|EARRRE, HERKE, THRE. NTEEMER2XIEIFEERED
BERLELZEZTBEREH S, ]

(8) AEDOEHEWRHXIIE T T F A FRIEFx LIBBUEDBEERED & 5 BE

(9) FRIFRL TV A H BB A (TR, ERf, FLRE~0®R5 ]
DOIEHHR)

() vxr7)ay0om
REAXELSEIC
JE LT,

(2) - 3 A bhAn
VORMXEERS
ZIZRELT,

(4) - (5) MRRH O
X ELBEIIR
E LT,

(6) - (9) ARGy DR
N XEESECH
E LT,
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1.8 HAXE ()

FERAEOEESR (BX)

RERI (FEE)

<ThéE - HRICEET HERALOEED>

(1) ERBOZW AL L-BAE I LTOLERYZETHZ &, FERBLI
WL TPERE R A - REGMSES, BRFERLOER (BHEER. PRIEEER
W) 2ETHRARDDZLICEETDIZ L,

AA % 2 BIFERIFIEROBE BRI L L TR W Z &,

FRIE LT, BRI A7 U 7Y R (4274 1LT 1 H 15mg
4% 30mg) ‘A bRV HEERE (A bR VHEERE S LC 1 B 500mg)
FHALRERZEELTVWAEA, H2W\WEeAH 7Y & U iEBE (v47
UFY e LT H 15mg Xit 30mg) XiZ A hAA I UEERE (A FHR3
VISR L LT 1 B 500mg) HBIDOERIZ L W BBRART+HBEIC, REIO
FERERFTEZ L,
FRBEDCRBNT, FHOREBEAT Y F Y UEBERUA PRIV
HEREOREROHB LY LED THEMEEICHE T2 L,

(2)
(3)

(4)

ATV EY DR
HXEEZSEBIZLRE
L7z,

<BZARICEETIERALOETE>

AU F S OBREIC L D BRENS B IEICEHEENTWE DT, ZHIC
BE545551%. BEORRIEREL., KHIEFTFhIEFTUEJLELTORE
SEgiz1 B 1E15mhoREE2MET I ENEELL,

AU YD
XEELBBITEH
L7,

1. HERE KROBFITERICHRETIZ L)

1) DAREBEOBZFNOHZLHEFEE, TLE, DHE, SLEERLMRESED
DEROHZBE (EROFEOHENMILIVOLRELRESELIBTNARS
2. ] (BEELERHEER) . [ERREWER] OESR)

2) RICBITEREDBE[AE TV F—VARWELEL2REZTEENLEH
5o 1
1) FHAZZAEFER, RFEREORZE
2) L\ ES)

3)  RHE

(3) a— FEEH., BFEMOBWENE, thOFERBALEZREDH D50 TR

EFEOBRE ( THEMER) . TEXRZRER] 0ESR)

() BF 7V %700
W XELSEIC
BmE Lz,

(2) - (3) MRS D
R XEEBEICR
E L7z,
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1.8 FEXE (F)

FERLOEER (HX)

BRERM (BEE)

2. BEELGEXMER

(1) BROMEBOWIMCI B L EZONAFEMEHBICEEL, oK aen
HWELLIVEIRETAIZENHDLDOT, FRORICEERETAZ L, ([£R],
MEE® L) OESR)

) LARZOBRERVLALZOBEEEOH 2BFITIES LAV &,

2) BEDIBELEL STV, BE. SEREEEN. LASEREN S
LNHAIIREEFIE, L —7FRF (Tt FE) oR5EE R
MEEITH>Z L,

3) RATORE, SWARGEREMN. EROTLICERL, BEXLZ LN
BACRELEABORBEZFIEL, TR THLHIBELEETLIZ L,

2) DEREFERCLMHEERRH LN ZENRHZOT, EHMMNICLDERKRE
EFASGEFTRICEEL, BEERRDOOLNABACEIREL —HPIET 5
HOANERET AR LEEICRE TS, ([Z0MoBIER] OESR)

(3) FNEERLGIABRT7IF—IR EEMO>BEENOELMEL+EZTZ 485
50T, BFE%. BRIEOEEFIIRHRELTVLOIBEFIIRET HEFICIE
XETEHE, E, BTV F—V ARVEREICET I EEICSNT,
BERVZOFECTOWESREZ &,

(4) F—RNEEAZAOCTREZITIBHEICBOTE., AF ORI L 0 HLEET
VR—VRERBITILEPHHDOT, REAMITIAFORE Z —REICHIET
& (EFPL, BAIREZITHOLENHZHEERL) » 33— FEEA
BEH% 48 BRI AFIOREEFE LRV L, 2B, REFHREICE., B
HEOREIEETHZE, (HHEER] OESR)

(5) AFIOERIZBWTiE, Do UBERFEROEARTH I RERE, EH
BiEE+DIITH 2 &,

(6) KFIZERTHERIT, AV A) VIRFIMRSHEESNWLABAFICRET S Z
Lo AR VRO B RIZBRE (Body Mass Index=BMI kg/m?) T 24
UEHBNEA LAY U AWIRES R F A A Y VET 54 UmL £L
&35,

() |’E5THHACF, MFE, REZEHNICHREL, BRODHREEID, 2
BERRHoRBAITIE, BN OBEE~OG WV EZ 2T L,

(8) BEDOHBETIC, WEOLENRL 2BHEC, BHETHILEND ZHAH
by, T, BEOTRES, BREOSHBIZLIOHDER LI Ko, K
+ LB EAERHZOT, REBRE, KEOHYE, MEE. RIMEOH
BEZZEED 2, BIIBREMBEOFN G, BE5E, KAOBREZICEETD

Z &,

(9) ABLmETRICEY, ERFEMEBEENEBLTIFARDIOTEETSHZ
&0

(10) A L hoFERBRABORICBIT 22T LTy (AR
2,

N vFrryasom
B XEESEIC
RE LT,

Q) vFrIEs o
BRXTEZSEIC
B®RE L,

(3) - 4) AbAELI
VOB XEES
EBIIRELT,

(5) WLy DEACE
EBECREL
e,

(6) A 7Y F/ D
RAXEZSZEBI
B®ELE,

(7) - (8) Wpo DR
fIXEESEIZR
E LT,

) vFI7yEy D
R XELZSEIC
REL,

(10) AH| L fhoFER
HRE L OO
ERBREER LT
WARWZ ED,
RE LT,
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1.8 FAXE (F)

ERALOEER (BE)

BRERL (BEE)

3. HEEA

BHREE (BFRICEETSZ L)

KAL % HRARIER - BT - TS
3— FERA PERIC L D BHEESET L, A bR
VI VOPERPETT 5 LT &
BEttOBVIEYE DHBRT v F—v RERIFTIL
BB f B o, fFRTIGEIRAFAOHRS
& — R RS D E Y R AL E

2152 &,
¥E IR 7% A 3 o EROHERBAELIMLL
ANVER =T VT RIEA BRICERmBEER 2 BB 58
FIYAEY R, ENDH DD T EFLER L O
TVNTTIR, pRRRCI EREN R E %
TVIIUR, BRshd 578 CHEICREGT S

rVTHE IR %
ANER=ZNT I RREH)
TN I =
BRI R R
FFIY=FK
IFTV=F
a-INaL F—VPEEH
ATV R—R,
T HNER—R,
7Y b=
v ST A RREA
TRV R

=E,

o oI NavF—FHERLED
BRI & 0 R B IR A3 ER
LNTZBATIF Y a TR
{7 RubseRETHZ L,

A R ) A
RN T OMEA TR | oA AR LI
oo T BEAICIE, WRAAEOMA L

O¥ERFHE O M FERE T 1B 21858
9% A

B~

U FAEEAI,

£ T I UEBCEERBER.

7 4 75— +FHOENE MAETEFRA.
ONT7 U,
EBAHREATaA K,
TTRFV %
OFEREAEOMERETER % B
ERSE -

TRV FU
BIBEEFRNE L,
FARIBRALE .

DR RV E

FIERAL,

v T IR,

A =T TR,

=aF B,

Tz )FT O RIEH %

DEBICEROHEEERICEET
LBz, AFOA R UEH
MEREBEARIMDE Z LI L D
Bl HEERTDIZ L,

)27 ELFED CYP208 2F8Y

% HFH

Voyrev AT a e s
T YR D AUC 8 54%IE T4 5
LOBERHIOT, V77 Y
v EBFR T A5 E T IbEE R
S BEL, BRELFEICIEAR
FEWETHZ L,

R DR XE

BEIIRE LT

= A N S N
TXEESHI
L7,

D
B

X AE
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1.8 HFEXE ()

EREOEER BE)

RERL (BEX)

4. EIER

AREE TIIThNERRTEA ) 4V 2 15mg X 30mg RN A bR

> 500mg & 1 B 1 EHEESNZFICBWT 208 BIF 14 6 (6.7%) (CERRRE

EORE2ELAERANED NI, 2ABERFEREICARSGAZEE LR

BRIZFEHE L TV 722,

UToRIERIZ. LRORBHHWVIIEFT S Y FYV , A MEA I O EZEHA|

TROLENTNELDTH D,

(1) EXGEMER

1) DFENBEHIVIRETEIENHI0T, BETRBEELHHIC
T, BIE, S EERN, DARSER - #E (B9h, 8, LML
WX, MAZ) Barbhni-HBakidiksz Pl V —TRRAEEZ RS
TEHEREBEYRNBEZITI) Z L AFIDREREOLSThOHHDERD
BEICIIEETEE, (EERE] |, EELREFANEER) OESHR)

2) HE7LRF—YR (MPi@Eo L8, i/ esgibo FF, mik
pH ODIETE27R7) BhHbbh, FREARARDZLNZVDOT, Bl 1R
w, . TRZOFEBER., B2, AW, BFEREOER D LD
NizEAiX, BEbicEsrdilb L, LERREZITOZE, 0B, LB
TV R=VADEOPREVGEICT ABOREER 2 EE2FEO LR
EURMBEITO Z b, BRI, BERBOE, B#5EZHENLIZEEIC
BTV F—Y ABRRELRLT VO TEET D Z L,

3) EROFEOWMNMIILILEEIONIZERHLLONDZZEBHDHOD
T, BELZTSITV., BEFSED LNLEEICE, BEH D WIEHLET
L P BYIRREEITI L, 2B OB X > THERMHKEL 20
A, BREZGCTCA—TFRE (7 ek FE) OREELZEET
Ik,
RB.XECBLVTEA T YR VIZLZBZEORBENEHADNTINS
[E3 270 &Y ENERRAE : Bt 4.2% (29/687 i) | £ 12.2% (83/681
Bl) 1o £, ATV EY AKX AREBEORBEE . BERFMEEEE
A OFHEIC 10. 4% (44/422 1) | FERIFHEAPIRREE & GFF1 T 11. 4% (39/342
) | PERBEBTESFIT 10.6% (30/282 1) THY . FERFESHF
IE S E B IERIE G T LB WEANC H B, TS DIEFIZ B o Tk ZIE
DORBUTRHICEETHZ &,

4) AST (GOT) . ALT (GPT) . AL-P H0DZE L W EH %45 FFHEEEE,
BE (AETRR) XL E¢B8HH0DT, BEL+HIITV., BE
BROLONZHACEREEZDPIE L, BURABEITO Z &,

5) {BEM#BEEIR (0.1~5%K) BDobhdZeBndbb, £, €774
FREH TEENOBEMLORMEEND SO s ORENH D DT,
BEORELZ DSBS LZROEET S Z L, KIEERBIED bl
BEABDHDVEHAL TV IHERFAEE —ROICHLETI20H5 0
FBETAZREVBEIIRE TS Z L, £, ABOKREIC XV {ELFEER
BRDONTZHBAICITEE R afErR5 T8 . a—I Lo F—HEHA
EHEOHRAICEYEMBEERNEDOON-BRICEI FOEZIRET
52 &,

6) M. B, CK (CPK) EH, mMHPROGRHIAIav s LR &5
e T AEBHRAE AERH) Xbobnd I ¢RHHDT, 20K
HYRBPETIIHFREETILL, BERNEETH Z &,

7 BEBABHMLEGIAHEIR TV,

(2) ZDthdEIER
AR E TIITONERRTEA T Y # Y 15mg Xid 30mg RV A AL
I 500mg # 1 A 1 BRESHZFAICBWTRD b ZRBERIXTH
(1.9%) | ¥ (1.0%) Thoto, kB, BA TV LV APKRNVIUE
NENORS TROEN TV LEIERRUTOLRY Th 5,

) EFITYV 0

mEXEEZSEIC

mEL,

2) ANEALIVDEH

MXEZBEIIER
ELT,

3) ATV EZD

RN XEERSEI
P®E LT,

4) -5) W5y DERATIC

EEZBEIIREL
Too TRE. AAFNL
a— 2 NaH—
BREA L OFFH
RIEONREIR %
HL TN,
a—NaH—
B EHRIAR A KD
B i B S AR b k3
BRIz TE
PN RREET 2
BRNG, 5)ITY
AL N & R
LT3,

6) -71) B¥A7YEY

VOEMXTEE S
EITHREL,

Q) K 55 D WAt X E

EBEEICHREL
7o

15




1.8 RfXE (¥)

ERHEOEER ()

BRERML (&)

ExTVaJy
;l 0.1~ 5% A5 0.1%K7 ﬁi
1) mi&=E? A, 5mEkED. MR
%
2) ER% mE R, DELEEXEY, D
BERIE®Y, #hiE. WKL
. BEE
3) BEYEEY %S, B, T5E
4) Hit% Bl - g, FHEARE, K
R, IR, EEEWHR. T
M. B, BARITE, BfR
®
5) FF@E> AST (GOT) . ALT (GPT) . AL-P.
Yy-GTPO LR
6) FafiE HEWV, SHoX, BEHE, R
% . BEE. BAOK. LT
7) D IDHE |BINEUH YV U0 LR HE | BEE. 55 | BF
U CK ARPANLY T LADKT, & | 2. &M | &7
(CPK) | ERUVREBOHEM, BO | BRI
NER 5 BERR IR
H0) HEBEE D
1k

£ 2)
E3)
E 4)
x5

I 6)

i 5w (30 A 1 [EFREE) 12475 2 &,
TBEEAREANEER (2) | 0HESR

DX RBETRBEEEPIETA L,

FEHE  AST (GOT) 0.86% (11/1,272 i) . ALT (GPT) 0.94% (12/1,276 ) .
AL-P 0.47% (6/1,272 1) . v-GTP0.95% (12/1,263 1)

LDH t5& (5.63%. 71/1,261 ffl) =° CK (CPK) k5 (5.00%. 61/1,221 §l) BdHbHb
NBEZERHBEOT, BENBDONZHAICIE. BREZTIREBEEL+HIIT
HT &,

E7) SAEOBERBRICKNT, XEOBFOREEED LEXRD b,

ARy

KDL REERPRDONEZEAICE., XBEIZEL, BE, BEFIEFEOEE A

WMBEITHT &,

HE A

1) HIESEEY | TR, ARSRIE, 8%, BO, E, EWEmS. ER. H
bR R

2) MR i, BMmEREd, /A

3) BEUEEY | REB. £HFE

4) FFig e %

5) RBIRE CK (CPK) EH. 7 F—v 2R

6) Dt LHBEREY | EHE. HE. BX. HAFY | o0 -5
Lbox, RERYE., BE

H4) 20X RBESICEBRSEFIETEZL,

H8) HEET YV F—VRXOPMBERTHLH LD TEETH I L,

R 5 DEA XE &
BEIIRELT,
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1.8 HAXE (F)

FEREOEER (BX)

BERML (BEE)

5. BIE~AORE
—RIZE A TITE - FFSREERETL TS, BHEEETICES A P FALI
v OPEHEDOREA | FFEERTIC L 2LBORBEOKTRIBET > F— 2%
HoLbNRPITLTE2LNHHOT, EEEFICIRE LRV L,

A RERNLI O
NELBEBIIHREL
77

6. IR, EiR. BRLBE~ORS
(1) EFEUIER L TV EAEEO D DRAIIRE LW E, [TV F
SOV TIE, Ty MRBEERARERB TIX, 40mg/kg ML EDBETHE -
%ﬁﬁt%@%ﬁ\miﬁ®¢ﬁ$®ﬁﬁﬁ\&#?%E%ﬁ%&%ﬁﬁ?
X, 160mg/kg # CHEMD DT UITENENEHN 14, BB - BRFETED
BERLZLN, Fho, A MEAI VT, BIWRR CRTVIERBEE S
NTEY, FHERITHLBET S F—Y2FRBI LT, ]
BAFORAMEETZZ LT, RSUEBTHRETIESIIELZ L
ERpHE, [BFFTVEIUTHE, 7y bTAHFT~OBITEAREENT
W5, ]

(2)

WS DMt XEE
BEIIHRE LT,

7. MNREAOES
RHAGER, FER, LA,
(fEABBRD 2\

IR F/NRIC T AR AT L TRy

W5 DA XEF &
BEIRELL,

8. BEKS
SEAR HET VRV RARBI B ERNH D,
ADIEB )
E 7Y F—Y AOMBE (REEKFET L) U LHES)
MiREFEOEE 2 LEEZIT I,

(TEMEA] OHEBET v F—Y

. B GRIRIR) |

XFTW‘/wﬁﬁ
XEEZSEBIIRE
7:-0

9. HRALDEE -
RN A8 PTP DAL PTP v — b 6BV H L TRAT A L D 8ET
5%, [PTPY— FOBEEC LD, BWELALN R E R~
AL, BCRBAZB I L THBRARSOEB R GEZ F% 7T
B EBRHEINLTNSD, ]

MRy DT XE S
BEIIRE L,

10. EDHOEE

(1) 774 FREH (7=2hI1 B 100mg) % EHFMEER LS
A BFREEMOGE LB L TR - MEREFEICLL2BCRPFEIC
ﬁ#ot&@ﬁiﬁﬁé —H, APRNVIVEREEED 2 BERREE
WCERHBER LGS, BFREZEERL LIDIREOSE LB L T, OfF

ﬁ%\%t%%ﬁa ﬁ&éﬁt&@ﬁmﬁﬁé

Ty MRV TRIEA ) F Y % 24 7 AMBERIREARSE LI2RBR Tk
Z v NgED 3.6mg/kg/ B A EDRITEBEIER S bz,

FHEM KRB RIEME (familial adenomatous polyposis : FAP) DET /LB Th
DMin<vVRIIEA T #Y OEE (ha sV FYyrREwy 7Y 5
V) EREORELEEZA, HBEBEOBRUOREIZHRIEIZLORE

(2)

(3)

NH 5,
@) EFF7VES L EOFTI YV OREREBRE LD 5(%%?&)%%
BEABEETFIIBE L OBRELH B, BAOETID b IEEICIX

BHHRBEOFMREEEZEE T L,
AMFAVIVORBBEEICLVEZ IV B,
»H5,

AVAY RO MER TR ORGERICT LV OF TV oA BRERIAE
HEJ|ETEZILIZED, BOENEZ VST WVWEORENH D,

(5) DRPARD D LDND T &N

(6)

BT DI XEZ
BEIIRE LI,
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A5 +EESEE LD, R HD

1.9 —RREBFMICHELINE

RAESIEHEARH



1.9 —feRIBFRICHREE

19 —HHIBA IR S XE
(1) ExT1) 2V UERIE
1) JAN
(BARL) ©47Y & I5EE
(3% 4) Pioglitazone Hydrochloride
(Ub%4) (RS)-5-{4-[2-(5-Ethyl-2-pyridyl)ethoxy]benzyl}- thiazolidine-2,4-dione
monohydrochloride

2) INN
WHO Drug Information Vol.3,No03.1989:r - INN:List 29 iZ pioglitazone & L CH# I h 7=,

(2) A bRV UIEEEE
1) JAN
(BAA) 2 bH I UERkE
(¥ 4) Metformin Hydrochloride
({t%4) 1,1-Dimethylbiguanide monohydrochloride

2) INN (r-INN)
Metformin



A5Y FECEEE LD, [A HD

.10 BF - BRFOBETEEEHD
FEH

RAELTIEHA=H



110 #E - ARFOHEEZEEHDTLYD

1L.10EXE - BIEFOBEEEERHOZTLYD
VR 104E3 B 18 HFEREE 28 BERLZLRBETHRERYN HEELOFTERUE
EOEEICET 2GR ORHITOWNT] IZHEV, BB LT,

1101 BE - WEFORERERBOE LD

L% - Bl
iGN

2 BUFE RIS
ZhEE - ZhFRx FEL . EATY 2 UERBERRA MRS VEBEOHRIC L A IEESEE & B &
NA3GEEITRS,

B - AR WE. BAKIZIBE1IE18E (37D FY /A PRI VEREE E LT 15 mg/500 mg
Xi% 30 mg/500 mg) ZHIRBICROEST D,

BIREDEE

HiR4 : A4 7 MELASE

[T A6 BRAERSORS - HE

BB - DB | AF 7 VEASELD (1$EPEAS Y ¥V 15mg/ A MBI VEBE 500mg &H)
A&7 FERASEHD (1R YA Y #2230 mg/ MWV 500mg &)

(8% : EXJ IR UERIE)

=t
LDsy, (mg/kg) %0 e i
<A >1814 163
7w b >1814 506 £ 533
iy
mg .
BipE REHE BRERE (mg/ke/ H) HEHE ERPR
(mg/kg/H)
. 3.6, 14.5 M/J‘iﬁﬁl"i'ﬁmi‘kﬁ"\V AN
Z v b 13 38 & n 57’1 145’ 1 3.6 ENRAN = Eyﬁ@fﬁfﬁ\ LEED
B W, ETHROBKHERE, T, &E
2 TEFEOE A, RiMERE - ~~ L7
Vy ME - ~ESOEVE-TAT I
P 1358 % 0 13,10 3 VREA DI VLAOKE, TT=

VI RNFURT 25— - BRI
AKEBE-/nIA( FORME, LEE
DOEE, DEROMEM

RE - LER - TEEROHMN, BRAL
WEOREMER. BRRFERRMED

H o 13 & & n 8,32, 125 <8 B OB S T RS ) = —
TR OB MEE R OIS
DM




110 BX - IRFOBTEEEHOFTLD

®1.10-1 X BEFOETEFERHOETLD @E)

B (k&)

(B%: EXT VL JERRR) (%E)

18
5 & B
BE BE5HM BRESRE (me/ke/ H) EHEE R
E/KE (mg/kg/B)
EHROREFOEME., FRilLRED
- . . 9.1,27.2, BB, TJRE, RO ELDOTT
Zrbh o 2608 &R g7 2 g R - KRB OBBMREOR
HLERORE
0.91 FRIMERFR DIEME, LR O % 2
4 X 26 # n inbl 2.72 YLEERRE., BRBREEOBMMEV
e fEAE M O TLIE
Z vk 528 # 0 ggmm, 0.91 LEEBOERE
EEEMOME, ROL®KE - ~~ b
) i M 7V y ME-~EZu L EORE.
il 528 &H 1310 23 LEROEN, T5=vT I kT
VAT 2T —EORIE
¥ o 52 # 0 1,2,8,32 32< EEOREMER., BEREOHHE

() BEERECAZVFY U ELTORAEBLRLE,

(BF: A MR VIERRIE)

(1 HEKREEERE
LDy, (mg/kg) '
BiE #&n KT FElRM
<R 3500 225 200
Sy b 1000 500 o
E/EY b 500 150 —
A 350 150 -
(2) REZ/SSHRBR
A RERAIUEBEY T v M 125mg/kg (FBA) & 1EF, UV FIZ 100mg/kg
(o) R s5omgkg (BT) 22hFh 1 EREE LSS, REIEETH
D, mEs Rk OEBSEOREBEMBSTRICEEIEDLhR» o/, o, 4 XIZ
50mg/kg (FET) #2EHKBE LZHE, ERRELEHROHEEFENRTRILE
HThHoT,
(3) EEREEEHRER
A RERNIEHBEE T v 2 500 XX 1000mg/kg, ERFE 1 HE XY 12 B,
1B 1 EROBE LSS, MEEHIIBWT, REBRREVEFEEENED L
nie,
(4) T OO %RESM

Ty h, TURARBOTREBHEIIRD N noT, Ty bOHBETIIEREERKE
AR onizholzd, MTHEESHOFER) —TOREEORAERN L L
Tro T—LARER, BETREAKALTERR (U X ) 3R | RAFRERRR
(B NYVIER) | invivo MERBR (v T ABH) BT, FRRMKIZRD L
nkhnot,




1.10 B - BIRSEOEEEEEHOELD

%1.10-1 B¥E-BEFOBEERERHOELD E)

(8% E4J )8 VERIE)

BIMERAREE  172/1225

BERREREREAR 198/1125
=14.0%

=16.2%
BlIEROREE % BRRRERE ORER %
% & 77 LDH E& 60
Te< & 16 CPK L& 53
e B R o iR 10 R i BR & R 18
{REEMN 7 ~NES oy B 15
2 EESR 7 BUN L& 13
BI{ER BARTLE 5 B Bk Es A 12%
[ 5 &
(B%F : A bRV E VIEERE)
BIERZEER  525/2455=21.38%
T W 170 %1
B 80
M 52 45l
N 9 %
&t REELTEGARSH A jlE




A5%Y rEEAEE LD, [ HD

1.12 HTEH—E

RAELTIEHEA=1



3R

BT

1.12 {EEM-—%

HE A ER 5410 & smmnam| sy 5P| ens |57
3254
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An Open-Label, Randomized, Crossover Study to
Determine the Effect of Food on the
Pharmacokinetic Profile of Pioglitazone and
Metformin when Administered as a Combination
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Takeda Global Research &
Development Center, Inc.
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An Open-Label, Randomized, 2-Period
Crossover Study to Determine the
Bioequivalency of AD-4833 30 mg and
Metformin 500 mg When Administered as a
Combination Product and Commercial Tablets
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Company Limited
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Periodic Safety Update Report
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