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(RIEIZHE TS HEDERA]
FHGE EF, AR AIRE
54
1,1-Dimethylbiguanide monohydrochloride
B (&) :
C4H;1Ns - HCI (165.62)
g
A BRIV KRR NH  NH
CH - HCI
N N7 N7
H |
CH;
(—REAIBE =)
5 B L7\ W B HAGE
AUC Area under the plasma 1 A5 R PR ] e R T T A
concentration-time curve
Cmax Maximum plasma concentration T v AR R
Chin Minimum drug concentration ARMAEFIRE (M7 7iRE)
CYP Cytochrome P450 F K~ 7 va— LA P450
DCCT Diabetes Control and Complications | —
Trial
HbA ¢ Hemoglobin A ¢ NETEEV A
hOCT Human organic cation transporter t NEMOTF A R T AR —Z —
IDF International Diabetes Federation B PRI
MORE study Melbin Observational Research study | A /L & > “§E DO il F2HE 2 B4 5 8]
S22
PK Pharmacokinetic SRy EhHE
SU Sulfonylurea A=)V LT
UKPDS United Kingdom Prospective —
Diabetes Study
o—GI a—glucosidase Inhibitors o7 v a v x—EHE
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1. [FLCHIC

AFK| (BAFa— R : SMP-862) 1%, A MARAI VIEBEASHE T HE ST A FRRED
IfBERE FHITd Y. 75> A Lipha (Bl, Merck Santé) #:A33% L. Glucophage® ™ i i 4
T 1959 4RIC T T 2 A 1994 4RI KIE CENZIVEGR S TUARE, 2007 48 12 A RBIE, fi
REFE G T 100 5 EU ETKRBEN TN S, YUHTIEA A I IR & LT
1961 4F &0 A e VR SUEIRIE L TV DA%, A b Ak I U EERIE O BhRE - AR KOV
e MO RHIRLE L AT ICHhIz 0, AL s 5 & Ml U SRR B ORI 7 —
5 JSEE 72 Glucophage™ & A LT, [EWN CHiKABRZ FM L=, 4lal, ENTHEEL7-
ERR B 6. FAA 2 BRI B ISIU B A b AL S R D072 20 - )
BROME - HENHRENZ LD, AflE X MR IO THRhRERE
RO THARERS] & LCRRRHEITD bOTH 5,

2. BEXIIRROERE

FEPRIFIL. 1B e 2 e T2 REPEERTH 5, 1BMEAICHE < @i
(X, M OTERERY . BERERY R &k L BEIRPIFFR OBMESOHE A I S 277, E7z,
BEPRI R A TR B E AR MBEOMERIN L 700 55 2 ENRES N TR Y XY,
M FEZEE OB MM R R, I ZEE O MMM E RS . T o PHZEMEB R LIE 2 & DHE &
L CRIET DEIEDHMT 2 Z &b X<HBITND, 2002 (AR 14) R FE N S 7
JEATBE T K HHERIR EIEHA Ve 5 b ENICT TERBE LS Bbhd A 1X
740 TATHY | THERIFOATREMEZ BETE RN Z2E5bE 25 &80 1620 1A & HEEt
STz, 1997 CERL9) FDOFHEIZHAT, THERIFA R Beoivd AL 134950 T A, ThE
JRIFDFIREMEZ R ETE WAL Z28bE 5 2R TR 250 AL, £72, Bk
HEMRE 2D & LB, THERFIES bhivd N & TBERFEO ATRetE 2 S E TE R
WAL FEDbEEIGIEELS 20 BHED 70 LA ETIX 37.4% CThH -7z, DL EOFHARE R
DB b EEOFERFREOBISIIAH LML T SRS D, £72, BEEZEE N
e Ui DERC 18 42 N O BIERGE (350 O M )ic k5 & BERFICL D 1 AERMO
FUEHIEL, RFEKRD 1.3%I2%7-5 13,632 ATH VY | FERNAL 2RI THD & BT
FZ1067, ZHETIZIMCHITHNTEY , FERFZEUICIRET 2 Z L IFEETH D,

2 BUPEGRIE OIRFR TR R ORREIC L > CTRAR DN, +orBERk - EihF
% 2~3 5 A1T-oTh BAFR b= > b o — L35G 5 WA #R D R T A1
T4 AV R DIRREEET D, AR FE OREIC XL > TE, TRIREER NS A
U R0k A ILBERE T A O SEWIRIE & R iRl - EENRIEICIN A TET 2,

2 BUPEPRIG IR AR 0 MBERE T A& LT, BRFETIIE 77 A RAlLL Ark=1
LTl (SU Al #EELA A Y WM, a-7 Va4 —BEA] (0-GI F#l) .
FTIV I URIEOEKR DY A LAY COERARREZRIET 2B THRA 27 7 a—
Fh72 I TS,

A MRV UHEREET 1950 R L VERRICH STV D BT A BRI b
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BETHITHD, ©7 7 FA RENIIFNECORF AR OZ2>, REHERICISIT 250 A
F DARBEL/ NG D> & OFEWAHNHNC L 0 ik TERAZ B ET s 2 L blE ST 5
(2.622 ), ZNHDOIERHIZWTN S A VAU A EERPRT 2 2 & 7 < b 24K
TEED, ZTDD, A AU OBEIWIT L DB RO A Z 137,
REDME T U7l 2 IR U, 2 OBEREHER ICH BT D alietEn & 5, £7o, 1
A Y U ROA A o EAERI T 2 A TR S S AL AR 2 2 RTRe Rl B S
T A REIO BAREE TIRRD TR0 Fs 3 SU FIRTF TV Y D UAITTRRE S
NDEERIMNG DN EATRE TN B TRODIN0 5 3= - e BB O FHTE ) & AR
M FTREZ MOBERE A (2 U 81 SU Fl, dRVR A 2 Y o MEER], o-GI #l.
FTVUDUH) L OPFREREIC L DA RSB TEEHE ST B K D)

3. FREDERE
3.1 ERNDOERIKR

A NV R SIKI X LT, 7 T > X Lipha (i, Merck Santé) ££1Z X Y Glucophage®
MBAFE S, 1959 T T A 1994 FRIKETENEAR AU TLRE, 2007 4 12 H
KEBUE, HREHEEZET 100 » ELL ETERBEIN TS, EHNIZBWTIE, 1961 4I1{E
AT L3RRS (B, (b FRath) (RS S A (B, R AR AR
et 1T B2 L0 AL USBEENRTE SN,

EN R OWCKIZE T D A bR 2 HEEREE O ISIE K O - HEE2#E 3.1-11TR LTz,
ROK TIEA R ARV VIR O FAERIEDN IR <RBO LN TWEL 2 L | HEEm&KEGE
7% 2550~3000mg CTHHZ &, @i ICbBILFIRETH D Z &, HBIINT LHREZICE
ELTWRNWZ &%, ENTOREIMEROHE - HEEITRR->Tn5,

& 3.1-1 BRARUVECRIZETS A ML VIERIEOBERER VAL - BE

A AL - HE e

AR | A A ) IHRIFRIFERG (7272 L. SU | - Bl A= : 500 mg/H 750 mg/ B
RBREAT 556005 WITRIER | - 2IREBIE LD b2 O%E TR
B R FEAAEY RGBS ICRD,) < YA D1 B 2~3 BRI ERS

KE | 2 BUBERPT (RERE - EIRIE TR | - BASAIE - 500 mg $E4 1 H 2 [T | 17 B L
R385 6) 850 mg $it%& 1 A 1[A] 2550 mg/ A
BARUEEYS - 10 iDL R 1M EI12500mg, X2 BT &
BERREEE SUAIUIA 2 Y v &R, | 12 850 mg, T B, 1 H A& 2000 mg | 10 BRLLE -
17 2L - ik : with meals, 23&E#E 5 2000 mg/ H

+2000mg/F LA X 1 B 3 &S L
¥ 5 (with meals) NEFE LW

BN | 2 BBE R (RRICaB R E O B, mgeik | - PG R : 500 mg 313 850 mg §E 1 | B :

1% - BWEPRIE TR0 5E) 2% 1 B 2~3 [ 3000 mg/ H
HOMPRIE 10 0L b - 10~15 BB MBI IES X M HE &

PERRIE - o8 DOHE R TSR (B ) | + HVE : during or after meals, 2~3 [E[\Z | 10 2L | -
XiZA 2V L ofEEEE (10 mEL | SERE 2000 mg/ A
)

HA AL CEERAScE (2008 4R 2 AUGT)
KIE : Glucophage™7Rff 30 (2006 4F 6 HEkiT) (1.6 3 IHZM)
BRM : Summary of Product Characteristics (2007 410 ) (1.6 4 IHEMR)
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EWNTIE, A ML R RIANT, 28] THEIRIN ) Z%0RE - IR & LT, W% 1 A
750 mg 725 1500 mg DHE T, Flnd ERZAR AR STV, Lol 1970 FERITHH
WTHDHT7 =2 ANV UEBIEIC L AT v F— Y R TEK L7238 CHI3 M TR
THE SN L &322, 1977~T8 ORI R~ b OFFEIT L 0 #h6E - R K OHIE -
AEZHIR S A7z, 1977 FLEBIEICE S £ T, 2h6E - 283 [SU AR AR+ 708
B DVITREHFIC L O EHRE S RGBS ) LHIRS ., k- HEE T A
EREGEIT750mg L5 LEEIN, AE~ORELERLEINEEETHS.

3.2 e - MRERUVRAE - HERE L ORH

AR MESMZ IV T, A MARL S UIERBIRIE. SU AT 7V U U U Al L RIS D HbA
YRR A RIS bbb PIRMBERLEEO I Z 35 2 LIC w2 & Xm0 S fy
ERED IR SFRIMFIED U 2 7 NS D AN & 5 2 & M OS24 LT
LI EDRINTND, FrIC, JEETHEM 7z UKPDS (United Kingdom Prospective
Diabetes Study) Tid, 2 FBERIGEE 256212 10.7 457 (POfE) BERL. A bR I v
WA RRECIT, BFRIEHL O SU A L <IEA U A Y AT K DI T, b
PRIGBE T > RARA b BERIFBESE R OFIEC DY A7 EREICEA LT 2 & KHE
HOINSARIE DO FEBUERNL SU FNERERESL A A Y ARIEFRIZH R TORNWZ LRSS
7= %9 _IDF (International Diabetes Federation) 7% 2005 ££(Z%83% L 7= 2 FUBE RIS 2035
BEATA RTA Tl BEEE - EEEEIC L > ThilbEay e — B R+508G812
1%, BHREEEND IBEEZBRE, A MRS VB S RIRIRE L TRET S 2L
ARSI FE 72006 4RI KIE & KM ORERIT SN AR TRE LTz 2 A
FERIFIERET L= U X LIZEBWT, 2 BUEIRA & 20 LR IERERE S F O S HIHA R T
X, AETEEEA~ON AL A MRV VB Z G RETH D EIREIL, A MK
U2 AR IR TR 2 RS RR I35 5 RIRIE L 72 5 T B D),

LA LR S BARTIE, BRI IE S HERFDIES A RT A ) IO 1o Rl
PEDRIR ORE, ks, B v U — @RRRTIHF AT S TS HE (~750 mg/H) 23E
D AARTIL, EOREDRN G D0 E 5 AR ENEL N, | LS TED, BARA
2 BUBEPRIG S CTiX, Wb & LT, 1R OB, A MRV UV HEBIEOR D
AR DFFMEZ 2 IIEH TE TWRWATEEEDR B 5,

—HT BT A FRIOERREWEH & L TRESNDHAMT & R— ZAZHOW T,
A NBRNVI VR L 7 = ARV X UHRFEE TR, RS, ATEIRRR. Wk, SEENRE
PNEE D 2 & R IDIN20202929) R T, T = ARV S UIRRRIRIC K AT v R—
2 A DFEEEEITHI 0.40~0.64 cases/1000 patient-years “H 2 X kAL I U HHEAEIC K D%
B IE 0~0.09 cases/1000 patient-years % 2120202555, 7 = L aNs A KT D, E 72,
SCHK 206 31 (1959~2005 4=, 47,846 patient-years) D A X 77U U ADFER, A hFLI v
IR D34S AR O 2 DO s 2 FF DA 1AL SHUTeis, A B ARV X SRR A3 i oD kg
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B A& bR CIL RS E A N S5 Z L1/ . BT &V F—Y ZADFBLY 27 ¢
HIMSHRNZ EARENTNS R LU EDZ Lnb, A FaL I UHHRER 5B
LTV R— ZADREY R 7L, 7 xRS U & i U CIER IS W&
ZHTENTED,

F7o. A NRAS CHEFREICERE LI TV R— 3 AOFSBUER T, 2 BN R
IRV T HARREMEIE L 28220 728 F il A ML S R U L o TR
TR ZAMNFEH LRV SULER & e D ATREME O i O BEAE e VA OFEIT . Bk A
=OPRE, REBERRRBICE L RE (AR, MRAS, EEEYYE, v a v 7), mED
TAa—BREFESNTEY, Bb U AZOENEO L L CEBRERERRT HLT
NN ST SRR~ RET A LIV HBRT Y RV ARREE 2D
FIREME IR TRV & B2 BD,

LEDZ &Enh, ERBEERASH (B, KB RFELEEKRASH) X, A RFArIy
W OZRE « IR L OHE - HEORMRE LA B E U, EWNERRER 2 51 L7z,
FHENZ 720 UF OB B —

e e [ O - i o
LT,

3.2.1 Glucophage®% B A L TOEREERRBEFKIZDOWLT

ANRD &Y | A MRV HEFEEITROR Tl 2 BRI IS5 25— 33K &L 7 o T
WD, BARTIEHFMPBENHIR S, HENSMESE RESTEHEL TWDRWICH D, =
DEDIIRPT . ARICIBT Dbl zhee - 2R LK OME - HEOREITS T 5 ERBY
2O OELITRS , AIRERIRY RICAGEHFEAL T 52 ¢ ETHDL B X2, Ll
.
1
I, - 167 L 7=

—J7. Glucophage®| 2007 4F 12 A ARBIUE, HREZE A ETe 100 » ELLETHER S,
2006 4 4 H 7225 2007 43 H D 1 4fH “C“r(ﬁ'ﬂ-treatment-months DEFTHEHENT
BO., BEREKLKOEBROTET A2 H L, 2 BUFERRE O FAEAEK & U Rk S
NTWD, LIER- T, ENERRER T 2 BRSO FHEHER TH 5 Glucophage™ % M
W5 ZET, REIOAGRHFENATREIZ /2 D Ll L7c, ARSIV T, BRI EE
FRBVEA, SABVER T OBLEN S IS T — 2 OAMEREHEL VW E SN TWD, Lo
T, A MRV VIEREENINCHT 2 BB REIRT ©F o 2 2 ENO BRI~ R
DM IE TR 5 7291213, Glucophage® % FIV T H AN TORKRT BF o R &2 0
TTLHLZENPMELEZE R T,

B, BUERGERICE VLT S, BN TORKREREGIZIN % T Glucophage” 23 HES TA
THEBRRTET VAR ERBIG OIS 2 Z E RS 2 0 | BERIFIRIEICR
SL<EMTELERT,
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%72, Glucophage” |41 T 500 mg SEEE R OAITL 2+ > T 5720, A%, ENOE
E=—RKHE LT, 2 OFIZ G925 2 & BSBERIFIRIEICEB T 2 EREE OB 2
LI BZo7emsn LB 2T,

Pk EEs N . icrck Sant¢

#7225 Glucophage® 2= A L, [EN CHRRERZ Efi+ 52 L & LT,

322 N E L CO®RBEICONT

L7223 C, #EMH OB A N FRHNCEREBRG N DO =— XS 2 A2, A MK
IV R ONEE - ZhEE - WKL OVHE - FHEO R LI,

I | % © & R L

3.3 FARDFEEK
KHFEIIRD DB ORMEEK 1~X 3 IZR LT,

34 HEDRE - REMHAER

s e AR RERANT, 250 me & Ol EEGGGTGEEEEEEEE 250 56 CTH 5.
F250mg $& 44 1] U 72 B R e I E AR GR A & o PK iR (D3002067) DA TH D |
LIS oERREIC W/ WFT B C 5 % 250 mg $E M U 500 mg
FED2FETH B, 250 mg FEIFEEATRELA] & O PK AR (D3002067) % R< T _XTOME
PREBR T L. 500 mg SEIFXHEIE 5 K OB HEOFE (D3002002) DA THEH Lz,

250 mg $E M T F250 mg $E(Z THREFER A Z et R ICAEM R IR S MEalBR  (D3002011) A%
fi L7z & 2 A, AR OMAEF A NHRL I PR D Coa MUY AUC) 4 1 12T EHRGL O
AWM A BT A > ) OEMFENFRSEOHERLEL - Lz, Lo T, 250
mg HE & OV F250 mg $E 1AM 7RI RIS &E L F250 mg 2 BUE AR 7GR RGERA & 375



ARILIVIERSE 15 BEXIIRROBERUVHAREDERE Page 9

ZLIEIRETHDL LYWLz, (2.7.1222H)

RUEIR TR AGR AN S & | BAIOBIKE K OB LR E L. RHRFRBR, InE
AR & Qe iR & 2 L 7o, BIFE, BEMRAERERO 12 A £ TOREEZ R L. 36
8 H £ Tk H Chd 5,

3.5 JERREREAER

REN DGR Z BAT 5 ICBE L T, Glucophage“® - - e
K ORR RO 24T > 72, £ ORR, BRIRRERZ BT 5 L TRERFG MR OV 4
PEOT =2 ZHEG SN TR Y | FERRROIBINRRER 2 Ehid 5 MBI Te0 &flr Lz,

—J7 . BAIOHFEIZH T > TE, FNFEHRR & U CTHERFET L~ 0 2% Ao ibE
e MR Ot e OMBERE TARF O A U = X afita . sfEakBie LTA FalL S U HGlE
HE7 xRNV RO T v MIBIT D FRE A~ OB a2 | JERR A E) g
B & LIRS k7 2 AR — S —ORREL in vitro 5 & 7 71— 1 P450 (CYP) B BR,
in vitro T2 /v UG & K OMILERBBATHERER . K OVT v MZIT 2 b G-k oo A sk 2 80
i L7z,

3.5.1 EEHER
3.5.1.1 E3HFEEHER

2(. (ﬁE‘Z.) ﬁ5. A . B GEEA (f-\ EEF1.13.1) 1ZFBT 2 IEREIRER D
HEET —# Xy r— VLT 2B S NEICEE A, FERFET L~ U R & VT2 bR T1E
MO R OWERIFET L~ 7 AROT v N B Rakk 2 72501 L~V TOEM
AT = X LD F i L7z,

NEBE R E T LB T D dbldb ~ 7 ZZBWT, A ML I U I T AT -
h 23, HEEANRMERE TIERZ R Uiz, £, FEOHED A MR I IR
BFEPRIAE 7 /VEV) O IMBEE 2 IEF A LD SR TS RN enn, A MR R
IHMEMBEAZ S EEZ LI WILEERFE TAITH L L& 2 bivlz, A MLV CHEREIE, AT
MBI 30T DR AEZIEIT 2 2 EDBMESINTWD, TOHTFTAN=XLOBFO DN
HFEDHEEEEF CTh 5 Gope (Glucose-6-phosphatase, catalytic) ([ZHEHB L, fiffT L7z & 2 A,
dbldb < 7 ZRFIEK OVF -~ b ATRE ORI H-4-11-E #laiZin T, A havb 3 Kl
75 Gope BT OFBAZ MG T2 Z LA Lz, o, A MRV UHREBIEIC XD Gépe
BT RBANHIVERIZ. AMPK (Adenosine monophosphate-activated protein kinase) Jif4:A{b
R bay Y TREREEE IR TBREZ I L TOZRUWATREMED RIR S 4172,

Z B OB K& O Glucophage® -_ﬁgﬂﬂl()\/ﬁ%ﬁ@m)
B A MV R o MOBERE TR, NS C OFERT A= D 3 23 E 22T T D03,
FRUSMZH A BRI R, A TCIENI B T D HEE Y AL OMRHEERM L /)
BT D PERIN OMEWER 2 E2H L THEY 2D X5 L EREANEERIZEHFS L,
MEERE TERZRT D EBE X b,
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35.1.2 REMEEHER
Glucophage” ™ - B 0 SR N OVA R SR O 22 A R
REBRICBIE L7 H (PR, MERR, DlE R, W basR, R 25 L7z,
A MV R PR R RSO R R KT OO, TR OERITEL
BIRHELT 5 HEMETAH LN, EOIE0, EEZRAEHZ RIS 25T IR S
ool Z En, BAMEBOBLA LY A MV I UEBIEOZAMEIIERMER 2V &
Bz bz,

3.5.2 EMBREAER

2001 (FREK 13) 46 H 4 BT EIRFEHE 813 5 W BAEH O HIEIZ 2T
WCRIY . 5 2 FHEEERRBR O BAAA E T in vitro CYP BLERBRZ BN L=, F£7=. 1998
(CFRL 10) 46 H 26 BT EXEFEH 496 75 THEERIRIEMENRERBR T A R T A4 2D T
R | in ovitro To A EFES R OV ERBATHRER 2. 1996 (CFRk8) 47 H 2 HfF 3B
442 = TIREHRGHEEDATRR T A X 2 Ao T 1CAIY . T v MBI 5 KR 55
oyt £ L, s, I G @6 113D CodRBERRERO HES
T =By = VI T DB E NI AHI O FZPIRIR T H D BRI 31T 2 Rt
AA=ALEWHONCT HHTEDEGE T VAR —F =i aFEE LT, Znbo
FRBRAKAE M O Glucophage®™ 7 -_ié*ﬂr%%%ﬁ L7z,

A RFNVIVUHERBIEIL, v VA Ty b, A XK TEBNTIE, 1FEAERHES
T FRIRNICER G- STz A PRV RIS ICIZ L A EPRIE S N2 E D
BWICIT D FPRIREIEE 20 LI RPHEECH D LB X DNz, B MBW T, Me-
A MV CHERER A AR 0GR OHEFIRNE G- L7256, BEBEED 51.6%%
R 99.9% 3R HUCHEIE S 7z Z L BSRE STV A0 Lo T, A haRL 2 iR
HiX, B MZBWTIZE A ERRTA~OPIC K> THET 5 L B2 b, BilERES
SOFGITEET D2 RETH D, o, —KICHEEE TITBEEREMET T2 2R HLDT,
R OB G T BEEREORESIEENLETH S,

A RV ORI R O MR DA ARASRIE TR 2.8% LT LK
<, b MFIZ7eYy—2ZHWeEER CYP o FREICKHT AEREBRICEWN TS, FEE
MERIRNWZ EBRP LN oTWD, Fio, FERFBFICA MRV I VIEREZ 4 8
MERLS L CHETh T o F 8D v OlK d-Z VIR N 6R-E Re X aLTFy —
VO RAPYEICA E R BN e o 72 2 E MM S TR Y D 2 ML I U HRERE A
t MZBWTERFEZRBLT St EVnwEE 2z on/, LB ->T, A ALy
R OO, MBE- A RS E K ORF ML SR 1 K 5 3 EAER 234 U % rTRedE
ITIEWEEB X BT,

—5 T, A MR DORFYEIZBT 2 WEEEIC OV TR FO T U ARN—F —iE
61238l S Mla %2 TR L 7= & 2 A, hOCT2 (Human organic cation transporter 2)
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DEEERE R RT 2 LB LI, A R I TR ~OFEM N F B A IR IK T
HDHZ LB, hOCT2 2T kDB A L > THEMERNEC LA EMNE X HiLd
7o, B TF A MIEA E OFHICITERENLE L E X b,

3.53 HMHR

BT 7 FA RANZ K DHBET ¥ =Y AFBIED A T = A LTI SN TE LT,
oy NCZFY N B [ElSGeerdakSilec 0 NG  NECCERBERVEIES
..
_k@ﬁjj B LICEER, A MRV VIR E 7 = kL
LUHREBR O T v NIRRT DB~ OB A BN ER Lo, E7o. AFIOHGE
XA DT RhRES G L O B SL CTh 5 2 & #BE 2. Glucophage 0)-_
B 5 A2 ER e LTI LT,

FLERE~ DR BRGHEABROF R, 7 v MTBW T, A MR VIEBBEILY = k3
VIR LA TR PRI E ERAER AT < . A MAL X UHEFEE R 512 X0 BRIRAYIC
HEET v R— AN E e D AlgetEIR VWb D & E X b,

3.6 ERERFER
TR TOENEBERRBRIT GCP & 45 K& OB &N 2857 L T M L7z,

3.6.1 %1%

ENcoirBrEic > 20 CEk) E| I P ESE SR R E B
WFERBR A (LA, SR 1ok omsesk G e 1) 2=iEL,
BENEEZ2E 0 ;- L7 T BRSNS L L7 e R
LB, BEORERBRL OKEEGHRBRICET L,

HA[E #5388 (D3002002) Tl 250~2250 mg D FH&IZ TEeM M OSSR ENEE 2 st L
7oo TORER, MIER A N RL I REIIER G EO BN ’{#b\tﬁﬂbﬂb 250~750 mg &5
IRE D C o \AVTHRIEE D3GR D B 41, AUCq43 e N AUC oo (2 DWW T HIRITHIEEDNGRD ATz,
L L7223 5, 1500 mg K Of 2250 mg 5% 5-F D Chaxs AUCq4s X2 TN AUC... DHEINEL 2R 13 H
BRI VK)o Tz, ZORRORFPPRIERITHBEEINCON TR 2o 72 2 D&
FAETIEWINOE TN Z 5 A RetER R Sz (2.7.2.22.1 (W),

BHEORERABR (D3002002) TiX 750 mg O RIS TLIEREKR S & B#% K5 TORYH)
A L7z, ZTOME, BRI D2WINE~DREIIA LN -T2,

B[R 5T 2250 mg £ CORZEMEL NIAEFEUENHER INTZZ b, KERGHER

(D3002004) Ti% 1181 500mg, 1 H 3[a] (1500 mg/H) &1 [A] 750 mg, 1 H 3 [] (2250
mg/H) % 6 HE&EE L, ﬁ?ﬁ&%ﬂ#@% PE S OSSR BE Mﬁdw_o ZOFER. Wi
e Con DR LG 2~4 BRZITIIEER A MRV I REITIITEFRIRBIZEL .
WA & BB 5D Cpg LY AUC s DIFIEFRIBE TH 722 L, FEMEIT &5
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Zbnl- (272221 Q)ZH),

3.6.2 HF 2R, REAKEHR

51 FRBROMERE LIV . 1500 mg/ B K& 82250 mg/ H & AW C 2 BUBERIFAEICB I A A
BloOFMER O ZeEoRFRARETH 5 Sk L, 2 MR & L
I e i) o s aEtE Lz, Lo Laenis. 20

CERP | A B OmSATBIE N ER R R IR A (LU, AT 1o X
samshs G @i < i
B = 20, 2obE A S
|
[ NS SRRt T e e N TR Y

M EMSHHRER (D3002006 & O D3002008) (%, AFHEE - EEpRE o o
— VAR5 70 2 BUPEIRIP RE R VR RIS - EERIEICINZ T SU AlClbE=y hr—u
RA-4570 2 FUPEIRIS B A5G & L. AFI O BEE K O SU FIGFREIEIC R T 5 At
S OV BT 5 &S ORFT 2 B & LCEM L7z, FEHMIE, 1500 mg/H 5
® 750 mg/H (BEAGEH &) B5 I 2@E8MEE2MeaET 2 2 & & Lz, ZORER, Fil
FREE MO SU FIPFRBRED DT U N T S AFIO 750 mg/ B & TF 1500 mg/ H 1 2 BUBEIR
REEOME= S b — VA BET D PRIz, BT, A ML R ORE
AFRHE (750 mg/H) 1292 1500 mg/ B OEEUESRGE S iz, B Rk

(D3002053) 1%, BEAGEHED A MRV I HERRE (750 mg/H) ZRA L CTHilbE=
b & — R4y e 2 URE R BB A6t G2 & L CARH 1500 mg/ H ~D R X 5 H 80K
LEMERE LTz, ZOfE, A MR R OBAZR AR (750 mg/H) 75 AH|
1500 mg/H ~DF I L HifbE= > b e — L OSEEHPHER ESND & &bz, BEITX
S TIX 1500 mg/H % LA AR A &ICL v MbEa s e — L OENR RIS Z &N
R I T, £72, 1500 mg/ BICHE L CTH IR T ¥ F— 3 R ZEE T 2 BRRIER &2 -
T2 ERITRO T, BeICFIC B W EE X b,

HEZ MRS, B GRBRA~OBITICNE L SNERB G ONTT-0, K
mpeatgatE L, 0] CERP E= A Bkt X odusE G %
B 1.13.) 2207, HonbhE28E 2 I
B 55 (D3002009) & i L7z, ZOfE5E, 1500
mg/ A ZMERFH R & L 750~2250 mg/ H IZHIATRE & L CR IS L7256 O A 0k K OV
EMERHER S AL, FIZ 1500 mg/ H 2> 5 OHE RN LI &I S -84 128810 5 2250 mg/H
SO BN R DS Sz,

% 3 s ov i, wsE G g 1) cese
1 |
- 1.1 .
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|
|
N, - > I i ety
D RfRZ 57, HEMKGHRFER (D3002006 & T D3002008) (2T, &HE (1500 mg/
H) 13, B&GRHE (750 mg/H) ROT IR L THRERZED bz, $£72. AR
A 2 BRE BRI BB (269 % 750 mg/ B £ TOAMPEICOWTIE, AL B B fl il 52HeIC
B4 2 #4292 (MORE study) (&F}5.3.6.11) ZDNEim L LAKIOHF AL B2 5
T EMNATRE LM LTz, L7eddo T, BEIKAHME O R & O 2 HRBRORE KA E 2 |
55 3 FHERBRIT SN L7200 72,

3.6.3 BEENDEXS DR

A NV CHEEREIE, WA CIIEIRE IS DR GAEETH DY, il 1T IR B kR
SOTHFEEESME T L CWAT2OHBET V F— A2 I LT 0 eEEZ LN TEY . EN
IZBWTE, @lE ~OREIIERTH D, Lo, FEREEE OERIMND, SthE
s D BE IR RE OFIR TN T 5 2 ENFPHEEND D Lo THERIGHR AR
(D3002006 &% UF D3002008) K OMHE & 20 R RTRER (D3002053) Tid, EHREREEDHA
FaBs L, LWBK O V7 F = A KD PIEREERRET D 2 LIk 0 2k +ohd
LN G, MREEOFER LIREZ 74 & U CHRRERZ L L7z, ZOMR, Th2ih
DRERIZIBNT, mind (65 kLA L) & IEmmE THIMER VL EMEICH b 2 ZE W EER
D BN T,

Fo. BARNGERFIZBT DA OEYBEL RFTT 22 L2 BN E L, EREGERE &
ORIl 2 %t 4 & L C 500 mg O H[EH G2 TRl PK it (D3002010) %
i L7z, TORER, ElEnE CiddEming L i L iR NS o 2 bRV v OlEKD
DVITB PRI EAE L7z, LU, EEOREIIEEEE OMAEMEABORE L b/
<. HR EFFICIEE A RRETIX W eE B2 bz, £, ZORERE T 2R YH)
REMOAFII RIS RIS DD b Tid/e <, BEIENME T L T2 &g O & TR
DO AR RIE SN Z &0, Sl CH LN EYEREFRREIIFER LY b
BRREORELZ RS ZTDHEEZE 2N,

B2 RETERIC 31T D @l ~ OG- IEE, I NS R CE N &g PK LG
BRI 31T D it O S EIRE PR & . RIS GHUR Cldfin LR 4 5% E & 2R
R A N L7z, TORESR, RHI&GHEE (D3002009) (28T, &g (65 Ll ) &
FEEIE CHIME L LRI 57 EWITRD v o T,

72k, EINTHER L7 A ER SRR (D3002006 K OF D3002008) | &30 Rkt aklik
(D3002053) K ORI 5588 (D3002009) @ 4 5Bk A RO L7258, BiaemmE %
EROIRVEIEIZB W CIEIEE I & RO BN MR S, HEEO LA K ORLEET
VR— TV AORBUIE D b o Tz,
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3.6.4 MRFABFEADIRES

ERNOBEAGE A S A I CERIE O ANETEREEICRE STV D23, BRNIRAT
NEHHN AT 2 G A ITRFORNBICENTNOERAZRAT 2 LEREL D5, A
DOECAKIZ I 2 LT Twith meals CK[E) |, Tduring or after meals (BKIN) | TH Y, 47
LbBBBEICRESNZ O TIEARWV (1.6 2HESBMR), U EE2EE 2 AR REL &
BRI E#HR G &T02 L2 HBE L, BB ABIEZ XIS & L2 AKH 500 mg O£
BRI/ %3G PK HEGABR (D3002012) A 9E0i L7-, ZDOfE%R. RERNKS &L B%FEEIC
BT D Coax LN AUC )24 1EFIFETH T2,

zofiRalE 2, 0] Crap £ A B icraric L oxmsn s G &
B 113D B, [T - <Az LR T
|
[ loUEpEEEreN 0 00 0 [iligeyeh
LarLans, 2 #pmsas 50 i
]
. © R, RIS
AT LT-HBRAET & BRI G OHOWRE CENENADIMDRHEE SN D L & bic, B2
PEIZ BB BB WTRD b e n o7,

3.6.5 EMHEEERRR (SEEM)

Glucophage® ™ -_%%ml{ﬁfﬁﬁ?ﬁ%ﬁ (IR TIR, ¥
AFV, =72V, JukI R A7 Ty FuTT  u—) EiHiiL,
GO T H MR THDL ATV EOHHICEY . A TF A W@k RDO T A
R—%—Td2% hOCT2 ZNLi=A ML & OBAMBEERIC K 5 LH#fZEn 51
B A RARL R VREO EFNRO LR, OO E OO TIZEERNE RO

DM EAERITERO b o7z,
k. ABFNZMAEF - A AFEAENMEN T LD, FAARA~ORENES SN DI
Al & OFEYAE BAE IR Lo 7z,

3.6.6 BERBHFAIL DEYMENELLEGER

0 k) F| 7P P st Lz EE g &5 msna G ek
copE £ 2. I
. Y CR ST D A AR S R R T D AL e LV
& F250 mg $E & DI B RE L el 4 FEh L7z,

ZDORER BEAGRD AL E U gL AFK] (F250 mg §8) OFEWBEEIE TRV EEZ DR
7o
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36.7 FETHMEE - MRRUVAE - AE

AAN 2 BB PRSP AR A5 & U CIEIN C M U 7= BRARERBR AR &2 0 | B 5 ) OY SU
FIBEABIEOWNTIICE W TH, AFIO 750 mg/H & O 1500 mg/ H 1% 2 BV R B o 1
Par br— VA WET D I ARSI, B, ENA ML R OB &
(750 mg/H) 1245 1500 mg/ H OEBEMEDSBEES e, 26D Einn . RKEID 750
mg/H &N 1500 mg/ H I3fERFHE L L CHEYITh L LB X bz, £72, 1500 mg/H &5

T BN LT L SR 2250 mg/ H ~NBE BT 5 Z L IC K DR NED B
T2 ehn, HARN 2 BIBERGEE 1T T 2 HMEN I CE S cmHE L LT, 2250 mg/

B3 TH 5 &l LT,

ZAMIZE L TX, BN TER L 72 HE&oREEER (D3002006 K U D3002008) | &
hARBGETAER (D3002053) M MR B G308k (D3002009) @ 4 & BR % DFA4EEF LTz, £
R, BERRORBEILITT T B AREET 69.4% (75/108) , FEHAFTIE 83.1% (532/640)
Thole, AEFRD YL, BRI L ORRBARVBEE SRS TZEWERIX, 77848
BEC42.6% (46/108) . FEIKAFHTIL 63.9% (409/640) \ZRB LT, HEEEMICENEE
FG K ORIEA OFRBLEIGIZHIN L7225, 1500 mg/ H & 2250 mg/ HBE TR & A
inole, Flo, BWIRGICEIV AEEZORBEIGHEINT L2 &idkhoTe, E0A
FFRGUL THH ., DL FOMLEERTH D | IH(LIER (FTH MHE ), T )
[EMARIR] . THER]) OFBEISIL, 77 BREE 324% (35/108), FEIAZFHTIL 55.9%
(358/640) T o7z, AAIEZ L D HLEER DOFBLEI S im@mmwﬂ TH kA e R
(ZE D FIEIZE S 7B 4.2% (27/640) LK<, Fo, FBLL 7CHRE D 10%A0H Th
D, BAEMECHERNEEZ DN, T2, BT T4 FRITERESN D ERAREIENT
HHIET v F—T RTERO LT, HBOFHEITIEIN L 72 o7z, A A Y o HBHFIR
6% 1 B A R o0 BB O 2 0 45 B AR MBI IR IS DU TR, B VA CIRREE T,
SU AIPFHFRIE CIk, IRMAEER & Hl S oG EHEEG N, 77 8RR S57% (3/53), FE3E
BEHTIE 17.1% (55/322) ICBD LN HOO, BEOLOILARL . Sl B 7R
SROBIEE DR MFERITRD Sz o7z, 12, SU BT 7V U VA THEIND
REOEIMTIRD 5T ZOMOZEMEFATE B ITBWTHERRIICRIE & 2 5 A EF
ZRITBO LN oT- (2554 B0),

BER/EEEE PK EGAER (D3002012) 1286\ T, BEAHG & BB D Coux &
Y AUCq04 IZ[A%E &HE S AL, AAIABERNCEREG L THRERS & RROFMER R
EHERHIRTE D LE R b, RUIEGHER (D3002009) Tl —%@%%%fﬁ&&
DL RERRGICER LR, RBEFRG»DREAGICET LGS OREMER
ﬁ%éﬂ%%éﬂtoiof\Kﬁ®%%%ﬁiﬁﬁmLﬁﬁbf%ﬁﬁﬁﬁkﬁ%®ﬁ
IVER VBRI CE D L EZ D), BARAEORBEE TN, RIEAR
HAEBE LT,
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LI E D EWNERRRER AR L0 . BARN 2 BURERGEE IR 5 A ML I RO
WY 7R0RE - SR LK OME - HENHER SN LB L, LTONETERRBHFELZITO Z
Le L7

F&Ean H
A N7V afE 250 mg
WHAE - hR

2 FUHE PR Ip

7272 L, FRROWTINDIRE CHaRIRDTF LR WEEIZR S,

(1) BFRE - EHERIEO S

(2) BFHIE - EEPEIEIINA T, AVAR= o LT HI &R
AL - H&E

W RAIZIEA RV U E LC 1 H 500 mg L VBALAEL, 1 H 2~3 A
BEAUIERICOTR ARG T 5, MREIT 1 A 500~1500mg &%, e, JiE
WAEABEE L2 b A 228, BRI 1 H 2250 mg £TET 5,

E=110

BB, FBEOBBICBWTHE LZ2{To 7o/, ke - 2R K ORIE - AEZLUTOX
INCEF LTz, AFNIOHERFHEIZOWTIE, 2 BB R ERE SR BV C, MR
L LT?D 1 H 500 mg DA LB ONW TR TE R o722 &6 (1 H 750
~1500mg| IZEHTHZ L L LT,

ShHE - hR

2 TRUHE PR I3

72720, FRROWTINOIRE CTHORIEDFT LR WEEITR S,

(1) BIFIRE - EHFEIEO I

(2) BEHIE - EEWREIIINZ CTANLK= LD LT & H
Rk A&
WE. RACIEA FARLI RS LT 1 H 500 mg KVBAAL, 1 H 2~3 A
2 E L CRERIIERICR ARG T 2. MR EIIRZBIE L 2B RO 513,
H 1 H750~1500mg &35, 724, BEDOREIZL Y EEHET 225, 1 AR
BeH &1L 2250mg £ TET D,

1

4. AFOEELOERAM

A MRV R, 1950 FREH LV ERIRISH SV TV D ER O H WA TH D |
FERBIZ 331 2 B A amifl . ARASHRRIC 31T DI AL DR, /INEIZ I 1T 2 FEUR I ]
% BRMERAPEAIICEHEE L, A VA Y ARSI mpERE FER A2 RS,
DI DAE T DR DA & OFMBIR BHFFTE A AV Vo0& EHERE L 20



ARILIVIERSE 15 BEXIIRROBERUVHAREDERE Page 17

ZEMBIE B M AHEICIRETE DB 6D, IEHEEI T, SU FIRTF TV U Y
V& [R5 D HbA | BN R 2 7RI b b PRI E O N A 2 Lic< W\
L DO i EAE D 7 S FRIMERED U A 7 BEIXS D ATREMED B 5 = &
VS DA LTS Z L 722 EORFMA TR S, BORTIE 2 BRI 2 3R
Lo TND R Lon L2aas b HA T, BMPEEICHIRZ S v . 1 B fem FHEDS 750
mg THDHIEND, AKX MRV VEBENFE > TODRBROBKRA A U v b & E5
TETWRWATEEMED & o 7,

ARl BEEE - EEBRIEO A, KO - EBREICNZ SU AlCifE=a s b e
— VARG 70 2 BUBEIRIG R Akt & LT ENERRBRICB W T, ERBEAR A har
VIERRIERIAIO 1 BREHETH D 750 mg/B & LRSS AT, HbA c & 1%L, EK T &
i, Lo T, RIS A £ L CBOTAMEDOEIINETH D LOD, K
#lD 750 mg/ H % 1015 & B 513, FEAR STV D SU FIH2D0F7 0 ) o U F#I*
3 T % R ILEE TR 2R s B2 bz, £, 2 OMOCIIEER TERI 1
FERIOEMIHRGIZB W THIHET 5 Z L1372 <. HbA ¢ 6.5%A & R WIRRIHERF LT 7=,
FAITRR BAE (B SUTE - HbA ¢ 6.5%AM) ZRHIG &, BT 80.0%. SU Al H
UL T 69.4% & % < OBERE TR BAR 22 L7=, UKPDS, DCCT X° Kumamoto study
55 D R IACG ARRR B T8 3D3D303D 3 g A A = s S &0 R A S N
JEDOFIEM OHER DOV A7 B35 Z LR ENTWD, £, THbA 2 I%E T2
& B PR P BRI A OHE & BE PRI B SEIT 21%IK T, (OAFEZEIE 14%(K T, M/MILEEIE 37%
T 255839 THbA ¢ A3 6.5%AM 72 & 1A/ NI A E D IIE « R ITIFIFHH T & 5
Dy L OWEND G, AFNT L0 K IMAE & O REDIIE « R Y X 27 ST 5
ZEBNHIFTE D EE D,

LZAMIZE L UL, B 7 A RAEIXENICEERAET v F— 22272 1H
L8, EORBUIBEREREEDREELER LT LI LICIV P TELEEZLND,
7o, AANTSUAILOTF 7 ) D UAITRE SN A RTINS O% - S0 b B
MPIETIE SUAIZE DA > 2 ) iR+ % 3A TIRa S A (R 9%k = Lic
KWZ &, FREWEA L U THILEER Z BB T 2N ARMEIIRG TH L 2 &b, #a
PEIZHFICRIEDN R WERITH D LB bive, £, BIARE D A ML I R L &
FAOBFITEER L 72> T D, [ENERARRER CBMRERESEZRD RV ERnE (65 %
PLE) LIEREmE CHIMER L RVEICH L RENWEZRBO R o T, LIz > T, KA
%, BHRRORESICEE T ULERE IS0 L THORAMEICRICHER TG AIRETH D
LEZ NS, BRETIEEREICH A ML VIEBENMEA S TEY . AKX, AA
(2B % @il O 2 BUBERIFIRR IS H - IR 2 5 25 L B 2 5,

B2, BEFEO A AL BB HETERICIRE STV DA, AFIXEERHRS b
ARETH D Z L X0, EHMEFO R 58 0 MR TR O A OHERRRE 2 04 24
A HOFHEIE CCREAE L IXBBRORAZBIRT 5 2 L3 REL 720 | ARFNIARIE
ATITAT UVADRNPO bAMRIERTHL LEZBND,
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LE. AN, BMfEEIC LY B Bifrmbia s ha— L3 agETh o, K
B AR B Z T TSR EINRMPE LS S EZ SN2 b, ERNICBWNTE
2 BUBERIFIRR DO H NI L 22 0 5D L B2 bz, 7, BURIEKL O SU #l & off
MBEDONT BN TS, HWUZRHAETARZHWDS Z LIk BRAFR B TR
EHERFCE o2 i ARAID BARTH IS & RIS NS SE O 272 & 35 RIF I DR
LT W RIMESE OFIE M, OHER 285 < Z LR WIfF SN D, AANC X0 2 BRI IR D
SR NEDS Y | B IR R OVK L8 E OO FEAE K O R IR & ifF S b 2 &
B AANL 2 BBERIFIERICKRE S BT 23 THDH L EZ D,
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study. Diabetes Res Clin Pract. 1995; 28: 103-17. [5.4.45]
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1. HEIZH T BHEER - RFERR
AHIZ. Glucophage® D R4 T 1959 £ 7 T o A, 1994 K ETENEHAR SN
TLARE, 2007 48 12 HRBUE, HRFEEZEZT 100 » FHLL ETHEREI TS,
WTNDEICIBWT S 12 BRERE ] ORhEE « ZIEROER LA/ TN D,
FE DA CIRFER AR 1 IR LT,

x 1 BYZEITEHEE - RFEIRR (2007 £ 12 AREHE)

=4 K O£ ARG & (4 J O\iisk 4, Ry IR

(1 Adyokss) (1 Adyokss)
TAR=T — F = 2 fE 1000~3000 mg/ F
TNV T 1000~3000 mg/ H Fre— 1000~3000 mg/ H
TAErF 1000~3000 mg/ H T 1000~3000 mg/ H
TaA=7 Y - KX = A0 -
A=A T VT 500~3000 mg/ A 77 Rv -
F—2 R UT 1000~3000 mg/ H TV | —
TENANRAL D ¥ — T LY LN KL —
N—L— - TR =7 1000~3000 mg/ H
N TTTFva - T4 TUR 1000~3000 mg/ H
SLR R R - 7T A 1000~3000 mg/ H
AL F— 1000~3000 mg/ F AR 1000~3000 mg/ H
NG =D — TNIT —
N 1000~3000 mg/ H KA 1000~3000 mg/ H
RYET - XUy 1000~3000 mg/ H
7TV 850~2550 mg/ H ITTT —
TNHIT 1000~3000 mg/ H X=7 1000~3000 mg/ H
TxF T 1000~3000 mg/ F AT —
T RDT - RrrYadA -
HAN— 1000~3000 mg/ H T -
ot 1500~2550 mg/ H NI — 1500~3000 mg/ H
g7 7 Y R E 1000~3000 mg/ H TAATR 1000~3000 mg/ H
F¥ R 1000~3000 mg/ A A RRUT —
) 1000~3000 mg/ H AT -
FE - A 77 —
ER= e — TANTG R 1000~3000 mg/ H
SE =) — A AT )L 1700~2550 mg/ H
ayd 1000~3000 mg/ H AZIVT 1000~3000 mg/ H
aRAZVT — Ty AH —
a— R T—L 1000~3000 mg/ H ANE -
sarFT 1000~3000 mg/ H HYETRE D —
X7 A 1000~3000 mg/ F r=7 1000~3000 mg/ H
Bas R~ &

1) AKRBOH, — : [FRARATF



ARRILSVIEERIE 1.6 HEICHETEERARRFICETLIER Page 4
=& 1 BHCHE T L& - lRFEIKR (2007 £ 12 AREE) (KE)

[El44 J OtHig 44 Gy [E4 K& Ol 4, A&

(1 Adyokss) (1 Adyokss)
K R 1000~2500 mg/ H VI 1000~3000 mg/ H
77— | — BB —)v —
A=A — N—w =T 1000~3000 mg/ H
FhET 1000~3000 mg/ H = 1000~3000 mg/ H
LR v - PO TITET -
NI TNT 1000~3000 mg/ H TR AN 1000~3000 mg/ H
~ A — AT BT R E —
~7 k=7 1000~3000 mg/ H A= 1000~3000 mg/ H
~ XA - AT NFT 1000~3000 mg/ H
L= 1000~3000 mg/ H 2 R=F 1000~3000 mg/ H
) 1000~3000 mg/ H 77U h 1500~2550 mg/ H
<LK — AL v 1000~3000 mg/ H
T Z=7 — AVZH —
ET—U Uy A 1000~3000 mg/ H A—H 1000~3000 mg/ H
AF o 850~3000 mg/ H AYz—F 1000~3000 mg/ H
EA VA — A A A 500~3000 mg/ H
= 1000~3000 mg/ B —
Iy ov— — ZA -
E 1000~3000 mg/ H h—= 1000~3000 mg/ H
=a—Y—5 K1Y 1500~3000 mg/ MY =F—FK. b —
=HNITIT — Foaz=TT 1000~3000 mg/ H
=Vx—) 1000~3000 mg/ H 2= —
FAT=VT 1000~3000 mg/ H 777 E R EEA —
VeSS 1000~3000 mg/ H P 1000~3000 mg/ H
F~— — K= 850~2550 mg/ H
PRERH 1000~3000 mg/ H NE AT 5 1500~2550 mg/ H
AVRs - N R4 1700~3000 mg/ H
~L— — AT A —
74U By - AN 1000~3000 mg/ A
R—F K 1000~3000 mg/ H
Bas R~ &

1) ABOH, —

AR AT

2. FELGARZFEIZE T LHERZENBEDEIER
KE K ORI F 1T D AGRNE OIS 2 %€ 2 IR LT,



& 2 KRERUVEMOEZERNE DR

=4 KIE PR
WR7E4 GLUCOPHAGE GLUCOPHAGE
AGREA H 1994 412 H 29 H 77 ATOARHA 195943 A 19 H
KRN T SPC KRR H : 2001 422 A 6 H
Y 500 mg £, 850 mg #iE, 1000 mg HE 500 mg £, 850 mg £E, 1000 mg HE
BhHE - SR 2 FUHE PR Ip 2 BUHE PR P
- BEHEE - EIRIEOMBI TR E L CORMEE (10 5% | - FFICOREEORE . AFRE - L cfEia s e
2B — ARG I
- SUAIITA 2V > &Pt ARE (17 ki k) - HUlRE (10 5% 2L 1)
- R O IMAERE A & OOF L (BN
- A RY L OHFARE (10 %2 1)
A - & A A
- —IZ 1 H &Y 1500 mg R O XER RS E RO & 2 K| B A K& O oo % O RS Al & o OF ik

JSIERRO B2, LonL, BIERZ TE 5720257
D AR &N OBIE L IRAICIHEST 52 2 L 281D 5,
- WA E L T500mg 2 1 H 2 [E4 L <1X 850 mg % 1
A 1A, &% &40 (with meals) IRAT 5. HiEIT 18
T L2500 mg XIF 2 B Z L2 850mg & L Ak K 1 H 2000

mg & LyElG3 5, 500mg @ 1 H 2 [BlE5-%2 2 HE#ZIC
850 mg ® 1 H 2 mIFEEHIZLTH LV, HicmhpF=a ha—
NEETLHEEIT, 1 HRARHE2550mg 2% 5325, HE

- B HE S LT, 500 mg 1 $23X1% 850 mg £E 1 HE
Z 1 H 2~3 BEFF IEL%ZIC (during or after meals)
MR %, 10~15 BRI ML 55 & AFH O ] & % di
T5, BERZMNZ D720, e THET 5,

SN

LAERS

[

1E4 91

=

U B

-

HEC £

G o5ed



x 2 RERUBMNOEAZABTOHE HEE)

ESE2 P NES| PR
Ak - = 232000 mg B2 %A 1E. 1 A 3 [BlAE & (2 (with meals)
(Frx) R L7 i RARMEIT R CTH D,

- HERE 1 A RO &L 2550 me,

- 7 a7 a R RUSAORERER 2 O gk A1 5800
BAL2560F, —RICBITHRIZIAETH L, 7 e an
L R BEIYEZ AGAIX. 7 e a3 ROMENICITE
L CHEANDOIER N E e 0 ARMNE 2 & = 9 r et & 5 DT,
B0 B2 % 2 WRITEEEET D,

SU &l & DR IA

- AR O KM EE 4 BREBEMES LT bR TEHZR
D72 E IR, SU ANC X 5 —REES) ST ZIREES) L 7o 72
BEER - TH, AROREKHEZRE L2RG SU #la
WAa\ZBINT 5 Z & 2 MmitdT 5,

- AHE SUAIEDFRT 2856, 2o 3A| o/ &2 0
THZEIWCEVEF LWl e — B3 F o5, 15
HEERNER CE D5HAI L b VR BEEDER TE DR/
BETRETHD, AAIE SUREZIHLTH SUANZE D
KB DOERRIEN 72 Db Tl LA LTS 2
EbHLDOT, HENLETHS,

- HELE 1 HERRHEIX 3 g T, 3 Ny EIRE S,
- R O B FRIDHEI D B 2 DA, MoOKA| A
1L, FRICORTHETERS2BRBT 5,

SN

LAERS

[

1E4 91

=

U B

-

HEC £

9 o5ed



x 2 RERUBMNOEAZABTOHE HEE)

ESE2 pNES| RN
A - HE - AFIE SU RO KHELY 1~3 » ARPEFH L TH 4720
(Frx) fraL bo— AN ELNBRWEAIIA R UL E DT

DIBPRHE~DYI D I Z UTA 2 ) O R %,

A LAY L OB E

- ARNOBEEEBRBLTH, A A ) IENE TLRETH
J5H, A AV ATEIML T, AAI1500 mg 1 H 1 [H2 5
T %, o7 AERE FER 278D 2 WIGEIE0 1 EM%IC
500 mg HE L, TORITEUIRMAE= S Fr—AR G0
% FET1HEBIC 500 mg T2 &S 5, #E5E 1 HRKHET
2500 mg T 5, ZZMERFIMAEA 120 mg/dL RiIZ 72 » 7254
. A AV COREE 10~25%ET D2 28NS, &
2, M= br—LREEIC K > THEZMATEIT 5,

=Y

- NERIC K0 BEHEREDME T3 2 FIREIEDS & £ 72 AAN LA
ICHER L CEET 5, HEOBIT, HEEELS - oEHMIC
Eier =%V 7 L THEEIZITY, —MRIT, @2
AN KR E THEL TR LR,

A AV > & OB

- b= b e — L ORRLBEED DT, KHL A A
VT 5, AAlO@EE B HEIZ, 500 mg §E 1 5
XX 850 mg $E 1§84 1 H 2~3 [alyE[#H L L, 1mpEic
HDEA RV CHBEENEST S,

= ﬁ%%

- DI K> TBHEEENME T3 2 A[REMEN H D7D, Eiln
HTCITEMRICE ST AR OB GEEAZRE T 5, EHH
REBHEDTE =2 ) VI BNLETH D,

it

SN

LAERS

[

1E4 91

=

U B

-

HEC £

[ 98ed



x 2 RERUBMNOEAZABTOHE HEE)

=4 K[EH R
Rk A& INR INRRUBLE
(Fr ) - EHFBMAHEE LT 500 mg 2 1 H 2 [EIEH LI (with | HMEREROA 2 U v & OO R
meals) RAT 2, BEEIX 1 EMBIC 500 mg &L, &K1 H| - 10 EO/NREROEDVEIHEHRTLZENTE D,
2000 mg & LoyEIR T 5, - BB HE S LT, 500 mg 2 1 $23X0% 850 mg 5 1 52
- HELE 1 HROKRHEIX 2000 mg (10-16 %) . Z 1 B 1 [ERFHF IE%ZIC (during or after meals) ik H
- 10 BRI~ I HER S, T 5, 10~15 HZICMPZES AR OHEZME T
%, BMWERZIMZ D720, thxICH&ET 2, #HE 1 H
RRKH®RIZ2g T, 2~3 BNy ER G515,
HE 1 MBEBRENL (3 v 7). BVEDIEZE R OBIIES ORI | 1. A AL I U HEERYE AU DO\ skt 5 i

K VAL S 2BREOIBERRERE (., g7 L7 F=r
2N 1.5mg/dL LA b [BPE] X3 1.4 mg/dL BLE [ZebE], UZ
JVTF= 7T T AR

2. A NV RIS LI BOE O BEME

3. BIEOHEIZEGRR S, RS 7V R—v 2250
MU TEMEDNREINET > K= 2, BERBEME S b7 R—v
ZNIA R TIEET D,

JiE

2. BERIGME S 7 v R—= A BESRIP M AT

3. BARMITEHEREE (L7 F=027 0T 70260
mL/min A7)

4. BHEREZ 2L ¥ 5 FTREMEDY B 5 LU T O RMRIREE

it 7K E

- EEEYLE

-vav/

- 33— FEEHOMENE L &

SN

LAERS

[

1E4 91

=

U B

-

HEC £

g o5ed



x 2 RERUBMNOEAZABTOHE HEE)

ESE2 K [E KM
M= (Fix) I — FEZFOM I L0 BEHEREN 2RI LT 5 Z &3S | 5. MREEREMIEA S Z & 2L T2 TR A
HOT, I— REEAZMENEGT 25 XBRELZZ T O5E | - DAREUIFFRSEARAE
1. AAOEE &2 —Fpgichikd 5, - B OE LT Ui S
- vavy &
6. fFRERER A, AT v a— g, 7L a— VKEE
7. #FLY
WA SCE
2006 4 6 H 2007 4 10 H
WRTHA

SN

LAERS

[

1E4 91
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U B

-
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3. XEDRMNXE
2008 4 3 HBAE, KEDRFEMT LEOWNE 2K 3 1TR LT, 72, IMTERE L TR
LB LIz,

® 3 REFRMXE (&)

Glucophage®
(A bV R SE)

G B U A&

2 RUBEPRIEBE DI > b e — L a2 SET 5720, RERE - EBEIE OB T &
L CHMEZE 3%, 10 EoBFIHEHTS, A (17 E) ik, =y hoa—
NEWET LD, SUAIXITZA AT EFEHLTS L,

*=*® 2
RS

WO BEIITEE L,

1. FEREN (2 v 7)., ST R OMUIIES ORERIC L0 A4 U 5 2B BT
EHREREEOBE (B, MiEZ L7 F =0 1.5 mg/dL BLE [BPE] XiE 1.4 mg/dL
ULk [&tE], XFo v7F=0 7 V7 7oA 8E) (BERXMERLOEFEAZSHR),

2. A MRV RIS LIRBUE OBERER & 5 B,

3. BHEOAEICEBRRL ., BRI S TV R—3 R G LAt S UTEE R T
VR—=V ADBE, FERBEMWT N TV K=Y R EA A ) U THRIET D,

3 — FERAIOE I L0 BEENSHIZET 2 Z &N HDHDT, 3 — FiEEAlZ ME
W& ET 2 X B EZ 2T 256813, AHlORL 2 —RKich1ET2 (FEREDFEEZS
)

o

2%
HABT7 O F—2 R

HEET v R—T AL, AFIOEKGFIZA MRV URERE L CRET D, NN EER
RAEGOHETH D, FEET ¥ R—Y ADFBL L TIEFNTIH 50%03 8T 5, 7T o R
— VAL BEIRIRSOTRZ I AR B . AR ME . AR & R R BAEFIRBIC K-> TH R
Y5, AT v F— A%, MPAEEREOEM (55 mmol/L), MK pH DK, 7 =74
VX Yy ORI L D EMEEE, LR/ LY BRI ORI AR E 5, LT VR
—VADRFRE LTA PAAL I UAVRIRSNDGEIE, @B MED A P AL I RN 5
pug/mL Z# X T\ 5,

A MV IR 2 b LT TOIEET v B — 3 ADOFEHRITIEF IR (9 0.03
cases/1000 patient-years, FET-Z[X 0.015 cases/1000 patient-years) &I TV 5, AR
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7 C 20,000 patient-years LA FIZ A RV I UG- ST, R ¥ R—Y A THE S

o To, FHEET v R—T ZAORBNME SNTIEFNIT S & b & PNIRIE R B B & OV K
TERA 72 B RE AN 2 & 2 BEIRIR B C. B OWER SBHIIRER & 0 | DK
BIROFA S TWD Z &R Enole, BWFIEEZET 5 5 o MO RRBIE . FrlZHEET
D T QM H B S 98D DFERPED vy, ANRE XLENE S o IO AR REF LAY & F—
VADERENRE, FEET ¥ R — ADfERMEIL, BRSO K OVEE OFln
BB EERT L, LR T, RAlZREGT 5 EEOBHKEL EMWICE=41D
7L, AAIOREER/IADEICTDZ EICL > T, T ¥ F—Y 2ADEHRMETE L <
KTFT2EB26N5, FRICEBEICERS T 2HGIXBRELEBRERS =XV IV T5
VERH D, 80 il EOBFITHMET > K=V ANRRKH LT VO T, ZJLT7F=27
7T AZBE L TBHEEMET LTV AW ERMRR ST L, AAl 285 LTk
2B, Fio, KRS MIE, BUAE SUXBUIIE S B b D551, ARFI O 5% #H L0
iR 5, FFREEEREEIC L 0 FLEE O MBREE N N KIBICIK T+ 5 2 L B HH DT, KN
ICXFIE THHREDNRD bNDHA1E, —RIICAROR G20 5, 7/ a—/LidA
R ARV R OB~ DR B EZ R T 5 O T, AFIORAFILRED T L a—v
BHC EHICLERHIMICY) 28T 25 KO BFICEET D, £2. EEALTLENES
T RAEDOHTCABILE 21T 5 Had, AROKREG 2 —RFIchiET 25 ERLOZEE
2 M),

LR T ¥ R—Y ZADORBUIZ DI W E NS L B, AR, MR EE, IRy
IR OFERE A 72 SRS R 5 . FRRR R R LA bz, KVBHERT v F—v X
TR N, ARME, TEFRIETIEORIRMEREEARDR A BN D 2 &b D, BE K OHY
ERNEZ DX D RIEROERMEICEE L, BHRINWTEBIZEMICHOE D & 5 BE I
715 (ERLOEFEAZM), TOWREPWHET D E TAROERGZHIET 5, HBIEE L
TIEHEMERE, MG b ARRE, XA A, JE S TWiudiig pH L
B, I A MRV VIRELHEHA TS 5, IHIEEHERIIAF O£ 5Bl AR X <
FRBLT D03 AR OMEN —EIZRIVUIAF OB E L BRRNZ L%, L7zdi> T,
ARENIOE G X 0 BRI EEHER DS A b= 561%, fLEET v F—Y A2 D
O EE KB DOFRENENRH 5,

AFNZ R LT 5 B3 Tl 22NE Rl il i BE 28 BLYERiPH oD FIRZ X 55 DD 5
mmol/L R DA T T L H IR T ¥ F— 2 Tlid/e<, v b —/LRE ORI X
BN, R OES), Y TVED WOREOEAITHIEE O Z DM OFR R E 2 bivd (fE
RLEDEEZZR),

r N7V K= 2DME (7 B URIER OV b U HE) 23880 B AL WAMREHET & K —
VADDLPERIFBRE TR T v =V A BRI RETH D,

HLEET & R — 3 RTIRPE COMEEE ET D EFHRSFER TH D, AA ORI
VRV ANREE LIS EIE, AROREGEEGICHIEL, ERI R B R IEH & B G
T2, A MBI NTETTHRETE 2 (BRARMATERE F TR K 170mL/30 27 VT Z

24
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) DT, HWRONIMIEBNT T TCT YV R— ZAZBEL, BHELIEA ML V2%
ETDHZELEHRET L, 2L OBE. 2O L) RAEIC L D IEROER L OEIEN RS 72
L (ZBRLAOMEREDZFELSMR),

FRALDIE

—REER

BHREEDE=F) VT — A FFRA I VERBODBIIC L > TS 2 Z L m bR
THEY, BEEREORENEGRDIIFEA FMRALIVOERELOLBET > F— 2ADfE
BPEN EH3 2, LEn-> T, MiE7 V7 F = BNMERMOIEH EIRE B2 5 BEIZITAH
ARG LTI RS20, IS X - CTEEENK T 50T, SmE CIXEEICH 4 H
L, Y72 MAEE TIERN SN R/ NHELMHENLT 5, @i, FFIC 80 bl Lo B
DY%E. EMICE#REEE=2 ) 7L, —RICEAFDORERAELZHEE L IR L0
(BERKUOREREZ ),

KA OG- BRtERT, $5-BAAHR T 1 B EBEREEZRE L, EW ThD Z & 2R
D, BHEREEEORIINTH SN S BE T LV HEEICHRE L, BRERENSRD LN
BUEARF OB 2 kT 5,

BHRERIE A UL S S OEMBIEIC BB £ RIES FARNED 5 5 HH & DBHA — R
DRI &> THRlE S NS FAALIAD £ 5 12, BIEICREERIELEY | B
RMATHFRIIEER LIZY | A LS 2 OSBRI L% 5 2 5 TTREPED & 5 S
O BRI HEE 2T 5 (EALOEE - BRREERZ B,

I—-FERHZEMERKET S X RIRE (B, BHIRRBES. BHREEES. IE
EF. MENELFZEAT S E1—2WEIERS [CT] X¥v ) —AHlzHKELT
WHBHEICEWNT, 33— NEEHlz ENREGTOEEREICK Y BEENSHICET
HAREMERH D . ZIUCL VBT ¥ R—Y ARRBL L= tn3db b (BERE2MR), Lz
BoT, 29 LIEMENTESNTODEEIT, RART, MRAR R OWMAR 48 RiHI 3 AHA
DG RSPk L, BEOHEFITEHEZ HiHMi L TIER TH L Z & M8 L Th
5179,

BEEEFRIRE —EERIEN (2 v 7) (RRIERDT) . B9 o it oAa, SO FREZE,
Z OMUREERIMAE 2R & T DREBICB W THIRT & F—Y ANRRHR LI LnHY . B
ATE MR MIES BT 2 R b H D, ARORGHIZZ 5 LIEERBRO bNIHE
(T, BN HEF OG- 2 IR D,

SRR E — S RRLE (BREY) ORI Z HIR L2V INFIT 2 FR<) 25200 256813, K
AlOFE 2 RS L, BENREZHE L, B¥EZHM L TER TH L5 Z & 20
WD ETREZHER L Tk bau,
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FILO—)ILOER—T7 /L a— LT A FFRL I URNHEEONRHIC T TR LR 5 2
EDRHLNTWD, LEER-> T, AFIORAFILEED T Va2 — VEBE EHMICHEH
BICh) ZRET D X O BEICEET D,

AR REREE — AT AE CRVHMT T R=V ARFHLIZZ ENH DD T, FRIRIZX
i&ﬁfﬁf%ﬂmbEﬂé% E, —RICARAN DO G135 T 5,

EZ X2 BpimE 29 BHEOEKRER T, 9 7%0BE BERATERIL /WA 5-RilZ IER
EolziEF e % v BpRENIEFU IS L, 2oL, B4 2 B-NIKF4E
BENEDOE S I By WIENFERK & B2 Hid A, 2O L0 BiARET 5 2

CIFFEFEICENRTH Y . AR OGS IEIEH 2 2 B OGS XL 0 #encmlE+ 5,
AR OBEHFIIFIC 1 ERRAEZ EE L, BE R S 5E 3R R & R~ ) 7
ExLd FEALDOEE : BERBRELZMH),

B4 XV By TN T AOBRUIWRINA A5 725 6815, B4 12 BpiRENIER
LIFIZR2 009\, 29 LZAFIE 2, 3EILICEHNMICMEF X IV BriREL T
ToHE RN,

a2 bA—LEIFE 2 BERBREBEEICS TABKRKEBOEL — ALY Biflcar b
m—/L ST 2 BRI %K@E@E%Xiﬁﬁﬁuﬁ%@ﬁ%(%mﬁﬁf
o E D LAWERR) BRBELIZGEIE, 7 8T R=Y AT &~ R—Y A TiER
WD D, MiEHEMRE. EHR 7 bk, b2 RE L, SHEIZG TR
pH, FLEAIERE, B E VBRI, A FARAIVEBELHET S, WTFhOT Y F—y 2R
HRE LG AUARIOREZELICHIE L, WUREFREELZ L5 (BE25H),

EMHE —mH . ARFZ B S U CHIRMBER BT 2 2 L1320, 1n ) —% 14312
BRLTWRWEAS, ha ) —%24#a LT LWiEE Z L2854, tho iR T4 (SU
Bl AR U5 ok ) —VEPHA LEGEAE., B2 RET5 208355,

FriC, milindr, =99 LB RERROEE ., AR R 2EE . TRIEERN2EE,
TV a— VR B BEFIRMFES B LT, ERE L O B OERTAI A IR L CW A EE T
R 27 2 LT < vy,

Mm#EI Y FA—LRR—ISLDIRIRIETLE L TWTH, FE MG, Bk, Fi%Eo
A P LRZRY —FICE= Y = VN RRIZRD 2N D D, TDOHEIE. AHID
BhHAERIEL, —RRICA R 2R EGT 5, KR ORGIIAMERIHEL T LH
P92,

I ORGE & & b IZHE 0 MU T A oo MbE e TR 2ME T 92 B8 03 %0, ERE O
ITXTFANHK T D ROMETIC L 2 £ B 6N 5 ZOBGIT RIS & FFT, HKH175 i
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B0 MR oIS & KBIT B, AT SU 00 AR 575 “ BN E - 73 A 1.,
AHE SURIOHFRIZ L D IRBIFEEND Z 03D D, AL SUAIOHER L _REDHZE
STBEIR, A LAY VB G OPIBSMORIREE R 5 LB b 5,

BEADER

AR ORI L - THEZ 0 152 fERRME & RIS & O OIRIE FIEIC DWW TRE IS A 52
g%, £, BEFIROBEST, BFAREEEE, b, HbAc. BHGE. mikkRamEH
DO EMRE D EEMEIZ OV TR X D,
ZLELOMERLEOEEICTHEE LZ, HLBET v R—y 2Dk, R, L7 > F— A
MFEB LT UVIRREZ BEIZHAT 5, RIRAHORRITHE, fHRh, ek, RE 72
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% Bristol-Myers Squibb Company
Rx only

GLUCOPHAGE"®

(metformin hydrochloride tablets)

GLUCOPHAGE® XR

(metformin hydrochloride extended-release tablets)

DESCRIPTION

GLUCOPHAGE® (metformin hydrochloride tablets) and GLUCOPHAGE® XR (metformin
hydrochloride extended-release tablets) are oral antihyperglycemic drugs used in the management of
type 2 diabetes. Metformin hydrochloride (N, N-dimethylimidodicarbonimidic diamide hydrochloride)
is not chemically or pharmacologically related to any other classes of oral antihyperglycemic agents.
The structural formula is as shown:

H3C

\

N-C-NH-C-NHpe HCI

/|

I
HsC  NH NH

Metformin hydrochloride is a white to off-white crystalline compound with a molecular formula of
C4H1iNs « HCI and a molecular weight of 165.63. Metformin hydrochloride is freely soluble in water
and is practically insoluble in acetone, ether, and chloroform. The pK, of metformin is 12.4. The pH of
a 1% aqueous solution of metformin hydrochloride is 6.68.

GLUCOPHAGE tablets contain 500 mg, 850 mg, or 1000 mg of metformin hydrochloride. Each tablet
contains the inactive ingredients povidone and magnesium stearate. In addition, the coating for the 500
mg and 850 mg tablets contains hypromellose and the coating for the 1000 mg tablet contains
hypromellose and polyethylene glycol.

GLUCOPHAGE XR contains 500 mg or 750 mg of metformin hydrochloride as the active ingredient.

GLUCOPHAGE XR 500 mg tablets contain the inactive ingredients sodium carboxymethyl cellulose,
hypromellose, microcrystalline cellulose, and magnesium stearate.
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GLUCOPHAGE XR 750 mg tablets contain the inactive ingredients sodium carboxymethyl cellulose,
hypromellose, and magnesium stearate.

System Components and Performance - GLUCOPHAGE XR comprises a dual hydrophilic polymer
matrix system. Metformin hydrochloride is combined with a drug release controlling polymer to form
an "inner" phase, which is then incorporated as discrete particles into an "external" phase of a second
polymer. After administration, fluid from the gastrointestinal (GI) tract enters the tablet, causing the
polymers to hydrate and swell. Drug is released slowly from the dosage form by a process of diffusion
through the gel matrix that is essentially independent of pH. The hydrated polymer system is not rigid
and is expected to be broken up by normal peristalsis in the GI tract. The biologically inert components
of the tablet may occasionally remain intact during GI transit and will be eliminated in the feces as a
soft, hydrated mass.

CLINICAL PHARMACOLOGY

Mechanism of Action

Metformin is an antihyperglycemic agent which improves glucose tolerance in patients with type 2
diabetes, lowering both basal and postprandial plasma glucose. Its pharmacologic mechanisms of
action are different from other classes of oral antihyperglycemic agents. 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) 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
Absorption and Bioavailability

The absolute bioavailability of a GLUCOPHAGE 500 mg tablet given under fasting conditions is
approximately 50% to 60%. Studies using single oral doses of GLUCOPHAGE 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 (Cpax), @ 25% lower area under the plasma concentration versus time curve

(AUC), and a 35-minute prolongation of time to peak plasma concentration (Tpax) following adminis-
tration 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.
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Following a single oral dose of GLUCOPHAGE XR, Cyyay is achieved with a median value of 7 hours
and a range of 4 hours to 8 hours. Peak plasma levels are approximately 20% lower compared to the
same dose of GLUCOPHAGE, however, the extent of absorption (as measured by AUC) is similar to
GLUCOPHAGE.

At steady state, the AUC and Cpy,« are less than dose proportional for GLUCOPHAGE XR within the
range of 500 mg to 2000 mg administered once daily. Peak plasma levels are approximately 0.6, 1.1,
1.4, and 1.8 ug/mL for 500, 1000, 1500, and 2000 mg once-daily doses, respectively. The extent of
metformin absorption (as measured by AUC) from GLUCOPHAGE XR at a 2000 mg once-daily dose
is similar to the same total daily dose administered as GLUCOPHAGE tablets 1000 mg twice daily.
After repeated administration of GLUCOPHAGE XR, metformin did not accumulate in plasma.

Within-subject variability in Cyax and AUC of metformin from GLUCOPHAGE XR is comparable to
that with GLUCOPHAGE.

Although the extent of metformin absorption (as measured by AUC) from the GLUCOPHAGE XR
tablet increased by approximately 50% when given with food, there was no effect of food on Cj,,x and

Tmax of metformin. Both high and low fat meals had the same effect on the pharmacokinetics of
GLUCOPHAGE XR.

Distribution

The apparent volume of distribution (V/F) of metformin following single oral doses of
GLUCOPHAGE 850 mg averaged 654 + 358 L. Metformin is negligibly bound to plasma proteins, in
contrast to sulfonylureas, which are more than 90% protein bound. Metformin partitions into
erythrocytes, most likely as a function of time. At usual clinical doses and dosing schedules of
GLUCOPHAGE, steady state plasma concentrations of metformin are reached within 24 to 48 hours
and are generally <l pg/mL. During controlled clinical trials of GLUCOPHAGE, maximum

metformin plasma levels did not exceed 5 pg/mL, even at maximum doses.

Metabolism and Elimination

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 (see Table 1) 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.
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Special Populations
Patients with Type 2 Diabetes

In the presence of normal renal function, there are no differences between single- or multiple-dose
pharmacokinetics of metformin between patients with type 2 diabetes and normal subjects (see Table
1), nor is there any accumulation of metformin in either group at usual clinical doses.

The pharmacokinetics of GLUCOPHAGE XR in patients with type 2 diabetes are comparable to those
in healthy normal adults.

Renal Insufficiency

In patients with decreased renal function (based on measured 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 Table 1; also see WARNINGS).

Hepatic Insufficiency

No pharmacokinetic studies of metformin have been conducted in patients with hepatic insufficiency.

Geriatrics

Limited data from controlled pharmacokinetic studies of GLUCOPHAGE in healthy elderly subjects
suggest that total plasma clearance of metformin is decreased, the half-life is prolonged, and C,ax 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
Table 1). GLUCOPHAGE (metformin hydrochloride tablets) and GLUCOPHAGE XR (metformin
hydrochloride extended-release tablets) 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 and DOSAGE AND ADMINISTRATION).



NDA 20-357/S-030
NDA 21-202/8-015

Page 7
Table 1: Select Mean (1S.D.) Metformin Pharmacokinetic Parameters
Following Single or Multiple Oral Doses of GLUCOPHAGE
. a b c Renal
Subject Groups: GLUCQPHAGE dose Cmax Tmax Clearance
(number of subjects) (ug/mkL) (hrs) (mL/min)
Healthy, nondiabetic adults:
500 mg single dose (24) 1.03 (+£0.33) 2.75 (£0.81) 600 (£132)
850 mg three times daily for 19 doses’ ) 2.01(x£0.42) 1.79 (£0.94) 642 (£173)
Adults with type 2 diabetes: :
850 mg three times daily for 19 doses’ ) 1.90 (£0.62) 2.01 (+1.22) 550 (£160)
Elderlyf’ healthy nondiabetic adults:
Renal-impaired aduits:
850 mg single dose
Mild (CLcrg 61-90 mL/min) (5) 1.86 (£0.52) 3.20 (+0.45) 384 (£122)
Moderate (CL; 31-60 mL/min) (4) 4.12 (+1.83) 3.75 (£0.50) 108 (£57)
Severe (CL; 10-30 mL/min) (6) 3.93 (+0.92) 4.01 (£1.10) 130 (£90)

a

b .
Peak plasma concentration

All doses given fasting except the first 18 doses of the multiple dose studies

° Time to peak plasma concentration

d Combined results (average means) of five studies: mean age 32 years (range 23-59 years)
® Kinetic study done following dose 19, given fasting

fElder]y subjects, mean age 71 years (range 65-81 years)

.. . 2
& CL; = creatinine clearance normalized to body surface area of 1.73 m

Pediatrics

After administration of a single oral GLUCOPHAGE 500 mg tablet with food, geometric mean
metformin Cy,,c 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), all with normal

renal function.
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Gender

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
GLUCOPHAGE was comparable in males and females.

Race

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

Clinical Studies

GLUCOPHAGE

In a double-blind, placebo-controlled, multicenter U.S. clinical trial involving obese patients with type
2 diabetes whose hyperglycemia was not adequately controlled with dietary management alone
(baseline fasting plasma glucose [FPG] of approximately 240 mg/dL), treatment with GLUCOPHAGE
(up to 2550 mg/day) for 29 weeks resulted in significant mean net reductions in fasting and
postprandial plasma glucose (PPG) and hemoglobin A;. (HbA ;) of 59 mg/dL, 83 mg/dL, and 1.8%,
respectively, compared to the placebo group (see Table 2).

Table 2: GLUCOPHAGE vs Placebo Summary of Mean Changes from
Baseline* in Fasting Plasma Glucose, HbA ., and Body Weight,
at Final Visit (29-week study)

GLUCOPHAGE Placebo p—Value
(n=141) (n=145)

FPG (mg/dL)

Baseline 241.5 237.7 NS*#*
Change at FINAL VISIT -53.0 6.3 -0.001

Hemoglobin Aj. (%)

Baseline 84 8.2 NS**
Change at FINAL VISIT -14 0.4 0.001

Body Weight (1bs)

Baseline 201.0 206.0 NS**
Change at FINAL VISIT -1.4 2.4 NS**

*All patients on diet therapy at Baseline **Not statistically significant
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A 29-week, double-blind, placebo-controlled study of GLUCOPHAGE and glyburide, alone and in
combination, was conducted in obese patients with type 2 diabetes who had failed to achieve adequate
glycemic control while on maximum doses of glyburide (baseline FPG of approximately 250 mg/dL)
(see Table 3). Patients randomized to the combination arm started therapy with GLUCOPHAGE 500
mg and glyburide 20 mg. At the end of each week of the first four weeks of the trial, these patients had
their dosages of GLUCOPHAGE increased by 500 mg if they had failed to reach target fasting plasma
glucose. After week four, such dosage adjustments were made monthly, although no patient was
allowed to exceed GLUCOPHAGE 2500 mg. Patients in the GLUCOPHAGE only arm (metformin
plus placebo) followed the same titration schedule. At the end of the trial, approximately 70% of the
patients in the combination group were taking GLUCOPHAGE 2000 mg/glyburide 20 mg or
GLUCOPHAGE 2500 mg/glyburide 20 mg. Patients randomized to continue on glyburide experienced
worsening of glycemic control, with mean increases in FPG, PPG, and HbA . of 14 mg/dL, 3 mg/dL,
and 0.2%, respectively. In contrast, those randomized to GLUCOPHAGE (up to 2500 mg/day)
experienced a slight improvement, with mean reductions in FPG, PPG, and HbA;; of 1 mg/dL, 6
mg/dL, and 0.4%, respectively. The combination of GLUCOPHAGE and glyburide was effective in
reducing FPG, PPG, and HbA . levels by 63 mg/dL, 65 mg/dL, and 1.7%, respectively. Compared to
results of glyburide treatment alone, the net differences with combination treatment were -77 mg/dL, -
68 mg/dL, and -1.9%, respectively (see Table 3).
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Table 3:

Combined GLUCOPHAGE/Glyburide (Comb) vs Glyburide
(Glyb) or GLUCOPHAGE (GLU) Monotherapy: Summary of
Mean Changes from Baseline* in Fasting Plasma Glucose,

HbA,., and Body Weight, at Final Visit (29-week study)

p-values
Comb Glyb GLU Glyb vs GLU vs GLU vs
(n=213) (n=209) (n=210) Comb Comb Glyb

Fasting Plasma
Glucose (mg/dL)

Baseline 250.5 247.5 253.9 NS** NS#** NS**

Change at FINAL VISIT -63.5 13.7 -0.9 0.00t 0.001 0.025
Hemoglobin A1 (%)

Baseline 8.8 8.5 8.9 NS** NS** 0.007

Change at FINAL VISIT -1.7 0.2 -0.4 0.001 0.001 0.001
Body Weight (Ibs)

Baseline 202.2 203.0 204.0 NS** NS** NS**

Change at FINAL VISIT 0.9 -0.7 -8.4 0.011 0.001 0.001

*All patients on glyburide, 20 mg/day, at Baseline

The magnitude of the decline in fasting blood glucose concentration following the institution of -
GLUCOPHAGE (metformin hydrochloride tablets) therapy was proportional to the level of fasting
hyperglycemia. Patients with type 2 diabetes with higher fasting glucose concentrations experienced

greater declines in plasma glucose and glycosylated hemoglobin.

In clinical studies, GLUCOPHAGE, alone or in combination with a sulfonylurea, lowered mean
fasting serum triglycerides, total cholesterol, and LDL cholesterol levels and had no adverse effects on

other lipid levels (see Table 4).

**Not statistically significant
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Table 4:

Serum Lipid Variables at Final Visit (29-week studies)

Summary of Mean Percent Change From Baseline of Major

Combined GLUCOPHAGE/Glyburide

GLUCOPHAGE vs Placebo
vs Monotherapy
GLUCOPHAGE Placebo GLUCOPHAGE GLl(J;(I:ObP}!:GE/ Glyburide
(n=141) (n=145) (n=210) yburide (n=209)
(n=213)

Total Cholesterol (mg/dL)

Baseline 211.0 212.3 213.1 215.6 219.6

Mean % Change

at FINAL VISIT -5% 1% -2% -4% 1%
Total Triglycerides
(mg/dL)

Baseline 236.1 203.5 242.5 215.0 266.1

Mean % Change

at FINAL VISIT -16% 1% -3% -8% 4%
LDL-Cholesterol (mg/dL)

Baseline 135.4 138.5 134.3 136.0 137.5

Mean % Change

at FINAL VISIT -8% 1% -4% -6% 3%
HDL-Cholesterol (mg/dL)

Baseline 39.0 40.5 372 39.0 37.0

Mean % Change

at FINAL VISIT 2% -1% 5% 3% 1%

In contrast to sulfonylureas, body weight of individuals on GLUCOPHAGE tended to remain stable or

even decrease somewhat (see Tables 2 and 3).

A 24-week, double-blind, placebo-controlled study of GLUCOPHAGE plus insulin versus insulin plus
placebo was conducted in patients with type 2 diabetes who failed to achieve adequate glycemic
control on insulin alone (see Table 5). Patients randomized to receive GLUCOPHAGE plus insulin
achieved a reduction in HbA | of 2.10%, compared to a 1.56% reduction in HbA |, achieved by insulin

plus placebo. The improvement in glycemic control was achieved at the final study visit with 16% less
insulin, 93.0 U/day vs 110.6 U/day, GLUCOPHAGE plus insulin versus insulin plus placebo,

respectively, p=0.04.
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Table 5: Combined GLUCOPHAGE/Insulin vs Placebo/Insulin
Summary of Mean Changes from Baseline in HbA . and Daily
Insulin Dose
GLUCOPHAGE/ Placebo/ Treatment
Insulin Insulin Difference
(n=26) (n=28) Mean + SE
Hemoglobin A;¢ (%)
Baseline 8.95 9.32
Change at FINAL VISIT -2.10 -1.56 -0.54 +0.43"
Insulin Dose (U/day)
Baseline 93.12 94.64
Change at FINAL VISIT -0.15 15.93 16.08+7.77°

a . . - . . . . . .
Statistically significant using analysis of covariance with baseline as covariate (p=0.04)
Not significant using analysis of variance (values shown in table)

b Statistically significant for insulin (p=0.04)

A second double-blind, placebo-controlled study (n=51), with 16 weeks of randomized treatment,
demonstrated that in patients with type 2 diabetes controlled on insulin for 8 weeks with an average
HbA . of 7.46 £ 0.97%, the addition of GLUCOPHAGE maintained similar glycemic control (HbA
7.15 £ 0.61 versus 6.97 + 0.62 for GLUCOPHAGE plus insulin and placebo plus insulin, respectively)
with 19% less insulin versus baseline (reduction of 23.68 + 30.22 versus an increase of 0.43 + 25.20
units for GLUCOPHAGE plus insulin and placebo plus insulin, p<0.01). In addition, this study
demonstrated that the combination of GLUCOPHAGE plus insulin resulted in reduction in body
weight of 3.11 £ 4.30 lbs, compared to an increase of 1.30 £ 6.08 Ibs for placebo plus insulin, p=0.01.

GLUCOPHAGE XR

A 24-week, double-blind, placebo-controlled study of GLUCOPHAGE XR, taken once daily with the
evening meal, was conducted in patients with type 2 diabetes who had failed to achieve glycemic

control with diet and exercise (HbA. 7.0-10.0%, FPG 126-270 mg/dL). Patients entering the study
had a mean baseline HbA|. of 8.0% and a mean baseline FPG of 176 mg/dL. After 12 weeks
treatment, mean HbA . had increased from baseline by 0.1% and mean FPG decreased from baseline
by 2 mg/dL in the placebo group, compared with a decrease in mean HbA . of 0.6% and a decrease in
mean FPG of 23 mg/dL in patients treated with GLUCOPHAGE XR 1000 mg once daily.
Subsequently, the treatment dose was increased to 1500 mg once daily if HbA . was =7.0% but <8.0%
(patients with HbA . =8.0% were discontinued from the study). At the final visit (24-week), mean

HbA|; had increased 0.2% from baseline in placebo patients and decreased 0.6% with
GLUCOPHAGE XR.
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A 16-week, double-blind, placebo-controlled, dose-response study of GLUCOPHAGE XR, taken once
daily with the evening meal or twice daily with meals, was conducted in patients with type 2 diabetes

who had failed to achieve glycemic control with diet and exercise (HbA; 7.0-11.0%, FPG 126-280
mg/dL). Changes in glycemic control and body weight are shown in Table 6.

Table 6: Summary of Mean Changes from Baseline* in HbA,, Fasting
Plasma Glucose, and Body Weight at Final Visit (16-week
study)

GLUCOPHAGE XR
500 mg 1000 mg 1500 mg 2000 mg 1000 mg Placebo
Once Once Once Once Twice
Daily Daily Daily Daily Daily
Hemoglobin Agc (%) | (n=115) (n=115) (n=111) (n=125) (n=112) (n=111)
Baseline 8.2 8.4 8.3 8.4 8.4 8.4
Change at FINAL
VISIT '0-4 ‘0.6 ‘0.9 '0.8 '1 .1 0.1
p-value” <0.001 <0.001 <0.001 <0.001 <0.001 -

FPG (mg/dL) (n=126) (n=118) (n=120) n=132) (n=122) (n=113)

*| Baseline 182.7 183.7 178.9 181.0 181.6 179.6
Change at FINAL
VISIT -15.2 -19.3 28.5 -29.9 -33.6 7.6
p-value” <0.001 <0.001 <0.001 <0.001 <0.001 -

Body Weight (Ibs) (n=125) (n=119) (n=117) (n=131) (n=119) (n=113)

Baseline 192.9 191.8 188.3 195.4 192.5 194.3
Change at FINAL

VISIT -1.3 -13 0.7 -1.5 2.2 -1.8
p-Valuea NS** NS** NS** NSH* NS** -

*
All patients on diet therapy at Baseline

. *All comparisons versus Placebo

Not statistically significant

Compared with placebo, improvement in glycemic control was seen at all dose levels of
GLUCOPHAGE XR (metformin hydrochloride extended-release tablets) and treatment was not
associated with any significant change in weight (sse DOSAGE AND ADMINISTRATION for
dosing recommendations for GLUCOPHAGE and GLUCOPHAGE XR).

A 24-week, double-blind, randomized study of GLUCOPHAGE XR, taken once daily with the evening
meal, and GLUCOPHAGE (metformin hydrochloride tablets), taken twice daily (with breakfast and
evening meal), was conducted in patients with type 2 diabetes who had been treated with
GLUCOPHAGE 500 mg twice daily for at least 8 weeks prior to study entry.
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The GLUCOPHAGE dose had not necessarily been titrated to achieve a specific level of glycemic
control prior to study entry. Patients qualified for the study if HbA . was <8.5% and FPG was <200

mg/dL. Changes in glycemic control and body weight are shown in Table 7.

Table 7: Summary of Mean Changes from Baseline* in HbA ., Fasting
Plasma Glucose, and Body Weight at Week 12 and at Final
Visit (24-week study)
GLUCOPHAGE GLUCOPHAGE XR
500 mg 1000 mg 1500 mg
Twice Daily Once Daily Once Daily
Hemoglobin A1, (%) (n=67) (n=72) (n=66)
Baseline 7.06 6.99 7.02
Change at 12 Weeks 0.14 0.23 0.04
(95% CI) (-0.03, 0.31) (0.10, 0.36) (-0.08, 0.15)
Change at FINAL VISIT 0.14% 0.27 0.13
(95% CI) (-0.04, 0.31) (0.11,0.43) (-0.02, 0.28)
FPG (mg/dL) (n=69) (n=72) (n=70)
Baseline 127.2 131.0 1314
Change at 12 Weeks 12.9 9.5 3.7
(95% CI) (6.5,19.4) (4.4,14.6) (-0.4,7.8)
Change at FINAL VISIT 14.0 11.5 7.6
(95% CI) (7.0, 21.0) (4.4, 18.6) (1.0, 14.2)
Body Weight (Ibs) (n=T71) (n=74) (n=71)
Baseline 210.3 202.8 192.7
Change at 12 Weeks 04 0.9 0.7
(95% CI) (-04, L.5) (0.0, 2.0) (-0.4, 1.8)
Change at FINAL VISIT 0.9 1.1 0.9
(95% CI) (-0.4,2.2) (-0.2,2.4) (-0.4,2.0)
* All patients on GLUCOPHAGE 500 mg twice daily at Baseline
" n=68

After 12 weeks of treatment, there was an increase in mean HbA;. in all groups; in the

GLUCOPHAGE XR 1000 mg group, the increase from baseline of 0.23% was statistically 51gn1ﬁcant
(see DOSAGE AND ADMINISTRATION).

Changes in lipid parameters in the previously described placebo-controlled dose-response study of
GLUCOPHAGE XR are shown in Table 8.
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Table 8: Summary of Mean Percent Changes from Baseline* in Major
Lipid Variables at Final Visit (16-week study)
GLUCOPHAGE XR
S500mg | 1000mg | 1500 mg | 2000 mg | 1000 mg | Placebo
Once Once Once Once Twice
Daily Daily Daily Daily Daily
Total Cholesterol (mg/dL) =120) | (n=113) | (@=110) | (n=126) | (0=117) | (n=110)
Baseline 210.3 218.1 214.6 204.4 208.2 208.6
Mean % Change at FINAL
VISIT 1.0% 1.7% 0.7% -1.6% | -2.6% 2.6%

Total Triglycerides (mg/dL) ™=120) | @=113) | (=110) | (M=126) | @=117) | =110)

Baseline 220.2 211.9 198.0 194.2 179.0 211.7

Mean % Change at FINAL

VISIT 14.5% 9.4% 15.1% 14.9% 9.4% 10.9%
LDL-Cholesterol (mg/dL) (n=119) (n=113) ®m=109) | (n=126) | (n=117) | (1=107)

Baseline 131.0 134.9 135.8 125.8 131.4 131.9

Mean % Change at FINAL

VISIT -1.4% -1.6% -3.5% -3.3% -5.5% 3.2%
HDL-Cholesterol (mg/dL) (n=120) (n=108) n=108) | (n=125) | (n=117) | (n=108)

Baseline 40.8 41.6 40.6 40.2 42.4 394

Mean % Change at FINAL

VISIT 6.2% 8.6% 5.5% 6.1% 7.1% 5.8%

*All patients on diet therapy at Baseline

Changes in lipid parameters in the previously described study of GLUCOPHAGE and
GLUCOPHAGE XR are shown in Table 9.
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Table 9: Summary of Mean Percent Changes from Baseline* in Major
Lipid Variables at Final Visit (24-week study)
GLUCOPHAGE GLUCOPHAGE XR
500 mg 1000 mg 1500 mg
Twice Daily Once Daily Once Daily
Total Cholesterol (mg/dL) (n=68) (n=70) (n=66)
Baseline 199.0 201.9 201.6
Mean % Change at FINAL
VISIT 0.1% 1.3% 0.1%
Total Triglycerides (mg/dL) (n=68) (n=70) (n=66)
Baseline 178.0 169.2 206.8
Mean % Change at FINAL
VISIT 6.3% 25.3% 33.4%
LDL-Cholesterol (mg/dL) (n=68) (n=70) (n=66)
Baseline 122.1 126.2 115.7
Mean % Change at FINAL
VISIT -1.3% -3.3% -3.7%
HDL-Cholesterol (mg/dL) (n=68) (n=70) (n=65)
Baseline 41.9 41.7 44.6
Mean % Change at FINAL
VISIT 4.8% 1.0% -2.1%

*All patients on GLUCOPHAGE 500 mg twice daily at Baseline

Pediatric Clinical Studies

In a double-blind, placebo-controlled study in pediatric patients aged 10 to 16 years with type 2
diabetes (mean FPG 182.2 mg/dL), treatment with GLUCOPHAGE (up to 2000 mg/day) for up to 16
weeks (mean duration of treatment 11 weeks) resulted in a significant mean net reduction in FPG of
64.3 mg/dL, compared with placebo (see Table 10).
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Table 10: GLUCOPHAGE vs Placebo (Pediatrics”) Summary of Mean
Changes from Baseline* in Plasma Glucose and Body Weight
at Final Visit

GLUCOPHAGE Placebo p-Value

FPG (mg/dL) (n=37) (n=36)

Baseline 162.4 192.3

Change at FINAL VISIT -42.9 21.4 <0.001

Body Weight (Ibs) (n=39) (n=38)

Baseline 205.3 189.0

Change at FINAL VISIT -3.3 -2.0 NS**

? pediatric patients mean age 13.8 years (range 10-16 years)

* All patients on diet therapy at Baseline
** Not statistically significant

INDICATIONS AND USAGE

GLUCOPHAGE (metformin hydrochloride

tablets) and GLUCOPHAGE XR

(metformin

hydrochloride extended-release tablets), as monotherapy, are indicated as an adjunct to diet and

exercise to improve glycemic control in patients with type 2 diabetes. GLUCOPHAGE is indicated in
patients 10 years of age and older, and GLUCOPHAGE XR is indicated in patients 17 years of age and

older.

GLUCOPHAGE or GLUCOPHAGE XR may be used concomitantly with a sulfonylurea or insulin to

improve glycemic control in adults (17 years of age and older).

CONTRAINDICATIONS

GLUCOPHAGE and GLUCOPHAGE XR are contraindicated in patients with:

1. Renal disease or renal dysfunction (e.g., as suggested by serum creatinine levels 21.5 mg/dL

[males], 21.4 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 and PRECAUTIONS).

2. Known hypersensitivity to metformin hydrochloride.

3. Acute or chronic metabolic acidosis, including diabetic ketoacidosis, with or without coma.

Diabetic ketoacidosis should be treated with insulin.
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GLUCOPHAGE and GLUCOPHAGE XR 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 also PRECAUTIONS.)

WARNINGS

Lactic Acidosis:

Lactic acidosis is a rare, but serious, metabolic complication that can occur due to metformin
accumulation during treatment with GLUCOPHAGE or GLUCOPHAGE XR; 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 acidoesis is characterized by elevated
blood lactate levels (>S5 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 remal 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 GLUCOPHAGE or GLUCOPHAGE XR and by use of the minimum effective
dose of GLUCOPHAGE or GLUCOPHAGE XR. In particular, treatment of the elderly should
be accompanied by careful monitoring of renal function. GLUCOPHAGE or GLUCOPHAGE
XR 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, GLUCOPHAGE and GLUCOPHAGE XR
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, GLUCOPHAGE and GLUCOPHAGE XR 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 GLUCOPHAGE or
GLUCOPHAGE XR, since alcohol potentiates the effects of metformin hydrochloride on lactate
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metabolism. In addition, GLUCOPHAGE and GLUCOPHAGE XR should be temporarily
discontinued prior to any intravascular radiocontrast study and for any surgical procedure (see
also PRECAUTIONS).

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 also PRECAUTIONS). GLUCOPHAGE and
GLUCOPHAGE XR should be withdrawn until the situation is clarified. Serum 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 GLUCOPHAGE or
GLUCOPHAGE XR, 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 GLUCOPHAGE or GLUCOPHAGE XR 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 also PRECAUTIONS.)

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 GLUCOPHAGE or GLUCOPHAGE XR, 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 also CONTRAINDICATIONS and PRECAUTIONS.)
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PRECAUTIONS

General

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 GLUCOPHAGE or GLUCOPHAGE XR. In patients with advanced age,
GLUCOPHAGE and GLUCOPHAGE XR 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, GLUCOPHAGE and GLUCOPHAGE XR should not be titrated to the maximum dose (see
WARNINGS and DOSAGE AND ADMINISTRATION).

Before initiation of GLUCOPHAGE or GLUCOPHAGE XR therapy 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 GLUCOPHAGE or GLUCOPHAGE XR discontinued if evidence of renal
impairment is present.

Use of concomitant medications that may affect renal function or metformin disposition—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), 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, GLUCOPHAGE or GLUCOPHAGE XR 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 on
GLUCOPHAGE or GLUCOPHAGE XR therapy, the drug should be promptly discontinued.
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Surgical procedures—GLUCOPHAGE or GLUCOPHAGE XR therapy 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 wamed against excessive alcohol intake, acute or chronic, while
receiving GLUCOPHAGE or GLUCOPHAGE XR.

Impaired hepatic function—Since impaired hepatic function has been associated with some cases of
lactic acidosis, GLUCOPHAGE and GLUCOPHAGE XR should generally be avoided in patients with
clinical or laboratory evidence of hepatic disease.

Vitamin B levels—In controlled clinical trials of GLUCOPHAGE of 29 weeks duration, a decrease to
subnormal levels of previously normal serum vitamin B, levels, without clinical manifestations, was
observed in approximately 7% of patients. Such decrease, possibly due to interference with By,
absorption from the Bz-intrinsic factor complex, is, however, very rarely associated with anemia and

appears to be rapidly reversible with discontinuation of GLUCOPHAGE or vitamin Bj;
supplementation. Measurement of hematologic parameters on an annual basis is advised in patients on
GLUCOPHAGE or GLUCOPHAGE XR and any apparent abnormalities should be appropriately
investigated and managed (see PRECAUTIONS: Laboratory Tests).

Certain individuals (those with inadequate vitamin B, or calcium intake or absorption) appear to be

predisposed to developing subnormal vitamin By levels. In these patients, routine serum vitamin By,

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 GLUCOPHAGE or GLUCOPHAGE XR who develops
laboratory abnormalities or clinical illness (especially vague and poorly defined illness) should be
evaluated promptly for evidence of ketoacidosis or lactic acidosis. 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, GLUCOPHAGE or GLUCOPHAGE XR must be stopped
immediately and other appropriate corrective measures initiated (see also WARNINGS).

Hypoglycemia—Hypoglycemia does not occur in patients receiving GLUCOPHAGE or
GLUCOPHAGE XR 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 other glucose-lowering agents (such as sulfonylureas and insulin) or ethanol.
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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 GLUCOPHAGE or GLUCOPHAGE XR and temporarily
administer insulin. GLUCOPHAGE or GLUCOPHAGE XR may be reinstituted after the acute episode
is resolved.

The effectiveness of oral antidiabetic drugs in lowering blood glucose to a targeted level decreases in
many patients over a period of time. This phenomenon, which may be due to progression of the
underlying disease or to diminished responsiveness to the drug, is known as secondary failure, to
distinguish it from primary failure in which the drug is ineffective during initial therapy. Should
secondary failure occur with either GLUCOPHAGE or GLUCOPHAGE XR or sulfonylurea
monotherapy, combined therapy with GLUCOPHAGE or GLUCOPHAGE XR and sulfonylurea may
result in a response. Should secondary failure occur with combined GLUCOPHAGE/sulfonylurea
therapy or GLUCOPHAGE XR/sulfonylurea therapy, it may be necessary to consider therapeutic
alternatives including initiation of insulin therapy.

Information for Patients

Patients should be informed of the potential risks and benefits of GLUCOPHAGE or GLUCOPHAGE
XR and of alternative modes of therapy. They should also be informed about the importance of
adherence to dietary instructions, of a regular exercise program, and of regular testing of blood
glucose, glycosylated hemoglobin, renal function, and hematologic parameters.

The risks of lactic acidosis, its symptoms, and conditions that predispose to its development, as noted
in the WARNINGS and PRECAUTIONS sections, should be explained to patients. Patients should
be advised to discontinue GLUCOPHAGE or GLUCOPHAGE XR immediately and to promptly
notify their health practitioner if unexplained hyperventilation, myalgia, malaise, unusual somnolence,
or other nonspecific symptoms occur. Once a patient is stabilized on any dose level of
GLUCOPHAGE or GLUCOPHAGE XR, gastrointestinal symptoms, which are common during
initiation of metformin therapy, are unlikely to be drug related. Later occurrence of gastrointestinal
symptoms could be due to lactic acidosis or other serious disease.

Patients should be counselled against excessive alcohol intake, either acute or chronic, while receiving
GLUCOPHAGE or GLUCOPHAGE XR.
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GLUCOPHAGE or GLUCOPHAGE XR alone does not usually cause hypoglycemia, although it may
occur when GLUCOPHAGE or GLUCOPHAGE XR is used in conjunction with oral sulfonylureas
and insulin. When initiating combination therapy, the risks of hypoglycemia, its symptoms and
treatment, and conditions that predispose to its development should be explained to patients and
responsible family members. (See Patient Information printed below.)

Patients should be informed that GLUCOPHAGE XR must be swallowed whole and not crushed or
chewed, and that the inactive ingredients may occasionally be eliminated in the feces as a soft mass
that may resemble the original tablet.

Laboratory Tests

Response to all diabetic therapies should be monitored by periodic measurements of fasting blood
glucose and glycosylated hemoglobin levels, with a goal of decreasing these levels toward the normal
range. During initial dose titration, fasting glucose can be used to determine the therapeutic response.
Thereafter, both glucose and glycosylated hemoglobin should be monitored. Measurements of
glycosylated hemoglobin may be especially useful for evaluating long-term control (see also
DOSAGE AND ADMINISTRATION).

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 GLUCOPHAGE therapy, if this is suspected,

vitamin B, deficiency should be excluded.

Drug Interactions (Clinical Evaluation of Drug Interactions Conducted with
GLUCOPHAGE) :

Glyburide—In a single-dose interaction study in type 2 diabetes patients, coadministration of
metformin and glyburide did not result in any changes in either metformin pharmacokinetics or
pharmacodynamics. Decreases in glyburide AUC and Cp,« were observed, but were highly variable.
The single-dose nature of this study and the lack of correlation between glyburide blood levels and
pharmacodynamic effects, makes the clinical significance of this interaction uncertain (see DOSAGE
AND ADMINISTRATION: Concomitant GLUCOPHAGE or GLUCOPHAGE XR and Oral
Sulfohylurea Therapy in Adult Patients).

Furosemide—A single-dose, metformin-furosemide drug interaction study in healthy subjects
demonstrated that pharmacokinetic parameters of both compounds were affected by coadministration.
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Furosemide increased the metformin plasma and blood Cy,ax by 22% and blood AUC by 15%, without

any significant change in metformin renal clearance. When administered with metformin, the Cp,x 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 coadministered
chronically.

Nifedipine—A single-dose, metformin-nifedipine drug interaction study in normal healthy volunteers
demonstrated that coadministration of nifedipine increased plasma metformin Cp,x and AUC by 20%

and 9%, respectively, and increased the amount excreted in the urine. Tpa 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, or 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 GLUCOPHAGE or GLUCOPHAGE XR 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 the 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 GLUCOPHAGE or
GLUCOPHAGE XR, the patient should be closely observed for loss of blood glucose control. When
such drugs are withdrawn from a patient receiving GLUCOPHAGE or GLUCOPHAGE XR, the
patient should be observed closely for hypoglycemia.

In healthy volunteers, the pharmacokinetics of metformin and propranolol, and metformin and
ibuprofen were not affected when coadministered 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, as compared
to the sulfonylureas, which are extensively bound to serum proteins.
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Carcinogenesis, Mutagenesis, Impairment of Fertility

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 the maximum recommended human daily
dose of 2000 mg 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 a 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
based on body surface area comparisons.

Pregnancy
Teratogenic Effects: Pregnancy Category B

Recent information strongly suggests that abnormal blood glucose levels during pregnancy are
associated with a higher incidence of congenital abnormalities. Most experts recommend that insulin
be used during pregnancy to maintain blood glucose levels as close to normal as possible. Because
animal reproduction studies are not always predictive of human response, GLUCOPHAGE and
GLUCOPHAGE XR should not be used during pregnancy unless clearly needed.

There are no adequate and well-controlled studies in pregnant women with GLUCOPHAGE or
GLUCOPHAGE XR. 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 the maximum recommended 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

Studies in lactating rats show that metformin is excreted into milk and reaches levels comparable to
those in plasma. Similar studies have not been conducted in nursing mothers. Because the potential for
hypoglycemia in nursing infants may exist, a decision should be made whether to discontinue nursing
or to discontinue the drug, taking into account the importance of the drug to the mother.
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If GLUCOPHAGE or GLUCOPHAGE XR is discontinued, and if diet alone is inadequate for
controlling blood glucose, insulin therapy should be considered.

Pediatric Use

The safety and effectiveness of GLUCOPHAGE for the treatment of type 2 diabetes have been
established in pediatric patients ages 10 to 16 years (studies have not been conducted in pediatric
patients below the age of 10 years). Use of GLUCOPHAGE in this age group is supported by evidence
from adequate and well-controlled studies of GLUCOPHAGE in adults with additional data from a
controlled clinical study in pediatric patients ages 10to 16 years with type 2 diabetes, which
demonstrated a similar response in glycemic control to that seen in adults. (See CLINICAL
PHARMACOLOGY: Pediatric Clinical Studies.) In this study, adverse effects were similar to those
described in adults. (See ADVERSE REACTIONS: Pediatric Patients.) A maximum daily dose of
2000 mg is recommended. (See DOSAGE AND ADMINISTRATION: Recommended Dosing
Schedule: Pediatrics.)

Safety and effectiveness of GLUCOPHAGE XR in pediatric patients have not been established.

Geriatric Use

Controlled clinical studies of GLUCOPHAGE and GLUCOPHAGE XR 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 younger 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, GLUCOPHAGE and GLUCOPHAGE XR should only be used in patients with normal renal
function (see CONTRAINDICATIONS, WARNINGS, and CLINICAL PHARMACOLOGY:
Pharmacokinetics). Because aging is associated with reduced renal function, GLUCOPHAGE or
GLUCOPHAGE XR 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 GLUCOPHAGE or GLUCOPHAGE XR (see
also WARNINGS and DOSAGE AND ADMINISTRATION).

ADVERSE REACTIONS

In a US double-blind clinical study of GLUCOPHAGE in patients with type 2 diabetes, a total of 141
patients received GLUCOPHAGE therapy (up to 2550 mg per day) and 145 patients received placebo.
Adverse reactions reported in greater than 5% of the GLUCOPHAGE patients, and that were more
common in GLUCOPHAGE- than placebo-treated patients, are listed in Table 11.
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Table 11: Most Common Adverse Reactions (>5.0 Percent) in a Placebo-
Controlled Clinical Study of GLUCOPHAGE Monotherapy*
GLUCOPHAGE Placebo
Adverse Reaction Mo(l:::? :{; Py (n=145)
% of Patients

Diarrhea 53.2 11.7
Nausea/Vomiting 25.5 83
Flatulence 12.1 5.5
Asthenia 9.2 5.5
Indigestion 7.1 4.1
Abdominal Discomfort 6.4 4.8
Headache 5.7 4.8

* Reactions that were more common in GLUCOPHAGE- than placebo-treated patients.

Diarrhea led to discontinuation of study medication in 6% of patients treated with GLUCOPHAGE.
Additionally, the following adverse reactions were reported in >1.0 - <5.0% of GLUCOPHAGE
patients and were more commonly reported with GLUCOPHAGE than placebo: abnormal stools,
hypoglycemia, myalgia, lightheaded, dyspnea, nail disorder, rash, sweating increased, taste disorder,

chest discomfort, chills, flu syndrome, flushing, palpitation.

In worldwide clinical trials over 900 patients with type 2 diabetes have been treated with
GLUCOPHAGE XR in placebo- and active-controlled studies. In placebo-controlled trials, 781
patients were administered GLUCOPHAGE XR and 195 patients received placebo. Adverse reactions
reported in greater than 5% of the GLUCOPHAGE XR patients, and that were more common in

GLUCOPHAGE XR- than placebo-treated patients, are listed in Table 12.

Table 12: Most Common Adverse Reactions (>5.0 Percent) in Placebo-
Controlled Studies of GLUCOPHAGE XR*
GLUCOPHAGE XR Placebo
(n=781) (n=195)
Adverse Reaction % of Patients
Diarrhea 9.6 2.6
Nausea/Vomiting 6.5 1.5

* Reactions that were more common in GLUCOPHAGE XR- than placebo-treated patients.

Diarrhea led to discontinuation of study medication in 0.6% of patients treated with GLUCOPHAGE
XR. Additionally, the following adverse reactions were reported in 21.0% - <5.0% of GLUCOPHAGE
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XR patients and were more commonly reported with GLUCOPHAGE XR than placebo: abdominal
pain, constipation, distention abdomen, dyspepsia/heartburn, flatulence, dizziness, headache, upper
respiratory infection, taste disturbance.

Pediatric Patients

In clinical trials with GLUCOPHAGE in pediatric patients with type 2 diabetes, the profile of adverse
reactions was similar to that observed in adults.

OVERDOSAGE

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 (see WARNINGS). Metformin is dialyzable with a clearance of up
to 170 mL/min under good hemodynamic conditions. Therefore, hemodialysis may be useful for
removal of accumulated drug from patients in whom metformin overdosage is suspected.

DOSAGE AND ADMINISTRATION

There is no fixed dosage regimen for the management of hyperglycemia in patients with type 2
diabetes with GLUCOPHAGE or GLUCOPHAGE XR or any other pharmacologic agent. Dosage of
GLUCOPHAGE or GLUCOPHAGE XR must be individualized on the basis of both effectiveness and
tolerance, while not exceeding the maximum recommended daily doses. The maximum recommended
daily dose of GLUCOPHAGE is 2550 mg in adults and 2000 mg in pediatric patients (10-16 years of
age); the maximum recommended daily dose of GLUCOPHAGE XR in adults is 2000 mg.

GLUCOPHAGE should be given in divided doses with meals while GLUCOPHAGE XR should
generally be given once daily with the evening meal. GLUCOPHAGE or GLUCOPHAGE XR should
be started at a low dose, with gradual dose escalation, both to reduce gastrointestinal side effects and to
permit identification of the minimum dose required for adequate glycemic control of the patient.

During treatment initiation and dose titration (see Recommended Dosing Schedule), fasting plasma
glucose should be used to determine the therapeutic response to GLUCOPHAGE or GLUCOPHAGE
XR and identify the minimum effective dose for the patient. Thereafter, glycosylated hemoglobin
should be measured at intervals of approximately three months. The therapeutic goal should be to
decrease both fasting plasma glucose and glycosylated hemoglobin levels to normal or near
normal by using the lowest effective dose of GLUCOPHAGE or GLUCOPHAGE XR, either
when used as monotherapy or in combination with sulfonylurea or insulin.
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Monitoring of blood glucose and glycosylated hemoglobin will also permit detection of primary
failure, i.e., inadequate lowering of blood glucose at the maximum recommended dose of medication,
and secondary failure, i.e., loss of an adequate blood glucose lowering response after an initial period
of effectiveness.

Short-term administration of GLUCOPHAGE or GLUCOPHAGE XR may be sufficient during
periods of transient loss of control in patients usually well-controlled on diet alone.

GLUCOPHAGE XR tablets must be swallowed whole and never crushed or chewed.
Occasionally, the inactive ingredients of GLUCOPHAGE XR will be eliminated in the feces as a soft,
hydrated mass. (See Patient Information printed below.)

Recommended Dosing Schedule

Adults - In general, clinically significant responses are not seen at doses below 1500 mg per day.
However, a lower recommended starting dose and gradually increased dosage is advised to minimize
gastrointestinal symptoms.

The usual starting dose of GLUCOPHAGE (metformin hydrochloride tablets) is 500 mg twice a day or
850 mg once a day, given with meals. Dosage increases should be made in increments of 500 mg
weekly or 850 mg every 2 weeks, up to a total of 2000 mg per day, given in divided doses. Patients can
also be titrated from 500 mg twice a day to 850 mg twice a day after 2 weeks. For those patients
requiring additional glycemic control, GLUCOPHAGE may be given to a maximum daily dose of
2550 mg per day. Doses above 2000 mg may be better tolerated given three times a day with meals.

The usual starting dose of GLUCOPHAGE XR (metformin hydrochloride extended-release tablets) is
500 mg once daily with the evening meal. Dosage increases should be made in increments of 500 mg
weekly, up to a maximum of 2000 mg once daily with the evening meal. If glycemic control is not
achieved on GLUCOPHAGE XR 2000 mg once daily, a trial of GLUCOPHAGE XR 1000 mg twice
daily should be considered. If higher doses of metformin are required, GLUCOPHAGE should be used
at total daily doses up to 2550 mg administered in divided daily doses, as described above. (See
CLINICAL PHARMACOLOGY: Clinical Studies.)

In a randomized trial, patients currently treated with GLUCOPHAGE were switched to
GLUCOPHAGE XR. Results of this trial suggest that patients receiving GLUCOPHAGE treatment
may be safely switched to GLUCOPHAGE XR once daily at the same total daily dose, up to 2000 mg
once daily. Following a switch from GLUCOPHAGE to GLUCOPHAGE XR, glycemic control should
be closely monitored and dosage adjustments made accordingly (see CLINICAL
PHARMACOLOGY: Clinical Studies).
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Pediatrics - The usual starting dose of GLUCOPHAGE is 500 mg twice a day, given with meals.
Dosage increases should be made in increments of 500 mg weekly up to a maximum of 2000 mg per
day, given in divided doses. Safety and effectiveness of GLUCOPHAGE XR in pediatric patients have
not been established.

Transfer From Other Antidiabetic Therapy

When transferring patients from standard oral hypoglycemic agents other than chlorpropamide to
GLUCOPHAGE or GLUCOPHAGE XR, no transition period generally is necessary. When
transferring patients from chlorpropamide, care should be exercised during the first two weeks because
of the prolonged retention of chlorpropamide in the body, leading to overlapping drug effects and
possible hypoglycemia.

Concomitant GLUCOPHAGE or GLUCOPHAGE XR and Oral Sulfonylurea
Therapy in Adult Patients

If patients have not responded to four weeks of the maximum dose of GLUCOPHAGE or
GLUCOPHAGE XR monotherapy, consideration should be given to gradual addition of an oral
sulfonylurea while continuing GLUCOPHAGE or GLUCOPHAGE XR at the maximum dose, even if
prior primary or secondary failure to a sulfonylurea has occurred. Clinical and pharmacokinetic drug-
drug interaction data are currently available only for metformin plus glyburide (glibenclamide).

With concomitant GLUCOPHAGE or GLUCOPHAGE XR and sulfonylurea therapy, the desired
control of blood glucose may be obtained by adjusting the dose of each drug. In a clinical trial of
patients with type 2 diabetes and prior failure on glyburide, patients started on GLUCOPHAGE 500
mg and glyburide 20 mg were titrated to 1000/20 mg, 1500/20 mg, 2000/20 mg or 2500/20 mg of
GLUCOPHAGE and glyburide, respectively, to reach the goal of glycemic control as measured by
FPG, HbA . and plasma glucose response (see CLINICAL PHARMACOLOGY: Clinical Studies).
However, attempts should be made to identify the minimum effective dose of each drug to achieve this
goal. With concomitant GLUCOPHAGE or GLUCOPHAGE XR and sulfonylurea therapy, the risk of
hypoglycemia associated with sulfonylurea therapy continues and may be increased. Appropriate pre-
cautions should be taken. (See Package Insert of the respective sulfonylurea.)

If patients have not satisfactorily responded to one to three months of concomitant therapy with the
maximum dose of GLUCOPHAGE or GLUCOPHAGE XR and the maximum dose of an oral
sulfonylurea, consider therapeutic alternatives including switching to insulin with or without
GLUCOPHAGE or GLUCOPHAGE XR.

Concomitant GLUCOPHAGE or GLUCOPHAGE XR and Insulin Therapy in
Adult Patients
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The current insulin dose should be continued upon initiation of GLUCOPHAGE or GLUCOPHAGE
XR therapy. GLUCOPHAGE or GLUCOPHAGE XR therapy should be initiated at 500 mg once daily
in patients on insulin therapy. For patients not responding adequately, the dose of GLUCOPHAGE or
GLUCOPHAGE XR should be increased by 500 mg after approximately 1 week and by 500 mg every
week thereafter until adequate glycemic control is achieved. The maximum recommended daily dose is
2500 mg for GLUCOPHAGE and 2000 mg for GLUCOPHAGE XR. It is recommended that the
insulin dose be decreased by 10% to 25% when fasting plasma glucose concentrations decrease to less
than 120 mg/dL in patients receiving concomitant insulin and GLUCOPHAGE or GLUCOPHAGE
XR. Further adjustment should be individualized based on glucose-lowering response.

Specific Patient Populations

GLUCOPHAGE or GLUCOPHAGE XR are not recommended for use in pregnancy. GLUCOPHAGE
is not recommended in patients below the age of 10 years. GLUCOPHAGE XR is not recommended in
pediatric patients (below the age of 17 years).

The initial and maintenance dosing of GLUCOPHAGE or GLUCOPHAGE XR 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 GLUCOPHAGE
or GLUCOPHAGE XR.

Monitoring of renal function is necessary to aid in prevention of lactic acidosis, particularly in the
elderly. (See WARNINGS.)

HOW SUPPLIED

GLUCOPHAGE® (metformin hydrochloride tablets)

500 mg Bottles of 100 NDC 0087-6060-05
500 mg Bottles of 500 NDC 0087-6060-10
850 mg Bottles of 100 NDC 0087-6070-05
1000 mg Bottles of 100 NDC 0087-6071-11

GLUCOPHAGE 500 mg tablets are round, white to off-white, film coated tablets debossed with “BMS
6060” around the periphery of the tablet on one side and “500” debossed across the face of the other
side.

GLUCOPHAGE 850 mg tablets are round, white to off-white, film coated tablets debossed with “BMS
6070” around the periphery of the tablet on one side and “850” debossed across the face of the other
side.
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GLUCOPHAGE 1000 mg tablets are white, oval, biconvex, film coated tablets with “BMS 6071”
debossed on one side and “1000” debossed on the opposite side and with a bisect line on both sides.

GLUCOPHAGE® XR (metformin hydrochloride extended-release tablets)

500 mg Bottles of 100 NDC 0087-6063-13
750 mg Bottles of 100 NDC 0087-6064-13

GLUCOPHAGE XR 500 mg tablets are white to off-white, capsule shaped, biconvex tablets, with
“BMS 6063” debossed on one side and “500” debossed across the face of the other side.

GLUCOPHAGE XR 750 mg tablets are capsule shaped, biconvex tablets, with “BMS 6064” debossed
on one side and “750” debossed on the other side. The tablets are pale red and may have a mottled
appearance.

Storage

Store at 20°-25° C (68°-77° F); excursions permitted to 15°-30° C (59°-86° F). [See USP Controlled
Room Temperature.]

Dispense in light-resistant containers.

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

Distributed by:
Bristol-Myers Squibb Company
Princeton, NJ 08543 USA

51-005135-15 Revised June 2006
1125493A7



SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

GLUCOPHAGE 500 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

One film-coated tablet contains 500 mg metformin hydrochloride corresponding to 390 mg metformin
base.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film-coated tablet.
White, circular, convex film-coated tablets.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Treatment of type 2 diabetes mellitus, particularly in overweight patients, when dietary management

and exercise alone does not result in adequate glycaemic control.

o In adults, Glucophage 500 mg film-coated tablet may be used as monotherapy or in
combination with other oral anti-diabetic agents or with insulin.

o In children from 10 years of age and adolescents, Glucophage 500 mg film-coated tablet may be
used as monotherapy or in combination with insulin.

A reduction of diabetic complications has been shown in overweight type 2 diabetic adult patients

treated with metformin hydrochloride as first-line therapy after diet failure (see section 5.1).

4.2 Posology and method of administration
Adults:
Monotherapy and combination with other oral antidiabetic agents:

The usual starting dose is one tablet 2 or 3 times daily given during or after meals.

After 10 to 15 days the dose should be adjusted on the basis of blood glucose measurements. A slow
increase of dose may improve gastrointestinal tolerability. The maximum recommended dose of
metformin hydrochloride is 3 g daily, taken as 3 divided doses.

If transfer from another oral antidiabetic agent is intended: discontinue the other agent and initiate
metformin hydrochloride at the dose indicated above.

Combination with insulin:

Metformin hydrochloride and insulin may be used in combination therapy to achieve better blood
glucose control. Metformin hydrochloride is given at the usual starting dose of one tablet 2 or 3 times
daily, while insulin dosage is adjusted on the basis of blood glucose measurements, while insulin
dosage is adjusted on the basis of blood glucose measurements.



Elderly:
Due to the potential for decreased renal function in elderly subjects, the metformin hydrochloride
dosage should be adjusted based on renal function. Regular assessment of renal function is necessary

(see section 4.4).

Children and adolescents:

Monotherapy and combination with insulin

. Glucophage 500 mg film-coated tablet can be used in children from 10 years of age and
adolescents.
. The usual starting dose is 500 mg or 850 mg metformin hydrochloride once daily, given during

meals or after meals.
After 10 to 15 days the dose should be adjusted on the basis of blood glucose measurements. A slow
increase of dose may improve gastrointestinal tolerability. The maximum recommended dose of
metformin hydrochloride is 2 g daily, taken as 2 or 3 divided doses.

4.3 Contraindications

Hypersensitivity to metformin hydrochloride or to any of the excipients.

Diabetic ketoacidosis, diabetic pre-coma.

Renal failure or renal dysfunction (creatinine clearance < 60 ml/min).

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).

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

. Hepatic insufficiency, acute alcohol intoxication, alcoholism.

. Lactation.

4.4 Special warnings and precautions for use

Lactic acidosis:

Lactic acidosis is a rare, but serious (high mortality in the absence of prompt treatment), metabolic
complication that can occur due to metformin hydrochloride accumulation. Reported cases of lactic
acidosis in patients on metformin hydrochloride 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:

The risk of lactic acidosis must be considered in the event of non-specific signs such as muscle
cramps with digestive disorders as abdominal pain and severe asthenia.

Lactic acidosis is characterised by acidotic dyspnea, abdominal pain and hypothermia followed by
coma. Diagnostic laboratory findings are decreased blood pH, plasma lactate levels above 5 mmol/I,
and an increased anion gap and lactate/pyruvate ratio. If metabolic acidosis is suspected, metformin
hydrochloride should be discontinued and the patient should be hospitalised immediately (see
section 4.9).




Renal function:

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

before initiating treatment and regularly thereafter:

. at least annually in patients with normal renal function,

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

Decreased renal function in elderly subjects 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 therapy with a non-steroidal anti-

inflammatory drug.

Administration of iodinated contrast agent:

As the intravascular administration of iodinated contrast materials in radiologic studies can lead to
renal failure, metformin hydrochloride must be discontinued prior to, or at the time of the test and not
be reinstituted until 48 hours afterwards, and only after renal function has been re-evaluated and
found to be normal (see section 4.5).

Surgery:
Metformin hydrochloride must be discontinued 48 hours before elective surgery under general, spinal
or peridural anaesthesia. Therapy may be restarted no earlier than 48 hours following surgery or

resumption of oral nutrition and only if normal renal function has been established.

Children and adolescents:

The diagnosis of type 2 diabetes mellitus should be confirmed before treatment with metformin
hydrochloride is initiated.

No effect of metformin hydrochloride on growth and puberty has been detected during controlled
clinical studies of one-year duration but no long-term data on these specific points are available.
Therefore, a careful follow-up of the effect of metformin hydrochloride on these parameters in
metformin hydrochloride-treated children, especially pre-pubescent children, is recommended.

Children aged between 10 and 12 years:

Only 15 subjects aged between 10 and 12 years were included in the controlled clinical studies
conducted in children and adolescents. Although efficacy and safety of metformin hydrochloride in
these children did not differ from efficacy and safety in older children and adolescents, particular

caution is recommended when prescribing to children aged between 10 and 12 years.

Other precautions:

All patients should continue their diet with a regular distribution of carbohydrate intake during the
day. Overweight patients should continue their energy-restricted diet.

The usual laboratory tests for diabetes monitoring should be performed regularly.

Metformin hydrochloride alone does not cause hypoglycaemia, but caution is advised when it is used
in combination with insulin or sulfonylureas.



4.5 Interaction with other medicinal products and other forms of interaction

Concomitant use not recommended:

Alcohol:

Increased risk of lactic acidosis in acute alcohol intoxication, particularly in case of:
fasting or malnutrition, hepatic insufficiency.
Avoid consumption of alcohol and alcohol-containing medicinal product.

lodinated contrast agents (see section 4.4):

Intravascular administration of iodinated contrast agents may lead to renal failure, resulting in
metformin hydrochloride accumulation and an increased risk of lactic acidosis.

Metformin hydrochloride must be discontinued prior to, or at the time of the test and not be
reinstituted until 48 hours afterwards, and only after renal function has been re-evaluated and found to
be normal.

Combinations requiring precautions for use:

Glucocorticoids (systemic and local routes), beta-2-agonists, and diuretics

have intrinsic hyperglycaemic activity. Inform the patient and perform more frequent blood glucose
monitoring, especially at the beginning of treatment. If necessary, adjust the dosage of the antidiabetic
medicinal product during therapy with the other medicinal product and upon its discontinuation.

ACE-inhibitors

may decrease the blood glucose levels. Therefore, dose adjustment of metformin hydrochloride may
be necessary during and after addition or discontinuation of such medicinal products.

4.6 Pregnancy and lactation

To date, no relevant epidemiological data are available. Animal studies do not indicate harmful effects
with respect to pregnancy, embryonal or fetal development, parturition or postnatal development (see
section 5.3).

When the patient plans to become pregnant and during pregnancy, diabetes should not be treated with
metformin hydrochloride but insulin should be used to maintain blood glucose levels as close to
normal as possible in order to lower the risk of fetal malformations associated with abnormal blood
glucose levels.

Metformin hydrochloride is excreted into milk in lactating rats. Similar data are not available in
humans and a decision should be made whether to discontinue breast-feeding or to discontinue
metformin hydrochloride, taking into account the importance of the medicinal product to the mother.

4.7 Effects on ability to drive and use machines

Metformin hydrochloride monotherapy does not cause hypoglycaemia and therefore has no effect on
the ability to drive or to use machines.

However, patients should be alerted to the risk of hypoglycaemia when metformin hydrochloride is
used in combination with other antidiabetic agents (sulfonylureas, insulin, repaglinide).

4.8 Undesirable effects

The following undesirable effects may occur under treatment with metformin hydrochloride.
Frequencies are defined as follows: very common: >1/10; common >1/100, <1/10; uncommon
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>1/1,000, <1/100; rare >1/10,000, <1/1,000; very rare <1/10,000, not known (cannot be estimated
from the available data).

Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

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. To prevent them, it is recommended that metformin hydrochloride be
taken in 2 or 3 daily doses during or after meals. A slow increase of the dose may also improve
gastrointestinal tolerability.

Skin and subcutaneous tissue disorders:

very rare.: Skin reactions such as erythema, pruritus, urticaria

Metabolism and nutrition disorders:

very rare:
Lactic acidosis (see section 4.4).

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

Hepatobiliary disorders:

Not known: Isolated reports of liver function tests abnormalities or hepatitis resolving upon metformin
hydrochloride discontinuation.

In published and post marketing data and in controlled clinical studies in a limited paediatric
population aged 10-16 years treated during 1 year, adverse event reporting was similar in nature and
severity to that reported in adults.

4.9 Overdose

Hypoglycaemia has not been seen with metformin hydrochloride doses of up to 85 g, although lactic
acidosis has occurred in such circumstances. High overdose of metformin hydrochloride or
concomitant risks may lead to lactic acidosis. Lactic acidosis is a medical emergency and must be

treated in hospital. The most effective method to remove lactate and metformin hydrochloride is
haemodialysis.

5.  PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Blood glucose lowering drugs. Biguanides; ATC code: A10BA02
Metformin hydrochloride 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 hydrochloride may act via 3 mechanisms:

(1) reduction of hepatic glucose production by inhibiting gluconeogenesis and glycogenolysis.

2) in muscle, by increasing insulin sensitivity, improving peripheral glucose uptake and
utilization.

(3) and delay of intestinal glucose absorption.

Metformin hydrochloride stimulates intracellular glycogen synthesis by acting on glycogen synthase.

Metformin hydrochloride increases the transport capacity of all types of membrane glucose

transporters (GLUTSs) known to date.

In humans, independently of its action on glycaemia, metformin hydrochloride has favourable effects

on lipid metabolism. This has been shown at therapeutic doses in controlled, medium-term or long-

term clinical studies: metformin hydrochloride reduces total cholesterol, LDL cholesterol and

triglyceride levels.

Clinical efficacy:

The prospective randomised study (UKPDS) has established the long-term benefit of intensive blood
glucose control in adult patients with type 2 diabetes.

Analysis of the results for overweight patients treated with metformin hydrochloride after failure of
diet alone showed:

- a significant reduction of the absolute risk of any diabetes-related complication in the metformin
hydrochloride group (29.8 events/1000 patient-years) versus diet alone (43.3 events/1000 patient-
years), p=0.0023, and versus the combined sulfonylurea and insulin monotherapy groups

(40.1 events/1000 patient-years), p=0.0034;

- a significant reduction of the absolute risk of diabetes-related mortality: metformin hydrochloride
7.5 events/1000 patient-years, diet alone 12.7 events/1000 patient-years, p=0.017;

- a significant reduction of the absolute risk of overall mortality: metformin hydrochloride

13.5 events/1000 patient-years versus diet alone 20.6 events/1000 patient-years (p=0.011), and versus
the combined sulfonylurea and insulin monotherapy groups 18.9 events/1000 patient-years (p=0.021);
- a significant reduction in the absolute risk of myocardial infarction: metformin hydrochloride

11 events/1000 patient-years, diet alone 18 events/1000 patient-years (p=0.01).

Benefit regarding clinical outcome has not been shown for metformin hydrochloride used as second-
line therapy, in combination with a sulfonylurea.

In type 1 diabetes, the combination of metformin hydrochloride and insulin has been used in selected
patients, but the clinical benefit of this combination has not been formally established.

Controlled clinical studies in a limited paediatric population aged 10-16 years treated during 1 year
demonstrated a similar response in glycaemic control to that seen in adults.

5.2 Pharmacokinetic properties

Absorption:

After an oral dose of metformin hydrochloride, Ty is reached in 2.5 hours. Absolute bioavailability
of'a 500 mg or 850 mg metformin hydrochloride 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 hydrochloride absorption is saturable and incomplete. It is
assumed that the pharmacokinetics of metformin hydrochloride absorption is non-linear.

At the recommended metformin hydrochloride doses and dosing schedules, steady state plasma
concentrations are reached within 24 to 48 hours and are generally less than 1 microgram/ml. In
controlled clinical trials, maximum metformin hydrochloride plasma levels (C,.,,) did not exceed

4 microgram/ml, even at maximum doses.

Food decreases the extent and slightly delays the absorption of metformin hydrochloride. Following
administration of a dose of 850 mg, a 40% lower plasma peak concentration, a 25% decrease in AUC
(area under the curve) and a 35 minute prolongation of the time to peak plasma concentration were
observed. The clinical relevance of these findings is unknown.
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Distribution:

Plasma protein binding is negligible. Metformin hydrochloride 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 volume of distribution (Vd)
ranged between 63-276 1.

Metabolism:

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

Elimination:

Renal clearance of metformin hydrochloride is > 400 ml/min, indicating that metformin hydrochloride
is eliminated by glomerular filtration and tubular secretion. Following an oral dose, the apparent
terminal elimination half-life is approximately 6.5 hours.

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 hydrochloride in
plasma.

Children and adolescents:

Single dose study: After single doses of metformin hydrochloride 500 mg paediatric patients have
shown similar pharmacokinetic profile to that observed in healthy adults.

Multiple dose study: Data are restricted to one study. After repeated doses of 500 mg twice daily for
7 days in paediatric patients the peak plasma concentration (C.x) and systemic exposure (AUCO-t)
were reduced by approximately 33% and 40%, respectively compared to diabetic adults who received
repeated doses of 500 mg twice daily for 14 days. As the dose is individually titrated based on
glycaemic control, this is of limited clinical relevance.

5.3 Preclinical safety data

Preclinical data reveal no special hazard for humans based on conventional studies on safety,
pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential and reproductive toxicity .
6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet core

Povidone K 30
Magnesium stearate

Film-coating
Hypromellose.

6.2 Incompatibilities
Not applicable.
6.3  Shelf life

5 years.



6.4 Special precautions for storage

This medicinal product does not require any special storage conditions

6.5 Nature and contents of container

1 (x100), 9, 20, 21, 30, 40, 50, 56, 60, 84, 90, 100, 120, 200, 500, 600 or 1000 tablets in blister packs
(PVC-aluminium)

21, 30, 40, 50, 60, 100, 120, 300, 400, 500, 600 or 1000 tablets in plastic bottles (high-density
polyethylene) with caps (polypropylene).

Not all pack sizes may be marketed.

6.6  Special precautions for disposal

No special requirements.

7. MARKETING AUTHORISATION HOLDER

[To be completed nationally]

8. MARKETING AUTHORISATION NUMBER(S)

[To be completed nationally]

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

[To be completed nationally]

10. DATE OF REVISION OF THE TEXT

[To be completed nationally]
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BURWERARRBO b, £
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) HEE7 v R—v A (BER
B)
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(Metformin Hydrochloride)
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(Metformin Hydrochloride)
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(Buformin Hydrochloride)
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1.7 FEER%

— R A NV R R A NV R R N2
i (Metformin Hydrochloride) (Metformin Hydrochloride) (Buformin Hydrochloride)
fEA Lo | 9. @A LOER 9. WH EoEE
HE FEAN AT I RN AT
(fex) PTP AL%ED AL PTP o — b | PTP A3EDHFHL PTP o — 2>
MOV LTIRATA ALY | OBV LTIRHT S Lo HEE
g4 5 L, T52 &, (PTP ¥ — F DA
(PTP ¥ — FOREHKIZE Y, | ITX Y., BOBAINBIERE
NG A SRS BB RS A~ | ~HIIA L, BICIEZLa L
L. BIZIEZELEEZ LTHE | THERBIARZSEDOEEZRAMEL
AR EDEEREIMELZD | FRT 22 EnHE I T
BIHZLENMEINRLTW] D)
%,)
10. ZOMMoOEE 10. ZOMOEE
AAY IR OMPERET | 1) ©27 754 FREH (7=
KOG FICT o OFT oy | RS 1 H 100mg) &
CEMRERILER R 595 | Ak LA, RSk
ZEICEy, RinBESEZ Y | BAMOGE &g U OO -
RTNEDOWENRH B, EREEICLDETCRDAREIC
FnoTEDRERDH D, —H.
A MRV UEEMERED 28
W PRIR BB\ RIS L=
A, BEEEE TR E LZiRE
DA & Hl LT, DARREZE,
WL R BB SEmED
WEND D,
Q) EHEEICLYER IV
B, ODRINAERH HbILD Z
EMBH B,
(3) A AV v IR O B
THIOFEERICT o OF T
VAR R EA 2 B35 2
Licky, EifngENKZ Do
WeDHEDRH B,
WA ScE:
) — 2009 4F 8 H k7T
VERAEH
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fEH Eo
HEE
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TR
D
| femse s

JYR 7 ZIFR
(Glibenclamide)

TV TR
(Gliclazide)

9. WH EoEE

KA AL I

PTP A3E DAL PTP > — k>
LEDHLTIRATS X 2RE
+2%Z&. [PTP o — F DMK
WX D, ST TR
~HIAL, FICHSEAERED L
THEMRIR 2% D EE A IHE A
PRI D ENRRESI LT
%]

10. ZOMOER
(AR = VIR FERIEHI( S v
74 3 K1 A 1.5g)% & Wik
BE LG E, SFERIERMO
P & PRl U CODli - i R
EIZL D EERFREICED
TEDHRERDD.

Q)1 > A Y o F 2R O kg
ETHOB G ICT v YT
VB BRERIER 25T D
itk KiimpESEZ )R
TWEDHERHD.

2009 4 8 A kil

JUAEY R
(Glimepiride)
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873962

KB

FEAMIL L

W 7E B i

B ST A RO MR T

EES HASRE T A haRL I R EE
A k7 3% 250 mg
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T v F—V AR LT WREICITRE LienwZ b, (45 0EBHR)

B R SR PRI S 0 & 5 I8, SR IR 5T 2B 01T, EHI0IC BRI
REEMERT 57 LMEICHR ST 5 L, (TEERS ), [EEREANER], [Hihg~0k
5] OEBH]
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B2 (ROBHICIFERELEWNI L)
(1) WRTREOERE (AT v F—v A% LT, )
DILEET o+ K— 2 DRE(E
P EELL EOBEREREE (BT 2 ARFOPM N D 35, THIELREARTEE]
DIHS ]
DBEIHRE (ERET 2 aT) (EuimdiEEREET 28200355, )
4 EE DOIFREReREE UFIRIC 31T 2 B OREENME T T2, THEEZREAMER] OHE
Z )
55V a v DA DIEZE, IZERS OIE R, MHEREICEEDOEED H 2 BH K
Z OORIERFE IMAE 2 T VAREE (FLBREEE DI 5, )
6)BE DT L a— LBEE IFIEIC BT 2 LB RBHENME T+ 5, )
BAKAE, BACKRIENR S S D T, IRMEO B BEED H 5 BH
Q) FEIES h— A, BERFMESIESOIATERE, 1 BUEREOBE iR, AU i
LB HELH B EDO R ENLAETH D,
(3) HEIEYYE. TRk, EERIMEOH HEBE (1 AV ST L 2 b E N
ENDOTAAIOE G T #E S22, £2, ABET ¥ F—Y A& LTV, )
(4) FEARRGE, GERRRE, =I5IREE, I T RAESER S IRIE#ES 20 BT K
Mz ZFBEnrd s, )
(5) HEMESUIIER LTV D AfREED & D m A [ Hilhs, PElm. RILWEFE~ORL] OHES
)
(6) AANDRS XUTE 7T FA FRIEHN K LBUE DB ERED & 2 B

WAERK - K
Wre4s A 7V agE 250 mg
D% 1 BEF A R AL I IR 250 mg
RE RV, ATTV VB~ T RV T A,
whney EraAn—R, <71 a—/ 400,
~ 7 v a—)L 6000, X/
. = HE~HEAAOEIRAY DT 41 L
DS
-
[ERES B HS
Fox X (mm) (mm) (mg)
9.1 4.0 270.5
sl 2 — R DS 271




WEEE - SR

2 BERR

722 L. FRROWTIDIRE CHaRIEDTF LR WEEIZR S,
(1) BEFRILE - EHBFIEO

(2) BFIEE - EEYFRIEICINZ TAAFR =LY LT A%

EAZ - A=

W RAICIE A ML R S LC 1 H 500 mg K VWBHAA L. 1 H 2~3 [N EI L TR
EATUIEBRICROR G T 5, MFFRIIDRZBE LN DR L3, #% 1 H 750~1,500 mg
L5, kb, BEORBEBICLVEEHEET 52, 1 HEm& 5 8E1%2,250mg £ TET5,
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WIZHT D BE TR AE

1) AHAEFER, £FEREoNE URELEZ T d 5, )

Q) WLWHWES Kbz -8z hn’d s, )

(3) WMEDOBHEERE (A7 > F—I R 2R ITBENNH D, [HEELRLAVWER] OH
Z )

(4) W|E~PEEONIFHERSE (BT v F— 2 2R T8EhNH 5, BEELLERNE
Bl OESH)

(5) EYIE (AT v F—y 22 T8N H 5, ]

(6) milinE ([&EE~0kE ) OEHSH)

(7 THEEHT (D) CRTER SO FBET v F— 22 B2 TBENRdH 5, )

(®) MO¥ERPAEAZGEHRORE [ FHEEH] . TEXZEWEH] OHESR)

2. EEGEARNEE

() FNCEELRIABT Y F— X, BOEERZEZTZENHLOT, SFEE, BE)
HOEISEICEF L TCWABFICRET AL EICFEET LI L, £, AT v F—
VAR OMRIFHERIZ BT 2 R IZ OV T, BEROZOFEICHIRIESEDH 2 &,

(2) I— FEEZAZHAWTHRELZIT Y BEICBO UL, AFIOFHAICE VBT v F—v &
EEITIENDHDHOT, MEMIAROE G2 —RICHIETL2E (EEL, BR
IR ZAT 5 BN D D562 R<) . 39— REEAIRG5-% 48 REITAR OB 5% 75
LignZ &, ek, BEHERFICIT, BEFORBIEET L2 L, ( THAEH] 0HXE
Z )

(3) BHEREREE O & 5 B TITBIRICI T 2 ARAI DO YR AT 5 FIREMED B D DT, AH
B 5T ERIICBERE (eGFR, M2 LT F= Ul ) AR+ 52k, (T3
gie) . TERIRAGRE) OHEZM)
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4. BERA

ARFN DA £ TORERABRIZISN T, 640 il 409 F (63.9%) (ZERARMRAERE 23 TRIE

RGO BT, EREWEMIZTH (40.9%) . Hls (15.2%) . BAAIR (12.3%) . M8 (10.5%)
HThote, (KGBKE)

A RARLI /ﬁ%%ﬁ(ﬁm%%5m~%omym<0ﬁ%ﬁ%%§(%§%%-mmﬁﬂﬁ%~

2004 4E3 H) (ZBWT, 1175 BIH 118 B (10.0%) ([CERRBREM R 2 & 0RIERNEO b

7oo ERBIERZ. TS 1E (1.5%) . WS 13 1 (1.1%) ZTH o7,

(1) EXAEIMERTY
) ZET7YF—R (BEERR)
A7 v F—v A (P EMEO EH, AR/ e s mgibo BA Mg pH O TE%
?#)i%%%ﬁ@*&ﬁ&Vg*%%K%ﬁ#é%%ﬁ%ﬁ%b?%éﬁ\%%E%\
(ISR mﬁf MR AEDFER N A BN D Z ENE L, ZHUHLDIERNH b bz

AZix &5%¢mb VERBREZITO) 2L, nB, BT ¥ R—Y ADEWHR
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BRLEIH, B BEHM LSBT AET S R—Y 2ARRE LT VO THEETSH 2
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2) Em#E (1~5%ATH)
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D) BEEEIIARF O AR E CTOKRER L A FAL I IR SE O A BGE A DL S I X 5,
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5. BRE~DRES
EHETIE. BHAE, APRREEMET LTS 2 E0%< . LT Y F—v A0 bbh
FUDT, RAOE G, BGIA% T I B ITHAE 2 R 572 & 1Bl L
RSB ET S 2 L, B, M2 LT F = S ER RN Th T h. R L -
TIREBOBEEMET LTS 2 ERh 50T, MBI BEORELBIZT 52 &, Rl
FL A ERBENT. REREOE RIS (KMBIRE) OESM), £/, Fid
HEOIETIC & 0 SRR O RBHENE T 5, )

6. 1w, Ein. BILBEE~ADEE

(1) W XITER L TV A RIREE O & S Niidfe G- Lianwz &, ([@sEsR (F > b,
YF) THRIE~OBITHRO N TEY . —HoEmIER (7 v ) TRAEIEMR#
BERTWD Y, o, ERITAMT v R—Y A& LT, )

FEE (T v b)) THIHP~OBITHARB DO LN TN D, )



7. MNREADERE
RHARER, AR, SR, SR UT/NRIT T 2 2T L TR0,

8. BEKSE

FEMR - LT S =y AR5 2R H D, [ TERWEH] ORET v R— ZADHS ]

WLfE . T K= ADFIE (REEAKFET MY U AFESE) | Wik GREFIR) . MEEITED
W) R E 21T D,

9. BRLDIE

KA AZfFIRE

PTP WD IEFNL PTP > — ROV L CTIRAT 2 L5852 &,

(PTP > — FOREEKIC KV . BEWGLAE A BRI A~RIA U, EIZIEZR L2 2 U CHRERRIR 2
HEOEERGIHEL T 5 2 LhHESNLTVD, ]

10. ZDHMODEE
A A IR O MEERSE FRIOB SR T AT v B ER A 5T A D LT
X0, RIMEESEZ DT W EDHRENRH D,



W

1. MR

(1) HEES.
BERER A BPEIC A R AL X ARG A ZE IR C BB O B B LA & X DIBER A f L 2
VTN K CSEIBIIE ST A— 2 I T O L B) Th D,

(ng/mL)
2,500
—— 250 mg
—8— 500 mg
2,000 —a— 750 mg
ik PR
i 1,500
iy
1,000
=
500
0 ¢ _ &
0 6 12 18 24 30 36 42 48 (h)
2 551 I ]
=R Tmax Cmax AUC0—48 T1/2
RTE (h) (ng/mL) (ngh/mL) (h)
250 mg (6 i) 1.9+1.1 898 + 168 4,861+ 577 29+0.6
500 mg (6 #) 23+09 1,341 + 329 8,019 2347 40+14
750 mg (12 i) 2.14£0.7 2,163 +517 11,802 £ 2,221 4.7+1.7
AT AR 72

(2) BHEORE
(e RERR A FE 12 Bl A AL X HERRHE 750 mg 2 RRICH B ARG L L & 28k
PEEAT H AT Coo 2559 20% 45 T L7228, AUC s 2 DR FHEFERIT 3213300 B AL h o T,
BERER N BVEIC A B AL S R 500 mg A BERTR OEBICHEROKE LZ L E20
HBHE T A —HZLLTF DO LB Th D,

Tmax Cmax AUC0—24 T 12
(5
B (h) (ng/mL) (ng-h/mL) (h)
FE AT (12 1)) 1.5+0.6 1,060 + 237 6,186 = 1,249 45+0.8
=% (12 %)) 3.4+06 1,014 + 162 6,486 + 823 40+05
S A M 22
3) KEHE

R A BPEIC 1 B 3 8] A RaRL 2 UHEERHE 500 mg & DN X 750 mg (%9 ) & 6 H I
REROEE Uiz & & i A hARL I R 2~4 ARRICITERIREBICEL, K
BRI L DERBMEEA DN 5T,



(4) EWFRIFAR GMNEAT—5)
fREFRAR A 3 B W D B G- LTz & & AW IR IL 60.6% Ch -7z 2,

2. MEERHEEE
1.1~2.8% (invitro, & MILHE, 0.1~100 ug/mL, RS AitE{k)

3. - Bt

AENTIF L AL ST REMMEKOE RTINS, @FEEA GHEAN) 3 #ilic A
KRV S U HEERYE 500 mg A WA NEEE L7- & & &5 48 Bt £ TORPHEIER TR 5 &
D 51.6% T 7= 2, A MR E, FE2R CYP 4 7 (CYP1A2,.CYP2A6, CYP2B6. CYP2CS,
CYP2C9, CYP2C19, CYP2D6, CYP2E1 2 O) CYP3A4) DRFHEMEIZ 5B % 5. % 727> 7= (in vitro) ,
F72, B b T U AR—F =3B (hOAT1, hOAT2, hOAT3, hOAT4, hOCTI1, hOCT2,
hOCT3) % MW\ TRt L72#E 8, hOCT2 M@V Ekfed r L= 2 b AFNTXFEIC hOCT2
A LCRPICHRIE SN D B X b,

4. BRE
feemlnE BE (Sl b, 7 v 7F =027 1U7 7 A :>60 mL/min) & OMEHEIE S lnE 51k
(20 B LA | 40 iR, 7 L7 F =07 U7 T 2 A :>90 mL/min) (2 A bRV HEERYE 500 mg
ZZENERFIC AR G- LT & E OEYENRENRT A —F T TO LB TH D,
Tmax Cmax AUCO—48 T1/2
(h) (ng/mL) (ng-h/mL) (h)
e E s (12 ) 25+1.1 1,935+ 633 | 14,236 +3,927 45+1.0
fEFEIEE I E (6 151) 29+1.3 1,204 +367 | 8,907 +2,325 3.5+£0.6

AR U 2

5. BHEEEETRE WMEAT—%)

SAENDOEBMEERES (/LT F =027 U T 7 A 1 <90 mL/min) (2 A bV gt & B
B CHARN D 2 WVITR D5 L7256 BB EEE (VL7 F=2 U7 7 A :>90 mL/min)
EHHE LT Coax @ EF-. AUC DI, Ty DIER, AT ORE 7 VT F o ARNE 7 VT Z
YV ADWL BB BT Y,

6. EWHEEEMR
(1) ¥AFVr el GFEAT—%)
TEEERR A LAAKIE S A F VU 2O LTc e, VATV v OB IR I TN 5
NN TZ B DD, A RRIL I D Coax D3 60% L5 L. AUCqa4 23K 40%tﬁ§bu L7z,
(2) ZOMMOEER L O GAEANT—%)
2 AUBEPRIFGIBE IR LAKIE 7V R 7 I REFA LSS, 7V R0 7T I RO Cun
D3I 3TY%IE T L, AUC).o 2540 22%I8 LT, fERERRANICK LARIE =7 =B 20 L

10



oA A BRI LD Coge 239 21% EFH- L, AUCo04 23580 16%58M L 7=, & K%
PERLEZHA. A R VD Co BRI 22% EF L, 78% I RO Cope 2589 31%EK T L,
AUC 36 D3 12%0 LTz, a7 T ) a— VKOS 77 a7 = 20 L5818 E)
RE/RT A — R\ o 1o, WM OIEA G OFHIC X 0 BB ICERIRNER O H 5
W AAERIEA IR o T,

WEG R
2 RBERIEERE (g2 L7 F =8 - B 1.3 mg/dL R, &M 1.2 mg/dL Kiifi, AST(GOT)
XX ALT(GPT) : ZEVEE EFROD 2.5 ff5K00) 2 %14 & U7z 8 B ek 2 & T &Rl i R U5k
IZBWT, HbA |l ZEMERFMAEE L OV Y a7 L7 L AEOSERRD b,
RS RE (165 1, 54 ML) TH, HbA . ZEIEFFMEHER O ) a7 V7 2 Ul
IXdGE L, BAFRIMEE =2 b e — L 3HERF S 4L, HbA c H 6.5% A0 OIS 1X 5 5-51h 14 H
T 65.4% (100/153 ) . 26 #% T 73.5% (108/147 §) . 54 #1% T 80.7% (113/140 ) T -
776
BRRA D 2SR e L ZEERIEGERBROMSRIZLUTO LB TH D,
(1) BFRE - EEYERIE TR A5 70 2 BUFE R
1 [8] 250 mg 1% 500 mg % 1 H 3 [lfER&%IC 14 3 (B 55844 1 HEIX 1 B 250 mg %
1 H 2\ $eh5 LSRR, HbA c fEIZZ 1 EH 0.67£0.63% (106 51, EAMEHFEAESR ) |
1.0740.67% (106 f5il, FEIEHEHERA) KT L7,
(2) BHHIE - ﬁ%%&LMZTsz%WWVTﬁT%%T+\ﬁ2mﬁﬁf
18] 250 mg X% 500 mg % 1 H 3 BifER%ZIC 148 (F584 1 EFIE 1B 250 mg %
1 B 21[E) £5 UZfER, HOA  fEIXZ 4 0.73+0.67% (102 B, FHHHAEHENR ) |
1.21£0.74% (103 5], ~FEIELARMERA) KT L7,
FTo, 2 BUBEIR A X% L UKW TARBIDE 5 S 17z 640 $10> eGFR BIEIE
M OFHES 1L, 90 mL/min/1.73 m* LL_ET 61.4% (135/220 £51) . 60~90 mL/min/1.73 m> A ©
64.9% (253/390 fi]) . 30~60 mL/min/1.73 m* Kl T 70.0% (21/30 f51) T 7=,

WENEE

1. M#EETIER

A 2 2T 2 BRI E TS VB T D db/db ~ 7 AT WT, MLBHE O T VEM & O HbA ¢
E D NINENHIE 27~ 9,

2. fEAE">

FIHHIC I 1T DT AL 2 L. B B MDA 2 ) a9 2 2 L 7 < MR TR
MR, Elo, REEHICIT DR AR OREE, /IMEIZI1T 2 BRI O IHISE & %1 &
ﬂfb\éo

11



BEMHDICET HEIEZHMR
—W4 o A ARV UHEFEYE (Metformin Hydrochloride)
{b5%44 @ 1,1-Dimethylbiguanide monohydrochloride

REIER

NH NH

CH - HCI
HNT N7 N7
H |
CHy

éj\%it : C4H11N5'HC1
Sy B 165.62
PE MR AEORE S U RTEOBERE TH 5, KICEITROT < B2 (100) 1200 1T 12< <,

=& J—) (99.5) IZEITFIT< W,
B 9 2210C (B fR)
BEFEWNEDEE

AKFNEANAP L ARy IVEGHE L O—aLidRES 5 Z &, (—afb L TRikmiE
ERFTICTRELIESES ., ARDPERT LI LB H 5, )

maE (%)
A RN ZvagE 250 mg : [PTP] 100 & (10 $£>X10), 1,000 & (10 £E X< 100)
[/NZ ] 500 &

W EZ30

1) Tuchman-Duplessis, H. et al. : Compt. Rend., 253 : 321,1961
2) Pentikdinen, P.J. et al. : Eur. J. Clin. Pharmacol., 16 : 195,1979
3) Sambol N.C. et al. : J.Clin.Pharmacol.35 : 1094,1995

4) Sirtori C.R. et al. : Clin.Pharmacol.Ther.24 : 683,1978.

5) Lee, A.J. : Pharmacotherapy, 16 : 327,1996
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[(RIEICEH 1T 5 RAFEDEHA]
& TEFE, iR A
b4
1,1-Dimethylbiguanide monohydrochloride
e (18 :
C4H;1Ns « HCI (165.62)
G

P N VIR A3
NH  NH

CHs; - HCl
HNT N7 N7
H |
CHs

(—#i&AEE= ]

= B LR VR HAGE

AUC Area under the plasma i % H e - ] b R TS T R
concentration-time curve

BMI Body Mass Index LN

CCDS Company Core Data Sheet CEFET -2 — b

Cnax Maximum plasma concentration 3¢ e I A R R B

MORE study Melbin Observational Research A LB RO EREIC BT 5
study Ble2toe

SU Sulfonylurea A=)V LT

UGDP University Group Diabetes Program | —

UKPDS United Kingdom Prospective —
Diabetes Study

(ERERREICET SR8 5]

372 A L7anREL BN

ALP Alkaline phosphatase TNV RAT 7 Z—F

ALT (GPT) Alanine aminotransferase 7;: YeTI /)M TUART 2T

AST (GOT) Aspartate acid aminotransferase TANRTXURT I FT A
JxzT7—E

BUN Blood urea nitrogen JRIFZEFR

CK (CPK) Creatine phosphokinase IJVTFURARTF—F

HbA ¢ Hemoglobin A ¢ NETTE Y A

v-GTP y-glutamyltransferase Y-INEINVKT AT 2T —E
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1. hEE - MRRUEDRERLL

1.1 3heE - R

2 BUEFR

72120, TRROWTNDOWERE T3 RIRBE LR NEEIZRD,
(1) BFHIEL - EERIED

(2) BEIFIRIE - EERIEICINA TALVBR =T LT Fl 2

1.2 FEE - DR DFZTEIRN

1.2.1 ZhEE - HRDOFRERM & L F-ERRFER

2 RUREPRIGIEIR O HARIT R FRL - EEBFRILETH LN, ThTh oMz hr—
VMG B IROG AT EIENTOIL S, L LR b, 1 FEOR D mERE TAI
L2 EECIX R b s b e — VR EHIRMERFCE W2 DD, ZOHA,
BHFE - EERIEOMEE X528, FISHLE THIVUIIERRET O B2 28 0 ffE ks T
DIEM, A LAY SRFIS~OEI N EZ D NEA A U EDPFHB TS,
AFNTE & U CTHFIRCOREFT MG EES < bk TER 2R 3TRAITH Y | oD
MHERE T A & X ERBEF RN B 5728, ok 0 fbER: FA & OPFH T AR IR
TE 5, TOHRT, ZANAKR=Ly L7 H (LIF, SU Al REMNICERT 2 FERR O A
BETAICHDZ &, BEARD A ML U SU Al & OPFHBIENEO LT D
T LERER L, AR OBMIEE L ST SU AL OFIRIEICOWTHRET S L & L
7o Al RAID T2hH8 - ZhR) WS THYE - &) 2RET 72D OEMMER L 4L
PERHIC AW 7 B R G ARRR — A R 1.2.1-1 ITR LT,
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® 1211 AR UVREHFTMICAN-EERRERHARZ —E

BB B4 poE3ssea B 5 rae =X AN TP WRAHE R
HAfE i
D3002006 | A EMIGHRTRER | RFEEEBEIEOS | 14 | 77 2R 55 6 5.3.5.1.1
(HLAE) THE= b E =R 750 mg/ A & 1 107
o378 2 BURE RN R 1500 mg/ A : 106 {31
D3002008 | FHESGCHFRER | Sk EBREICI | 14080 | 77 'R 53 4 5.3.5.1.2
(SUAIBERAME) | = SU AlZRAL T 750 mg/ F B : 102 4
myE=> ha—Lr R+ v .
Iy 2 UM R 1500 mg/ H #f : 104 4
D3002053 | HEEZDERETEER | AL - EEREICN | 1280 | 22 f 5.3.5.2.1

ZBEKFRIED A h RV
R IR 750 mg/H &
AR LCHiftE= 2 b
a— LRy 7n 2
SRR

A FRE SEEERE I 30 fi
ZHETRRID A B
SRR 750 mg/ B K
O SU AlzHALTH
MmpE=> b —L R+
Oy 7 2 HURE PR IR IR E

D3002009 | EHI# 55 AL EIERIE DL | 54 I | 83 il 5.3.5.2.2
TiifE=z v har— LR
457 2 FUME IR RE
AR - EEEIE I 86 il

Z SU FlZzRHLTYH
MmpE=> b —L R+
375 2 AUHE R B

AAN 2 BUREIR I B 351 D AHI 0 B E ) O SU FIDF IR IE O A 8hi K OV 21
R 2B L LC, ARG 2 SRRk ORME R Z EE L, W Tho
RERICB VT Y, GERFE OBIRAYE L LT HbA 13 6.5%L0 E 12.0% K5I E Lz, £
7oo A MRV UHERE OB AR E TH 5 750 mg/H % E[A5 1500 mg/ B2 6%
PE GBI KORZEMEICET 2 1EREG D200/ 1y Ml & LT HbA 1 7.0%
LI E 10.0%AM 12 5% 8 LY &2 Rt illin 2 5 L7z,

1.2.2 BREDIEH

BRI - EERIEO S TR =2 > b o — LR 4570 2 BUBERIR B A 5 & Lz &
FOSHRRER (L) Tk, FEFHMEEE Ch 5 5 iHiliReIC 351 2 & 5-BhaRT 5
® HbA,c BILEIX, 77 B RBETIE 0.27£1.03% CEHMEHERERZ2E, LLFRER) THho7
DIz L, 750 mg/ H#£CT-0.67£0.63%, 1500 mg/ H £ T-1.07+£0.67%T&H Y . 750 mg/ H&E,
1500 mg/ A FEILIC 7T B AR L CHERIK T AR O bive, £72, 750 mg/H (BEAR
M) 1239 5 1500 mg/ B $5¢5- OEEAE 2 FGEE L7253, 1500 mg/ H £ Tl 750 mg/ H BELC
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EARTHE HbA |c DR TAREO B2 Z &5 1500 mg/ B 5 5-OEME DS REE S iz,
1500 mg/H ZHERFH R & L 750~2250 mg/H F Tl B A /I hE & L7- BRI 558 o H
MPERIETIX, #5BLARTO HbA | 1T 7.29+0.85% CdH > 7= DITxt L, HAKFHHFRED HbA
1% 5.98+0.67% Td V) | HALFHMRFZ 1T 5 G-BIAAHT & O HbA | Z{b&lE-1.3120.76%
(95%EMEIXM : —1.48~-1.14%) Th o7z, F£7z, &HHLG 14 %, 26 BHZ KL 54 3
%D HbA ¢ X ZZ T 6.26£0.59%, 6.17£0.58% % TN 5.94+£0.68% & HERE L. AHIX B4t 721
W=y ho— WIRIEZ RWIRIMERF L7, TR EAE 8] UL TR) (HbAc: 65%3!%{%5) %)
BERCEIS I, 14 8% 72.7%., 26 1% 79.7%. 54 W% 82.6%. Hf&FHMRE 80.0% TH U |
< OBEERE IR B A Rk L7z,

R - EEPRIEICINZ SU AIZARA L C b= > b e —/LR+43 7 2 AU FR 5
Faxtg b Ul HEROCHERER (SU AIOFHEE) ik, FEFHMEEHE Th 2D HbA | A
bEIL., 7T B RBETIL 0.1240.61% T - 7= D5 L. 750 mg/ B #ETIE—0.73+0.67%. 1500
mg/ HAETIiE-1.2120.74%CTH 0 . 750 mg/ H#E, 1500 mg/ HHEILIC 7 T B ARBECX L THE
IR TR bz, 7o, 750 mg/H (BEARH &) (2595 1500 mg/ A & 5- O 4
FREt L7265, 1500 mg/ H BTl 750 mg/ H BRI LR THE R HbA |c DIR IR H iz 2
EMB 1500 mg/ H % 5 OBEEEWE S REE S L7z, 1500 mg/ B Z #ERFH & & L 750~2250 mg/
A% CHEHEE T & LRI 588 SU AIGFARETIE, #5844710 HbA ¢ 1
7.5540.91% Td > 7= DIZxE L, kiR D HbA ¢ 1% 6.26+0.73% T 0 | H#&EHiEEIC 3
BB EBREAR T B D HbA ¢ 22 L& 13-1.29+0.81% (95%[SHEXE : —1.47~-1.12%) TH
o7z, Flo. HBEBAM 14 W1, 26 BE KT 54 #1%D HbA ¢ IXTTNZEH 6.43+0.73%,
6.29+0.68% % 1" 6.16£0.71% & #RE L. AFNL B4/ iffE= > b v — LikiE %2 BHIRHERF L
Too TRIEBRE T 3T TR (HbA e @ 6.5%AM) OEAEIAIL, 14 % 57.9%. 26 ¥
% 67.1%. 54 1% 78.9%. HA&LFHIIRE 69.4% TH U | £< @%Ezﬁﬁ%‘ﬁﬁ%f HAEZ R L7z,

LRV B Ui, BN T U7z BSOS MRl (BlgE) | F B AOGETRER (SU
HIOFFEE) . RN ERERER K ORI 5380 4 a2 O EF Lz, Zo/ER. F
EELORBAENEITT T BAREET 69.4% (75/108) . 750 mg/HEE T 76.5% (163/213). 1500
mg/ H LT 86.1% (329/382). 2250 mg/ HEET 90.7% (39/43), 500 mg/HEE2 61 (55 14
THEFRRNEER) 25T EEAFTIL 83.1% (532/640) ThoTz, AEFHDHI L, A
BREE & DIRRBIRNEGE SR> TeRWEMIL. 77 BARHET 42.6% (46/108) IZFHLL |
750 mg/ H#ET 54.0% (115/213), 1500 mg/ H #ET 69.1% (264/382), 2250 mg/ H#ET 67.4%

(29/43) . 500 mg/ H#E 2 6 (5 B 1 BICRIVER BT 251 FEIAF TlE 63.9% (409/640)
R LT, 5 ERINCAEWE ERS L OFIER ORBEIE TN L7243, 1500 mg/H
BEL 2250 mg/ HRETIXRZ i WT e o T, £, BHIRGIC LV BERELORBEIS
WNHEINT 2 2 Lidlehotz, ERAEFERZIT T, L), TR S0 bavE
WTHY . WbaER (TFF), DEG TEeE] . TRACNE], TEW]) ORBEIEIE
77 B AREE 32.4% (35/108). 750 mg/ H Bf 46.0% (98/213) . 1500 mg/ A & 61.0% (233/382) .
2250 mg/ H & 60.5% (26/43) TH Y, 500mg/ HEE2 6 (9 B 1 Hl CIHLAER D REE) %
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G RIEEFTIL 55.9% (358/640) Th o7z, AFIBEHIZ L B HLEHER DR BIEIS 13
B, THIEEHERIC Z 0 P IRICE S 7281813 4.2% (27/640) SR, F7-, HL
THERE D 110 K ThH Y, BAMEICHE RV EE 2 bz, £, B2 7 A RAITE
AENDHERZEWEH TH LA T ¥ F— AT ST, P ILER O ITHN L
PRl T, TIAPSLEREE N 1377 2R EE 10.2% (11/108) . 750 mg/ H # 6.6% (14/213) . 1500
mg/ BB 6.5% (25/382) . 2250 mg/ H#E 2.3% (1/43) TH V. 500 mg/ H#f 2§ % & Te3EIK 5
FCI% 6.3% (40/640) TH o723, FHLIZWTNOWEERE I HILEET & F— 2 A CB
T2 EEbND X D REERIERITEED b hoTo, A A Y HRIFIORE O Rk A
Mo B3 Gl 2 0 15 2 K MBEER IOV Tk, BIRE TR B9, SU AlOF AL
TiE, RMFEER & B S - A EEGS, 77| AR 5.7% (3/53). 750 mg/HEE 9.5%

(10/105), 1500 mg/ H & 20.6% (40/194), 2250 mg/ HA¥ 23.8% (5/21) T&H V. 500 mg/H
BE 2 Bl G ERRGE Tl 17.1% (55/322) IZ@BO LN b DD, BEOHDITRL, &
HESE OO T B 720 i PR OTB IE M O R MUBEE IR I IR 0 D ie oz, £7o, SU AIF T U ¥
y%f%ﬁéhé%imwm LYY WA Y

. BEERE R K D ARB O MK O~ OOV SRR 217 -
ﬁ;ﬁ%‘ (2B LT, BUMURYE, SU FIDFIRIEIRIS, 55-BRAAHT HbA c 23V M E & HbA
DIETFRRENZ ENWLMNE o], E7o, HMERE T 5B AARTZE 8 FRE ffE 23 &

1E2& HbA|c DIE RN K& o7~ —J5. BMI (IERM/ZEIER) oMpl. Fi (S /e
W) . IR, BRI R v Y — BEIRP G DHE R O Ot oA OFHEDH B, FH
T2 SU RO, #5-FMATZMERMIE A > A Y x, RKROEIEICRE g Bx 5
Z%ﬁa‘f%l%f TN ERNRR ST, £, BRMEICE L TX, ERNREER

. fEflR. BMLL SR, BEIRF O OMEDOAEE, SR MR O A B K& OVE) L HEE O A ) |
z@%liﬁl(ﬁ JRIRPRIE DA M BRI, BRI, ﬁ%%&hﬁﬁm)~\@
FRIEOF L OPEH SU Al OF BT ) —MTHEFREHEIGICKE REVITADS
T, RENOLZEMEICE L KT TERITRD bhieroiz,

YLk, AR RERE - EBREO AT 2 > v — LR +45 72 2 BURE R B X%
BRI - EEYRIEICIN 2 SU A& IR LC b=y b e — L3+ 7 2 BUREIR 5 R
Flox LTl e — A A UGET D E BRI L L AR o 2 BT L ANk
TAIE U CHAMBEE L O SU FIDFHERE CH H7e 3841 CTh 2 &l L7z,

] PN fife PR B e S OMt oD% 11 IUBE R T AN O ZhHE « W R OFEHEHZ BB LT, AFIDO%)
HE « ZhEZRIELD L 9 IZRE LT,
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2. A - HERUVZDOERERN

21 HiE-H=E

WH L, AT A ML R S LC 1 H 500 mg KL WBAAAL., 1 H 2~3[a)
FLCRERXIIERICRNEEST 5, #MRRIIDREBE L 2N RO 508, W
1 A 750~1500 mg &4 %, 72, BEHEORBIZLVEEHEBT 225, 1 Bigkmk5E
L2250 mg £ TE T 5,

&
&

22 Fi% - AEDETERMN
221 FEOHRERH

(1) ARAREDR TR

ENOBEAGE A R AL ERBIEO EITREREL L ShTnd,

BRI GRER (RFORERE) ([2BW\WT, BBREL TITZEMERR S & ik LT AUCq.4s
R OPRPHRIEERIZ AT <, BFICKDWNE~OEBII 20 o7, 2 BIERISEE RIS
R CIX, B%REL TARAIOEINER OVZ 22 s Uiz, BRI 53080 & O 2 B R I5
BE R GRBR OSSR L OBEAGE A AL UHRRE O EN S . AFIORARS L L TR
B G1T 2y &l Lz,

FTo, WAMIB T 2AF O MEITERICRE SN b DO TRV, FERFEHRERIZ W
TERERHE & BEEG D Cpp SOV AUC o4 RIS & HIE S, AFIZRERNZES LT
HEBREG L FRROFNMER L EENIIFRFTE L B2 b, REIBERRTIE, —
HOWERE CREFE GNP O BREMBGICET LR, BA%RES PO REABRGICET L
72556 DRV OB INED R S Tz,

PLEX D AREORAIIAEERNCE S L THRERS & REROA MK LR
W CcEx b BN,

[E] N i PR R BR et M OB AR A B L 2 U HRERtE o FiE D RE# 2 & B L <. AFIo ik
o IREFIUIE% ] ERE LT,

(2) IRARKDOEFEIRL

BUE, ENOBEAGE A MR UHEEEOREZ, T1 B 2~3 S8R0 &LE35) &
T D, 2 BB R B G S BRI B\ T, 500 mg/H Tix 1 H 2 [A], 750 mg/H | 1500
mg/H & T8 2250 mg/H CTiX 1 H 3 EIDOARHA & L TRERZITV, ARBIOHME R N2 et
flEsd L7,

[ IR AR Al M OBEAAGE A b AL X IR O L ORE# 2 BB L T, KA DA
[F%5z 11 H2~3 mnEfEnRET 5] ICRE LT,
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B, FEOBBETRAE LAZTo-ME. 1 B 2~3 [EN24%E L CARERTXUIER ISR
#5425 ICie#EieZEE LT,

222 AE0OHRTERN

851 FERER (GRER G- R OB FE OB, ER5RR) CREERANCK T 2248
Je OEM BN AEIZ B U TR L 72 nwngaif@%a@ﬁ%néMtoit Hi[a]
B HRBRTIT, AA 250~2250 mg Z ZZERFIC AR O %5 L 7o /bR, i 2 har
VIREE IR G EOBMIZENEIN L, 250~750 mg $EHRED Copy 11 ﬁ%i#m@en
AUC 48 XN AUC ) \Z DWW T HIZITAIEIEDR O BT,

(1) Bt AEDRTEIR

WERINGZIE T A R 7 A Tl RO MpERE THROE G ®ITDELORE L, M= b
0— VIR ZEBIZ L2035, NEIEUTHET 2 Z eI s, £, FAlo
BITEH 28089 2 720, D BEOIEHKI TR UIEIR 2 BLZE U722 DR 2 [T 89 2 WiliEs
HnoindZ bbb, A MRV UHEFEE CHRBIEIEG O RS TR, L, BAR
EEOHLREROBIER L, —RIEAEN OB THZ L TRIBTE D Z L mbh
THEY ., BCROBRMLETIE, b ORIEHEIO /- OICHEEZ NS Z L L anT
W5 (1.6 3 KN4IEBM), HiC, ENTHIER 500mg/H X0 RG58MT2 2L ERE
SHTWD

Kﬁ@% RERD S B, 2 BUEIR B xS0 F &S RETEER 2 35 (gL, SU
FIOFRIERE) K ORI 53080 CIxiidis 2 Fv a2y, 8 &b Bmitakin & OMREp A\ &
R E LT BB CIIMisE 2 o e o 2, )KIE#GHBRICE W T, A1 (A
H720 500 mg XX 750 mg 2 1 H3[El (ZnEi1 HEE LT 1500 mg XIE 2250 mg) 6
HRISE®RG Lk, AEESN 77 'R T6 fiH 1 HlIciRd H=oizx L, 1500 mg/
HT9Bld 8 45, 2250 mg/H T 9 FIRBIHFRRNHIL LI, £, BHWEHORBEEIE
LEECH T, ZOMBRERE 2. AFID 2 ABEIRIFERERE (R R TR
<) TiE, BEAAGE A M VERIE O &IOS X | Bt &EZ 500 mg/H & L7z,
ZORER., HERICHFER 2 3BRICR W T, KAIOBBHEZ 500 mg/H & L72 750 mg/
H . 1500 mg/ H OARMWMEN RS S iz, BIGERTH RIERIZ, 500 mg/H 2> 5 BH46 L 750
~2250 mg/H & £ 5 L7, AMENHER S Lz, ek, 2 BOEIRIF B < 5albR
EREOFEER LR, AFFRORIES 177?Tﬁ@¢%7mmym#%ﬂé
1500 mg/ H #f 86.1%. 2250 mg/ HH£ 90.7% T v . & HEOIEIITENEINNRD b,
—J7. BER ORBEIAILT 7 1 RRE 42.6%, 750 mg/ BB 54.0%. 1500 mg/H & 69.1%.
2250 mg/HEf 67.4% Th >7-, AHFFZOFRIEIGIIERGHABR L FEKRTH 7205, Al
TEHOFBEG T T oG &S KERGRRIZ SN O TIE R T,

PEXby, REOBEHAES 1 B 500mg) (Zi%E L7,
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(2) #HERAEDRTIRN

ARG HEERER 2 3B ERE, SU AIDFRRRE) 2B\ T, 7B RBHICR LT
750 mg/ H#£, 1500 mg/ HBEILIZ HbA;c A EITIE T L7z, BT, 1500 mg/ H #TlE 750 mg/
HEEZH AT HbA | c DA EICIE T L, 750 mg/ B (BEAGRHAE) 126545 1500 mg/ H Ok
PEDSKRRE S Tz, BB RBRCIE, 1500 mg/H ZMEFFHE S L, REMELOFIMEEZ S
J& LC 750~2250 mg/ H |23 F P & L TR L7 R, B s & O SU FIDF - E OV
TAUZEBW TS BAFR M= > b a— L OHERF TR iz,

TEMIZOWTIE, 2 BRI BE RIS R 2 OFAHER LR, ThaHFgus, A
R VIEBECTH LN TWSEITERTH S TRH, L), TRECRR] S0k
FER CTh o7z, HILRHER (TF# . TG, TEM ) TR, TIER)) ORBEIS
X, 77 BAREE 32.4%, 750 mg/ H A 46.0%, 1500 mg/H A 61.0% M O 2250 mg/ H #f 60.5%
Tholemi, ZOFRBRFHIE 14 AR <, BIEIGITZORE T L, 52/ L T
B LR OFBLEI G Ule o T, E72, IHEERHER O RIEIREBURE 13 8% 5-BH A
6 WATEIZ Lo 1=, WIESEBRE 582>\ TE, #5008 o®% 58 TH 5 500 mg/HEE
K O¥ 750 mg/ HBE T Mo 7243, 1500 mg/ A X 13 2250 mg/ A B CHID TIE L= w5 138
D HNT, MALEHERIZ E 2 R IEEIE X7 7 2R EE 0.0%, 750 mg/ H A 3.3%, 1500 mg/H
B 5.0%, 2250 mg/HRE 0.0% CTdho7-, LTeN-> T, ERAEHEL TH HMLEHER TN
NOBEGETHEWEIGTRIT 200, T ORBUIFITEGAMICRO Hiv, #lE%E
By REGVHOBRHERGRAZ <, £ W ESHERICE 2P IEEIE &V E O TIER
mole, BT A REITEKRZEWER & SNHHET v F— AORBLU, HRRER T
FRBO LN, OB LM L 272, AEERL L MinPelEsm n7
Z B ARRE 11 6, 750 mg/ HEE 14 41, 1500 mg/ H#E 25 i, 2250 mg/ HAE 1 il TR L 72235,
T v R—Y BT 5 L Bbh s X9 RERERITED bk s o,

72, BUKRA bRV S IR O KGR EIT 500~750 mg/H TH Y, AN EURED
fESEREIC B 2 BE40%C (MORE study) Ti&., 500 mg/H TG4 L. 12 » A% E T
G- EmDEHE N2 -T2 372 BT, 3 » H kSRR T HbA ¢ b &IE-1.0£1.1%, 12 %
ABIZBWTH-1.0£12%TH VD, A b I UHEERHT 500 mg/ H 12 L 2 HIEN#HLE S
T3 (53.6.11 2H),

P EZE#HBAELT, AEIOHFHES 1 B 500~1500 mg] &&E LT,
B, FBEOBBRICBWTRELZITo72kER. ARAID 2 BUFE R BE SRR B0

T, MEFFHE L LTO 1 B 500 mg OFMER NERHEIZ OV TG TE o7z &
Mo, AERNOHERF % 11 B 750~1500 mg] IZA® L7,
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(3) 1 BEREHAENHTEIRN

Y EZRMFRBR IR W T, 750 mg/H (BEAKGE A RV VERIE O 1 Aim &) ©
hRAA G372 B IZxE L 1500 mg/ H & 55 L72fES. HbA |« DK T 27887223, 1500 mg/
A THHERFZIRATA 74 o OIRRALRE 8] SUX TR (HbA ¢ @ 6.5%Ai) A =R L
HEIE TIPS T 50.0% (11/22) . SU FIPFRRET 3.3% (1/30) TH Y | LefEICfE
D72 WAL 1500 mg/ H 7 BRI A EIC K AMbE= > e — v odeEn#iff s, £z,
FH &SRR 2 BUBRIZ 3\ C b TR B AR EERCEI A 13, 1500 mg/ B E D BB TE T 69.8%,
SU AP HHIE T 50.5% CTh - 7=,

FEHEGRBRICB VT, ZaEROEMMEESBIE L 1500 mg/ H 7> 5B &3N3 & fH] i &
AT BBR T ITxE L 2250 mg/ H &2 4% 5- Lz, = OFEF, iP5 1500 mg/H ., 2250 mg/H
DOYEERFFIL, BIMPFERE TIX 1500 mg/H 62 1], 2250 mg/H 15 fil, SU AlOF L T 1500
mg/H 64 5], 2250 mg/ A 13 Il Toh -7z, HFG5-BAMGHTN b D ERALFHmRIZ 51T 5 HbAc 21k
Bk, BMBEE T 1500 mg/ H—1.23+0.61%, 2250 mg/ H—1.78x1.11%C& v . SU AIfFFH#
15T 1500 mg/ H—1.34+0.81%, 2250 mg/H—1.55£0.68% CdhH>7=, F7=. 1500 mg/Elzb%
2250 mg/ HIZHG R L 12 JA DL E# Gk S 7= Ol E 17 61, SU AIDFREE 15 il
WC, 2250 mg/ H # 5T O RALFAGREIZ 3317 5 HG &R H © D HbAc Z b &, @é&fé/ﬁf
—0.76£0.62%. SU A{F %15 T-0.68+0.46% & A EIZAL T L, 1500 mg/ H 7> 5 HE 3 3 &
W SN 5AICEBT D 2250 mg/ H OB EZNENTRD Hiviz,

ZARMEIZ OV TIL, 1500 mg/ H B, 2250 mg/ H BEOH EFHRORIE S IZZN LTI 86.1%

(329/382)., 90.7% (39/43) TH VY, KREEWVIEO bR o7, ERAHEEFGIL T
Fi, TRIHEER | FTh V| BB L 7oA HEFGORECEIELIC 1500 mg/ H#E L 2250 mg/
HEECEWI o7, £72. AT ¥ R—Y R FRBA L -o72, 728, 2250 mg/HEE
D 43 FIZI 1 B FHEE O EMEIL, BE5-BIAART 11.65£4.95 mg/dL Th o 7=DIZxF L, 54
WD 41 BOFEIMEIL 11.34£5.37 mg/dL TH Y . AH 2250 mg/ H #5512 X B FLEE D -
PHEDHINEFE® Hivie o To, ARMABERER T BAMEE CIEERO HALT . SU HIOFH#E
Tl 2250 mg/ HEET 23.8% (5/21) TIHBL Lo, B DEIEMEO K MFEE K I LFE
otz Zofh, R EREE RA2HEFRIIRO NN T,

Z OFERD B 1500 mg/ H 7> 5 2250 mg/ H ~DHE RSB &I S - gRE 2BV T
2250 mg/ HHAZHBIT 2 AN FRD Hiv, ZRMEICKE REIT o2 L, K
% 2250 mg/H £ CTHIRT 5 2 &1y Lol L7,

PlbEXY ., RElOKEHEEZ 1 H2250mg) ([ZRTE LT,

(4) BEERHE & LI-RERNL

AFIOBAGEFHEA 500 mg/ B & UL Z HV. 750 mg/ H &Y 1500 mg/ H % #ERr & &
L 7= BSOS Hatakiif ) OF 1500 mg/ H 2 #ERf i & L 750~2250 mg/ B I ZHE EHEATRE & L
7= R GRBR IS B W TARI O A M O e R S T,
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Fro, BUAAGRO A AR UHERBEO AL - A& T1 A& 500 mg LV BtA) . [HERr =
TR EZBE LN ORDD | EEESNTND, 2, BCKOUM CEOMEH EoEE
THIHEEERORBMGZ HIRH &M L, IR EMRE LN oHlET 5 L50
WEhTnd (16 3KV 4HEBR),

7RI, FERAZEATA BT 4 - Cldk, ROMpERE TRl 583D & O L,
:/FE—W%ﬁ%ﬁ LG, BEIZGE U CTHET D 2 E MRS T D, Rz,

It KERE PR 772 (ADA : American Diabetes Association) 3 NI ERM BE R 9372 (EASD :
European Association for the Study of Diabetes) 73 I:[r] CTAFE L7z 2 BUBEIRIGIRE T v Y X

DIZBNTH, A MRV I R O FHERE IOV TI—RBNIAT i 5 FHI O H &k

TE & [FERICAS BB OIRRNIR & AR S W B A HEE L TV 5,

PlbEZEEE 2, RAOHEL HERZBE LN OMEHEET 5] N misEx5
. BE LT,

ek, FEOBBETRE L AT oM R, THEEOREICL VEEHEET 5 IZFHs %
L7,
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3. ERALDIERVZEDRERM

AENDOFRIETIE ENTS 40 FLLEFEH ST D A R U TH 5, 7z,
WEAKGRD A N AV I IR O EOEEORHEIT. 4. BITEN (EXLEEMZER)
VSN OIE R ITETH D70, MHETIRIEL TV D AL E U DM DR &%t &
’ckiﬁ?ﬁ)%ﬂﬁﬂ@@ﬁﬁi@&a&@%@ SR A R L7z,

T

==3
=

AL E U OBE 250mg KA (F)
(2009 4 8 H. % 17 hi)

() (5]

HERAMRT ¥ F—v 2D 0 WVIHMRMBEZE | HERAMT > F—2 22T L0 d
BZITZendbs, ik A&, FHEDE| D,

EICFCRET D Z &, BT v R—L 2% LT VAT IR
ﬁbﬁw L, Uﬁ%J@E%%]
RS R RE TSREREE O H D BRE . Bl

i &“57%&”‘ ‘i nzﬂ;ﬁéﬁ (BB HE SO AT
PREEZ R T S EHEICHEGFHZ &,
(M), THEREANER], [SinE
~O¥h | DEZH)

BUEARL

BT o B = R 3 AR OB G HIT A AR U NERNICER LTS \ZH BT D E R R EIE
ﬁT%U\%®%ﬁK%LQT?A%&%K ﬁbt 7 v F— /Xﬂ%ﬁb@?w SAFIRIA & 72
% ATREPED @ WVBETEAE M OV OHIEIT, BIRRRERRTE . PR, (KMFRBICEDRE (DAE, FFRAA,
HIERYYE, 3 v 7)., ‘V®7»3~wﬁﬁf%ékﬁiéhfwé LizhoT, ZhbDfE %
HrickE L (Hz) oEZM) BETER 2 @ LEM LOERICRICREET 2 & o EEiE -~
&Il L7,

AFN OB T, BRI GE K ORS00 | IRIBEEZ SIS EZ LIZ<WeB 2z bbb, &
F DGR FIR AR TIRIMIEIE DO RN SN, WTih SURIFRABRIECORRTHY , BEDODL

DIE 7 < FMEE O B O ERCBIEME ORI ERITFB D S o 7o, 7o, HOROUKT SCE TS

TR ER LOEE S LTRILENERK s T D, S EARE 2, RFE2ZEE»SHBRL, THEH
FokE LEERS ) A EOER Z%%@%K%EEJTﬁﬁL®EE SAHEAEHQ)BFHTER )
KOt MER EoER 4RWEMOERZEIEM ) ISR L THEEMRES S Z & &Lk,

7P, FAHAOBRETRE L 2TV, BRERE SUINTHEERE O H 5 BE, mild 3, Frclmy > F
—VAQFEBR ) A7 PEOEE L LT, NEERE ) THEEQEANTER), TEimg ) (ISR
5L L, FROANBFEZEEICHERTOZ L L LT,



bRV IEFEIE

1.8 HAXEEE)

*k
ZIS 10N
AL E U OBE 250mg KA (F)
(2009 4 8 H. % 17 hi)
Foy=) AR

(KO EEITITHG LanZ &)
(WDRITRITIREED BE (BT v F—v A%
HZ LT, )
DILEET & N— 3 2 DOBFE
2)BREREREE (BEEELET) [Bigkck
T DAF OPE BT S, ]
NENTEE (EESENT 2 &) (Ao
ERFiT o8 TnNnH 5, ]
HIFREREREE [ Il 38 1) 2 FLER DAERE N
KF+5, ]
5)>a v T ARAE, DFEZE, MigEfere &
DGR, RIS EORBED H 5 H
K OV O OAKER F IfLAE % V09
wue [ILmepEAdrsm+ %, ]
6NBED T L a— ABRRE [FZ R 1T 55
M DORBEEME T+ 5, ]
TBEIRIE
8) ol &M% o> H 5k E
Ot [ [mlE~0&EE | OHEESHR]
Q)ESE b—3 A M DR 1 B S Ui
1 AU PR IF O FR A (RE DB R R S C b s

AN

LRSS ANAND
Q)EERYE, TRk, EERIMEDODH D
BE (RoFERFERCOmMBEEDa b e

—NVRRETH D, Fim, AWBTV F—v
REEZ LTV, )

DFEBARRIRAE, HLARKREE, =99RE, MT
EARMEREAN 2 OIRIBHER 2O BE (K
meErE-IBFNNndH 5, )

GV SUTIEIR LTV B ATREME D & 5 i A
( MiEhs, PEIR. RAME~OEY ] O
2]

OAFN DRy T 7T F A RBIEANH L
WSBUE DOREERE D & 5 B

(ROBFEIITBEE LN L)

(ORI RTIREEDBE (LT v F—v A%

Lt ]

DIB T > K— 2 DR

)RR DL oo B RERE E (B IRIC B 1T DR
FOPEM WD 5,  [EHEE 2 HARRTE
Bl 0mEEBR)

) EHTERE (EESENT 2 &Te) [Ev i
ERERTOIBENRH D, )

4V JE O RS BERE S (I 81T 2 FLER D
BENME T 5, [EEARLARWEE)
DIES M)

5Yya w7 DARE, DHFEZE, FFERRS L
MR, MERICEEDEEDH 5 BE
K ONE O, DB P 35 IfILAE & FE 097U Ik
He (SLEEPEE MM 5, )

6) i D T L 2 — VR T3 1T 5 %
fEDRBREME T T 5, )

NDILAE .. BACIREE NS S D T, M-
LOHBEEDDH HHBE

Q)EES b— A HER IR IE S 3 AT M,
1 BUpE PRI O B (@i, A AV 2k b
N EMAE O IENSETH D, ]

Q)EIEYIE, Fifraitk, BEERIMEOH D
BE (A AU VR X D S PR S
FNDOTARBNOE G T S22, F i,
HET S =3 252 LT, )

@) RBARIRAE, ALERIRAE, =99REE, T
EREEE R 2 N TRIBEHER 2D BRE K
miEEEZIBENARH D, ]

G)EIR SUTIEIR LTV B ATREME D & 5 i A
( M, pEls, RImE~o&KE ] O
%)

(OARFN DS T E 7T A RBIEAN 5 L
WSEUE DOBEIERED & 5 B

ZI~en

BEARAL

(1) DETNE) -
(1) 2). 3). 5). 6):

DB (DAE, FERAA,
LEXE LT,
1) 4 FAEFRICFBTRE N D720, kR

ANEUSBEDTBHANE EBEITRE LT,

SN SCHR R OEN O A L B DTG ENER RS2 D, LT v F—22an
FE LTV, UTFE & 72 5 iRt @ OB E R VB BHEIL. AR
BHIERYE, Ya v 7). BEOTLVa—LEBRTHLLEZONDZ &N

CTHERR BRI E

ERE CIIILBONBEDIK TIC L v LB oM

Page 14

FREN EH LA T > P A2 B 2820 5, FHERRIL, SRS, BT ¥ F— AN
FEBLLLT O UTRIA & 72 B A O @ WEBEIE R OCAPHE TH D LRESN TR Y, AL U 5Dl
A EOEEICBO T b IR E A SR E STV 5, Glucophage®? CCDS K OFKIN O If 3T
WS EEAR 2RI, KEORMSCECIHER LoEE & LU UFSEREOBRFITITR G 2RI 5 L)
IR SN TN 5, ZhoDZ Enn, 2 BUBERIEEFE SRR TId. 2 BE L O ERATET O AST
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(GOT) XiX ALT (GPT) DS#&HIEHSBIDFEHE FRRD 2.5 LA LD BE RN LE Lz, TORR, A
7 o F—=v 2OFRBUTR < . 2RO M FLEE O FEEIIER G-Rith TEITA LN hoTz, BLEXED | 1
FEOMRHHE TR SN D &5 2 DD EEOIFHRERE 2 2L 205 E L, £ LS ORFRERER S CI3E
AR AFHERE Z BRI 2 B RIS 532 Z L THEET > K=Y ZADRELY 27 OMHEIN e L B2 5
N EnS MERAEoEE 1EERS] & L,

(1)7):  ANEVEED TR RESHTWD TR, S0 5 BEE) (X, T, E%So s
IEIEED & 5 BE TIIHAIEIC L AT ¥ F—Y 2ORENES SN0, 1978 4 3 HICEERE
ELTORENS, LT > F—Y 2R LT WIREEE L TERICEF & h7z, —74. Glucophage®
? CCDS K OBRM OERAISCETIX THAKIE ] (3IBRICRESN TS0 THRESE] IERICRESINT
W, ZO, BKEOSRE, BARENES SIS TH, IREEOHBREOS HHBE ) 1T L
TEHARANZHEGTRETERNEBZ X, TRTOEKRBRIZBWTIEZDO L ) REF ZBRIMNIEE L THE
MiL7-, TR, AT Y F— RIHHE Lo, BbEXo, THKE, BKRENEEESNDT
Fl, EMEOFHBEEOH HBRE ) 2HE LT,

) :  BERIFZIETA BT A L WONTUTHEAGR SRR D AR TAI O RTEN A % B F 2 545 L7,

(3):  HAERRYYE, BREREED TN, SUIEBERIMEIL, ARV UEFHIC L AIMEE N EE L L,
B B RYERF XM P LR S ERT 5 Z E RSN TWD Z & FiFRToE AR, it o
PUESE 52 L0 BEERES BIC YL B AlREME N & D Z & |, BEE e SMEI I I IR BE O (K <o I
ICEDIRBBIREICD 2k, BTV =V RE2EBZITBITNNHDL I ENEHRE L,

) (Ml W, BHRE~0RYS ] OESH),

(B 12V T)

ANVECRRETIE, 1978 4E 3 A OTEHREIC L V|, Mg ITEET > R— A& 2 LT W0ikEEE L
THRICHRE SN Tz, BN OFATSCETIE TIGIC L » TEHBENME T T A TREME N H B 720, Eilnd T
BRI S E AR OB GEEZRE L, EHNRBHEOTMENMLETH D] £ LTNDHDOART, Hil
FHIIER TR, 72, KETYH NS X > TBEENME T2 /RN H 2 0 ¢, mlE CIdEE
WCHEZFHE L, @Y7 mpERE TIERA S o bR/ NHEEZ LT 5, FFIC 80 bl EORBF OLGAITIX
EHRICBHEEEZ T =2 Y 7 L, —RICEARHRZHE L TR SR, ] L SNTNSA, Bl &F
RRICHEE TR TR,

B PK LRGBS\ T, @S CIEIER B & RS U C Coa &L UV AUC 48 1359 60% _EH- K OME N
L. ty, DIER, ADTOREZ7 VT I UAKROR I VT 70 20D bR b, MERENS O A R
VI DWHERD D WVITBIRIESEE L, 7272 L, BHOREIIERIE OFEEEESHORE LY /&
<, BRI L A RRETIIRWEEBEZ b, F72, Chpu @ EFHX AUC)4s DN (X s —
WZRD BN D DT TR < BHEEMET LTV 2 HEEE OA TRRO LD ATEEMENRIB X iz 2 &)
5. FEE TH LN YIRS ER L D O BSIEOREE K& Z T D LB LN, 2Tk
PRI FRE ST 3B Tl BHEREME S O BE 2RO L CHE Lz, TOME, &ina (65 milb) of
ERG HEDAEFRLOFEFRICIDERT IEORBRE ST, ZEH 84.5%, 4.1%, 103%Th
SO L, EEEE L. TR 82.5%, 22%, 83% TH V., WIFNbIEmmE & X THL %
WERRO By o T, £z, LD EHE ORI OV T L ElE L IEEEE TEWVITRO bk h-o
Too BT, AW BAEEEAGRFIZ 351) 2 BEG-BRAARTA 5 D HbA | 21L& L 0 iR L2/ R. Wih o
THIEFEERE & R > b e — LB E L,

LU b o> [E PN G R SRR g e Ok DIRMSCEOREEZE L, [SEiE~0R 5] OB T, K
B O G-l &5-BRIER T ENIAIC B RE S 2 BT 5 72 E i ~OAFRE okt L CHEEE L b
T, BHEESIE TN R EARI OB IIERE CHo CHL AR H L, millE 4z (2 b [
ALorEE 1LEERE) CEFETLZEE LA,

CREARIREE, AUREE, =39IREE, M T IERAEIE R 2 IR HEER 20 BE 12OV T
FKEAR, HUERKE, BIREORE CIIEMORINARIC L 2IRMEORBZIL, M FEEEEASN
TR EREAR 2O BRE T a LTV — L OGUME FIZ L RIMEREORENR LD EEZLND I L,
ORI MERE FRIC LA EOREZFICHBENTWDE 2 &b, AEAIE 2R 26 FER EorE
IEEEE ) AR AL LT,

2B, (12, @) IOV TiE, FEOWETRE LE2{To7,

((1)2) B HREMRE BE IOV T)

A R AL S R AR TG S PR A N L CREB A O EERFICHE S D Z s, A b
B RS BSRERE R IR T A AT, A ML ORISR T B oo A R AR



ARTRILEVIE IR 1.8 R XEEE) Page 16

SURENBINL, BT Y RV A ERBT A ERIERE V. BN AL P EEOTRM CETIE, B
REREREH R E TR EEE L E O TR L SN TEY . Glucophage®? CCDS K UK DFf SCE TIIE
REENERE SNTVD, Ll 2 BEREEEFEGERBRTII, 7 L7 F= Ml B 13
mg/dL LA L, &Pk : 1.2 mg/dL LA EZERIN U CENE U725 R, fLBET ¥ F—Y A0RHIE2R < &R0
LIS O SEIME IR G-ai1% CEIXA DN o Tz, Fio, BHERIE T OEZED 1| > Th D HEERERAEE
i (eGFR) ZHIMH L, eGFR DEWIZ LA HFFL K ORIEM ORBEIG 2 M8 L2/, eGFR 2% 90
mL/min/1.73 m? AL 60 mL/min/1.73 m? BA_ 90 mL/min/1.73 m? 5Ri# . 30 mL/min/1.73 m? BA_E 60 mL/min/1.73
m® R Oy E M CHEF LR OREHORBREIGICRERBENIRD bR oTz, By,
AFNOHEMOIRTAEEIND EBZ OND THEED EOBHERERE] 2280IGE L., TREOBKE
REREE ) CITEMIMIC BRI« 2 FHEICR G T 52 L THRY v F— ZADFRBY 27 OfIN
REEEZ NI EnD A EOTEE LEERE) AR LT,

(4) REARRAE, HUEKRE, =IFIREE, M FEAEAERN2SUIRIBEKER 2O BHIZ OV T]

REANRIREE, HLEIRAE, RIFIRAE, MM FEAEKENEUIRIBHESAEOBE TIE, HE) TR
< ML EEEG) LT 2HERORRAR LM L2 &b, R ICRETDHI L E L
FERLEDIE 1.EERE

AL E U OBE 250mg AH (F)
(2009 4E 8 A, % 17 i)

LEERE (ROBFIFEEICKST 22 | LEEERS (ROBHFICITEEICREG TS5

&) &)

RIZEIT piREEDBE (BT ¥ F— 2 M | RIS % B X3k EE

WMERIMPEEZEZ TBEN1H 5,) (HAHH 2 FEIL, RFEREORE UK
(HOAHAIZ2 R FEIL, EFEREO AN E MmEEZE-ITBZN1H 5, ]

()1 LV i A GE Ef) Q) LWAFALES) (Kb 2 E Z SRz hn
(3)REYIE »Ho)

@ THEMER] (1), Q) ITRTEAE ot | QEEOBKERT (HLM7T v F— X &
ZTBENRSH D, EELRERWEE] ©
HB M)

(4R~ P DTS BERE S (AL T & R—
VAEEITEBENAD D, [EHERILAR
HEl DHEBR)

CVEYYE (AT v F—=Y A& EZ+TEZh
N D,

O)EnE ([Ela~0&K5 ] OESM]
(7) AR (OISR EA & ofFH (e
TYR—RAEEITBEALDD,)
@Y OB PRI S & Fe 5 o BE (THHAAE

A, TERZEVER] OESM)

TEFR L
1) : FHAREER, AFEIEOREDERE TIIEMOWINARIZL AEMEORZENNH B &
EIAONDZENLERE L,

Q): EKMEOBZENRHDLLEEZOLND I ENLRE LT,

4):  FETEICHETRE S D720, FFSRERE S CIXLBOHEOMK T X 0 AEE O M
BENEF LART V R—V A2 EZTBENRHD EZXLNDZENLEE LR,

B): HBT VRV RAEZRITEBENWRLDIEEZOND I ENLRTE LT,

6): —RICEEE TITE - FSRESENME T L TWA Z NS0T, B TSR T Ic X
DIBET v R—T RAEZRITEBENRDHDEEZOLND T ENDORE LT, B, BHRERTEZED 2
WIGEITE, AAlTEmE Cho ThEEEL ML, @imEs () »o A EOEE 1EE
B CEFTHILE L (BEORTERIL (FimEiconT) 2M1),

7): HBT7 V=T 2OBENRHDLLEEZLND I ENLRE LT,
®): fhofknmAERE FTAIOER EOEEORBENRICAEDLERTLEBEIELL,

s




ARTRILEVIE IR 1.8 R XEEE) Page 17

ZFs, HEEREITITT(1) AN BURER, ALERRE A BLAN 2 R B, RFHEIRE O SUIRIFRAE, ||

[(2) M FREEAHAENEIIRIERENE] ZB0E L, RERLE TREARIREE, HURIRE, AR
RHHEI, RFEREONE ITREIFIRE O BE TIIREYOWINAR RIZ X D EMED IS T, T AR
BEAENROEIBEEERNEDOBE TIEINTF Y —LOFWARIC L DEMEREOSZENRH L L EXD
NDZEMBRELTZ,] & LTWER, FEOWEEE TRE L 21T iR, DEEARIRE, HlARIEX
(TEPIRRE ) O T F RRRERE RN 2 M ORIEHERE A &) & MEEKRSG) 26 R [TEH L (IR
DEFERPEE)

FIo, FHEOWBETRELEIT /R, UTowmyER L,

(B)IZHWT)

THSEEELL EOBSRERSE | 2282 L Lz 2 Licfbv, MREOBMERE) 2% E Lz (125 o
ERILEE),

1|

(@iz>n\T)
THEDIHERERE] 2258 L2 Loy, HEERL) OMGE2 LIS H720ic, TEE~
AR OITHERERE S ) & ROdEfe L7,
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FRLEDEE 22FEELEANIE

AL Y 250mg
(2009 -8 H. & 17 hR)

AHI (%)

WENICEELIABT7Y F—L R EEN BN
DEMBPELZEZTZERNHHDOT, HFTIEE, H
B OEIRS T LTI EEICERE TS &
XWIHEETDH L, F2 BTV R—V AR
ORI Z BT A EEICHOWT, BE R NFDOF
BRI aMEsEsZ &,

)3 — FEEAZHOTHREZIT ) BEITBWT
W AFIOPERIC L R T v R—v A&7
ZEMH DO T, RERNIAS O G % —RFHIC
HIET 228 (L, BRAICKREZIT O LER
HDIGFAEERL ), I — REERIEE% 48 BT
AR O H 2R LW &, 72k, B5 M
I, BEFOREBICEET L &, (HAEEH]
DIEZR)

GYBEIRIR DR WT S ST L 7= B2k L C oo A
BEEET DL, BERFLIN btERE R - IR
BERE M BEPRIRIELL ORER (MRS IR . A

MFENICEELRIBT Y F—Y X BmEER %L
T ERHHOT, EAMEE. BEEOERE
WKHEFELTCWIBEFICEET S &L &ICEEET
HZb, F0 1T Y F— 3 2 ORISR R
WCRBT 2BV T, BEROZEDOFEEIC 5
WESEDLZ L,

Q)3 — FERAZHWTHRELZIT I BFIZBNT
W AFOPFRICE VBT > R— A% 2T
L NHDOT, MAERNIAA O G 2 I
HIET 528 (L, BRICHRELZT O LEN
HDOGEEERL), I— RIEEAIR 5% 48 BRI
AR OBEGZHE LW &, B, B5HEERE
Wik, BEOREBICEETL . (THEEH]
DIEBR)

CYBEREDH D BF TIHBIRICE T 2 AKI O
PEE 2N BD 9 5 ATREME S & 5 0 T, AHIF G- iT
EHAIC B HEEE (eGFR, My 7 L7 F = fE’e

PEARGH A HUIRIMSRER TS 28T 2EEN
HHLZELICHETDHI &,

@R IEH 52 CDRERFBIGEOEARTH IR F
Rk BRI A AT o 72 9 A TN AR+
DIRGEIZBRYZETDHZ L,

GV EET AT, PRI VB L, mBEHE, R
WS A EIMICIRE U, BAIODR & D, 2
BB 2GA5 L, OB A~
PO BEZEITHZ L,

OGO TIZ, BHEOMENRL 2555
BETIVLERSIGERDH Y | FI2BEORE
A BPSED A L VRN otz |
RS2 BERNHH0T, BREBIRE, (AE
O, MLBEFE, BYYEDFELEIZEED D 2,
W GABE O A&, B8, KA OBRINE I
Bionzl,

L) migEIHZ &, (RWEhRE] . TERRRREE]
DEZH)

(HIFHERERE & D & 2 BE TIIAFIRIC B T 2 1EE D
REBELME T4 % ATREMEN & 5 D T, AKE 5+
IEEMIRN TR EE & e85 = &, (THERARAE
DIAZR)

GBEIRIF DB WSS L 7= BRE 6 LT oA
HEET DI &, FERFUSMNC b MFERER - IR
PEBR IS BRI OSBRI . LR
BRERTE) 2T DRERD D ZLICHETD
&,

OEMITH 50 COFERFIREOEARTH LB F
SRk EERIEE AT o 12 ) X TR A A+
DIRGHICRBYEET L L,

(DEET 2551, VBX VB L, MpEE, R
% 2 EHIICIRAE L, EAIOBREHI O Z
ERFRH 3B E T, BN OIREIE~D
P02 2(TH 2 &,

@5 ORI, B HOLEN L e DA
WETOILERDILENH Y TTEEORE
A BYYEOARHEIC I VRN o2 |
TS ERDZBEDH LT, BFEIE, (AR
DR, MUBHE, BYYEDOHESIZREED ) 2,
WG O RIS, B h 8, FKAIOBRIRE I
BY5Z L,

FEARHL
M :
2 :
(3)~@®):
WEZZEITRE LT,

s

HEET & F— P A LRIBHER DRBITHE T RE L EARE LT,
AREN O EMEHOBLEN S, ANVE U EORRNEE BB ICRE LT,
FEIRBIBIEAA R A 2, L L CRFIOME EME A OB, D, AL E U DR
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B, QORUV@DICHONWTIE, BEOBBETRELEZITW., LT Y F—I AFH Y X7 DN E B EERE
Pt FHEREREE O B ISR T AR 2 Rl R E L EXRE LT,

ERALOEE 3AEER
AL E U YBE 250mg AHl (%)
(2009 4E 8 A, % 17 k)
Rk L AFNTIZE A R INT, RELEKD F FIRFIZHEES
o, (IEpEHE] OHEERM)
BEREE (PFRHICEETS L) BERTEE (PEHICEET 52 L)
JEHI 4 i A IR, FEFF - fElRIN - A4 BRARIEAR - FEF - fElRiN
8k FiE 7k
M| —FE|FHICED AL | BHEENKT | Q) I—FE|[FAICL Y FL | BEENKT
wH 7 v R—3 | L, &Ko wH 7 v F— | L, KEIOHEH
ARBEBITI|NETFTSZ ARBEBIT|IBETFTSZ
ERH D, EREBEZILHN ERH D, EREBEZILHN
3 — REEA | TVD. 3 — REEA | TV
EFHOTHRA EHWTHRE
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AL E U YBE 250mg AH (%)
(2009 4= 8 A. % 17 [k)
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AL E U YBE 250mg AH (%)
(2009 4= 8 A. % 17 [k)
HHN4 AR SER - HEST - fEbR N 7 HEHI4 % B ARSEAR - H&FT - fElR N 7
FE TR HE ik
BRER L @ B F 2{?4? g; ;E iﬁ DRAMAE Wi 5 R
7+ S | $K B M/E'\
%\AJI\ ﬁ)kﬂb\'ﬂ:ﬂa J7L =]
CEIEE | pnman+ 2 | KEEBAAIN
SNLE | b D, Bl FHEFEEAHO
#l 2EF AT | g bR
N I/\\ ‘JZ‘EL:J‘_{L;L; 75)‘ > ——C
AT | TR A XL —b\?{%“
z< T3 A & R | —
T 5% LEE
TS
Lo
A% E AR L
(y: PFAICE D BHEEREDRI L T D55, ARIOBRGIZL VBT v =22 R T8F0

BhHDHEBEZOLNDZENLREL,

Q&V3) : M EE 52 23K L OPFRIC LY . ARF O MmFER T~ VER 23R SUTIKE5 9 5 Arhe
PERDHH & oD mbERE TRIOMHE EOEEOFRHBNEEZBE L TRE L,

@) : AREOWHNFEMMHAEARR (AFT0) IZBWT, A FA U HERTHLVATF D
FHBREIITEEN R ON2 o b00, MFF A AL IVRBEF EF L., $72, B NEFENT
AR—F —BEF & FE ST TORFHIIBW T, RFNIFHBIICHEL L TWO 2 HET F4 ik
RDKNT U AR—H—To 5 hOCT (Human organic cation transporter) 2 247 L CHiit X5 2 EB3RD 5
iz bRV BRI TF A MWER 20T 256 RIE OFED T4 Ik RO & DEHIX
TIAHFEA O MAPIRE EFRBEZ 6N ENHRE LT,

FRLOEE 4.E14ER

AL E OB 250mg
(2009 4E 8 A, % 17 i)

AFH (%)

GBI LARR I 326 L 7= FE GRS @ 2002 4 1
A~20044F3 H) OFEHR. MIAEB] 1175 FilH 118 4
(10.0%) I BRI AR A B 2 G RIER RO 6
7o EREIERIZ. R84 (1.5%), WA 13 #
(1.1%) HTh o7z,

AH DR F T ORI BT, 640 fiH
409 5l (63.9%) (ZERARIRAAE R E & B LeRIEH A
BT, ERBEMERIZTH (40.9%) .
(152%) . BERAE (12.3%). 18 (10.5%) % T
b otz GREREE)

A hAIV S UIERRIESE RGEHR 500~750 mg/ H)
O T AERA GHEIIRT : 2002 £ 1 H ~2004 4
3 H) BV, 1175 FilH 118 il (10.0%) ITEER
MR 2 & TRIERARE® biviz, FeRfEM
W TR I8 E (1.5%) . X131 (1.1%) % Th

ST,

ol

FEARAL
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ARFNOEFRFRBR F O A v & P8E CFafi L7 i A RS (MORE study,

F3 1) ORERITIESERIE LI,

FRAT I 2002 A 1 H ~2004
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(MEXZEER
AL e M 250mg AHI ()
(2009 =8 A, % 17 hR)
(HEKRZEIEM (l)ﬁj(fotéljﬁiﬁﬁﬁb

1) FEET v F—3 A (BHEA)
T v F—r 2 (MHABED 5, i/
NE VB BRI pH OIRTHEZRT) 1T
FHRARDOZ ENZNOT, B, EH, .
THIE O B ER, B, TP, mrERED
FERDH S b= HaI2iE, BEbhickb 2z ik
L. RERBELRITI Z &, kB, LBET7T Y F—
VADFNPREWEAIZIE, R ORERS TR
EERFFOZ L HURIEEIT O 2 L, FRIC,
BB, B 5 R A BN U728 I ime 7
VR—UAREELLT VO TEET S &,
2) {RifpE (SEEAET)
E 7T F A R RFEAN T EEE D OBHEE O K ifn b
JENH LN EORENH LD T, BEFOWK
RBE OB L 2N b RT3, MR (9]
BN - BRSSO ZERER. BITEH) PR
DOENEEAICIF@EFE LY afFE2EEL, o-
TnarF—EHER (THLR—Z, KITY
A=A, 27U b—)) EOPFAIZ LY Ky
FERDRD HNTHAICIT T Koz &5+ S
Z&,
3) JIFHgRERESE . BE (BEEEARHD)
AST (GOT). ALT (GPT). ALP. v-GTP, t'V
NEVDOE LW EREE LS ITHREREE | FE N
HHbNDZ ENHDDT, BEL STV,
FAERERD ST SIS Ak L, e
WEEITS Z &,

1) HEE7 v R—T R (BHEARH)

7 v F—r R (M AEBEO L5, /e
NE VRO R K pH OIR TEERT) 1T
THRARDZ &EN%, IR BT 5 BRAE
Widkkx TH L2, BER, B, AT,
BT EDIERB A OND Z EREL. INHD
SERD B & DN AICITE BIC R G2 L,
VBERREZITIZ L, /B, BT F— A
DENB R Z WG EIZIL, ILEEORIER %517
DI LA U RNEEITH Z L, R, 55
IO, G B2 LB A ICIIHmE T v F—
VANEELRLT VO THEET S Z &,

2) fEifbE (1~5%A0)
BIFEFER S H SN D I ENHDEDOT, BE
DIRREE T BIR LN 6545, (RIMFEE
K COIEESR - Bk, S O, FITE)
NBDONTIEAIITEE T a a2 &RE L.
-7 N av X —ElHER (T INAR—R, KT
UR—2, I7U h—) EOFEHIC X KM
FER DSBS DNHAICITT FoMEL RS
HT &,

3) IFRgREREE . BH GBHEEARHED)

AST (GOT). ALT (GPT). ALP. v-GTP, t'V
BV OFE LW EREE LS IFRREREE  FIE A
HHLbNDLZENHLHDT, BELHHITITUV,
B SFRO SN EA TG Ak L, EE A
WE AT H Z &,

BEARAL
1):

HWET v R—L RFARFN OB ERICA MARA I U NERE LSBT BEFNN b A EER

BUWERCH D Z &, ANE VR OECKDORMN CEOMHE A EOEBEORBNEENORE L, £k,
WSSOk Ol S R R O G L B T o R — 3 2 OB IR/ R BIE 72 < L % < OSEH]C Ik
TV RV ADEMRKRFE2E L T EmESNTRY . ALE U BEOHREGEIERRS TH %55/
EHRT ¥ R— ZAOFBEIC IR EBEII A ON R0 oz, DLEX Y BT v R— 2034 L
KT VR OV TIXEERHIBR S 22 & HIW L7z,

2) ¢ EEEERBR T, AK|OFIME A TIMERIBHEIRIL L 2T b 0D, SU Al & AKI 200 Lz
AR IMIERE R 2365, L 7 T & L O FEFRITEE & OFF L7235 5 IS O R BUCHE TR &E L B AR E
L7,

3):  ERAREBRCITRCEER ERE & 70 B FRERE IS 2 BT O b e o T2 b DD, A RAFLR
UHERRIE AR R E ISRV T, RRBERAEE TE RV EB X O 5 EE R IFHERE, HHOENRSEZ
ZF AL E U NEETIE 2005 4E 7 A OFTEFREIC X 0 BINGL#E L7 Z & Glucophage®? CCDS 12 & D
TEAL (110,000 AK3w) ([CHBETDEIER & LT UFHRERS ) BRLlESh T D Z &2 E ARE LT,

ek, BEOBETRELEZITV., UTOX ) ICREEEELE,

DIZDWT

AL ECSBEDTRMSCE & RIS TR, B5RGIH, BEREAEN LZSAICELmT v F—2 %
BEALRLTVOTHEET LI L, it rLE L,

2NZDNT

o> A bas/b 3 B A BB U 7235 B ARIIME 23 38 8L L 72 & O 2 520F 'HEHO TR O BERIR
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R TE R L

ARFNOEERFRBR K N AL B g CHEME U766 FApGETRE FRAIR : 2002 4E 1 A ~2004 4E 3 H) oOff
BEAEH LZRWERRBREAICESE, 36U ETROONEERZTH Lz, /2. ZhETIC
A MRV B TS SHEERER LS B L Li-, 2B, /MRBAIE 1 61 (0.06%), % 9 FElIT 2
Bl (0.11%) TRDLNTZDOAHATHSTZN, ZNETORA PRI VERETHEESINTWEIHERTHD
ZEND 1%RMORWERE LR L, o, RUEGRBRCIEFRHENTOLESH TIEH DM, B X
IV By OFEHEORFA R DFBO b, AEFRE LT B2 I Bl B 1HITHRELZD
&, Glucophage®® CCDS K OWCKOUM SCETIE, BIEA UM FoEEIcRilsh Tnws Z L%
BL, ARIEIC TGEAICXY) X0 Bl 2d#fdd2& & LT,

2B, BX IV BT ARERICOW T, FEOBECTRE LAV, R TGEHAIZLY)
EXZ IV Bl ELTWeE I AR TeEX IV Bl (BEHIfEAICKY X 22 B, OWRIUARED
HobNDZERDD,)) L EEELE,

FRLOIE S55@HE~DOKRS

AL Y 250mg
(2009 - 8 H. & 17 hR)

AH (%)

BEBEAR TIZ & D AHI O PEitk Db FFHEEEIR I X

—RIC mlEE TR - IR ME T LTV S, B

minE Tl EHRRE. IR SR T LTV 2 L
D%, ATV F—v AR H 5 bhRLT VDT,

DABORBAEDE FBAMT > F—> A &b b

AN D Fe 5l $5-BRAGTE (3 AL B AE O IITHE

b3 < $T52LRHEDT, BIHEICITEREL

REZHRT 22 ETICBRE L 2 GHEIC RS

AR

TAHZ L, B, g2 LT F = U EBNERSFEN
ThHoTh, AEMIC L > TUTEBOBAENMET L
TWVWAEZERHLOT, EEICEFORELZELES
52 L, (RANTIZFE A ERFBENT, REAED
FERPICHEEEN D ((EYEhE) 0TS, F
= JIFEBE DR iz X W B O REHEENME T4 5, )

BEARAL

WA SIS D & | AFNIRZELAETERB> St En D (R ERE] OHEZM) Z L &iBRLT,

7o, AR OISO T2 KO M EOER

LIEE®RE ) BT A2E IV, REIZBWTIHE,

P55l S O G- B AR TR (3 EJHAD ISR - ITFRERE 2 TE RIS HERB 9~ 5 70 Uil & 140 1T BL48 L7 8 DIEE IS &
G422 L EBEL, FmlE~OARFRGIIF L THERRES 2 2 L& L,

B, FEOBETRELEZTo MR, MEZ L7 F = AMEIERIC X 2 HRAEOENC L » THE
EZTDHI LI ONWTHEEMENSMLE LB L, T2, g7 L7 F= U EREFHREANTH->TH,
FERIC X > TEEBEOBBENMET L TWAZENH L0 T, EEICHAEDRELZHBSRTS 2L, 2B

mTAZ e LT,

£, FEOBRT, TAAIIRAILETER Ot SN &2 TAAITIZE A ERF ST RE

LD EFIRPICHRE S LD ) ICREHENE L7,

FRALOEE

6.4%1%. EiR. RILBF~DEKE

AL UV 250mg
(2009 - 8 H. & 17 hR)

AH (%)

P A SUFAEAR L TV S W REPE D & 5 B NI IZ R 5
LignZ b, (B EBR CRAIZEMANHE SN T
BY, Flo EEIETHMBT VRV AR LYY

(DEfm TSR LT D "TREVED & 2t A IS 138
HLlignZ &, [@YER (F b, v¥F) T
RIA~DOBATARRO b TR Y . —ERO W R

v, ]

(7 v b)) THEFBMEHIBESA TS D, £
7oy HRIFEEE T V F— A I LT, )
QIRAF OIFEA~DBRE &S R0 ST RS
HIFEIRALETIESEA L, ([BER (T

v b)) THHAHF~OBITHRD LN TV S, )
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JERRHL

(1): EFEBRTHRIEBITHREOLN TS Z & R OIEIR L TWARREEO S D im AN E x5 e L
T-BRRBR & i L T2 & BERIAZIET A K74 VB W TR O MEEEIZIZA v A Y ik
PHREINTWDEZ ENLRE LT, o, AEOMEE, EWITHRT v F—r X2 LT E
TEHRAERTET A BT Z LR TEXRNn-o72720, YikB i IHIBRN 2 L Uiz,

2): BPFEBRTRA LI VOAFF~OBITRRO LN TWD Z & FHEEZ 3SR & LR
ZER L TWRNI & BCKORM SCEOM T EOREE CIIRIlimicdl+ 2 REEREEB L, FLPik
AT A MRV UEEBEORA T IEOWT NN ERET S LFEHEINTNDEZ LA BEXHE LT,

s

BB, FEOBBRTRELEZITV, ALEVSETRHEH L TWOEAHMERT BT 2 208720 &k LT
R L7 T35 CRTEERASHE SN TBY ., £/, HRITHBT ¥ R—2 A& LT, |
WZOWTIE, FLARHIBR ORISR 372 Ll L, (8 FESR (T v . U3X) THRE~OBITHRD
LNTEY, —HoBWFEER (7> ) THEABIEADHRE ST\, £io, 3BT v F— X
EFRILLTV, | s Tsz el L,

FREDEE 7/.IhRE~ADEES
AL E U OBE 250mg AH (F)
(2009 4 8 H. % 17 hi)
IRHAEREIR, FralR, $LIR, SIRSUI/NRISHR | RHAREIR, AR, LR, SR X3/hRIzx
B EVEIIMESL LTV, B LEEVEIIMESL LTV,

B ERR AL
IR s G & U T2 BE R AR BR 1T 3 L TV R W ORRE LT,

FRLDIE 8BERE

AL E U OBE 250mg AH (F)
(2009 4 8 H. % 17 hi)

R BT > = AR 2B, (TR [ ER:HBT7 > R—y AR RI5Z 0355, (TE

B OHEET > R—Y ZADIHEBM) ] OHET v R—Y ZADEBM)
g : 7Y R—Y ZADOMIE (REEKFET U U AR | E 7 R—V AOMIE (REEKET N Y T L5
) R GREIFIR) . Mg oY) TSR | R GREIFIIR) . BT DY)
TRAE ZAT 9 TRALVE ET O,
% EAR L

Glucophage®? CCDS K UM D RS SCED M ] _E D& T, %gif@&%gﬁ%wfﬁm%ﬁ%
LAV, AT ¥ R—V ANRBL L7z LR EIN TR Y | AFOBER S CRET & ERE LTI
7y R—Y 2R EL TS, KEORMCEDHEM LOEE TIL 50 g L Eo@EREICEID | Wk
Be5HIDOK 10%IARIMEE (KRR IIAR) . $932% THIET & F—3 AREH L L oRENTH S
Tn5, ¥/, IWTiLgﬁﬁfﬂMT/b VAERBLLIZEOWERH D, b EBE X, g
T R—=3 Ak U CRICIERRE T2 0 ERNH D LB IR E LT,
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FREDIE 9ERHALOIE

AL Y 250mg
(2009 -8 H. & 17 hR)

AHI (%)

FEHIAZ AR
PTP @2 OFKAL PTP v — F2>BHY L CTARA
THEOREST L L,

(PTP ¥ — N DFAHKIZ L U | BEWELA EB2NFE Hh
~HIA L, FICIEFRLEEZ L CHERIAR LD EE

AN ZZ AR
PTP @3 3AIL PTP > — RSB H Y L TR
THEORETHI L,

(PTP > — M OFEAKIZ L 0 | AEGLA R 23 B TE R
~HIAL, FIZIZFLEE D U CHERRA SO EE

RAEPHEZ DT D Z ERHE SN TVND,) REHERPFRT D Z ENMESNTWS, ]

EWN D PTP WA DHH|DOFLHNE =SB ITHRE LT,

FALEDEE 10.Z0MDEE

AL Y 250mg
(2009 4E 8 A, % 17 i)

WOETTFA RREH (Z=vANVI 1 H
100mg) % E WA L7256 Ak
DOE & Uil - & R FEEIC L DTN
HRIZED T OFRENH D, —FH. A bALI
VEIER AL S 2 BUEEIRFRFEIC R MMM L
Lo, BEREEZTHRE LEBEOHA L L
T LIS, FECEE GBI S & odE
B’dbH, Y
QEMBEEIZEIYEX I B, DRIREERSH S
ONHIERD D,

Q) AV IR O MERE TRl O G HICT v
AT UV EMERILER RS T A LT K
D, ARIMESE Z LT W EOHERS B,

AHl (%)

A AV U FRR OB TRl OB SFICT oY
T EMBERAER ARG T EICLD,
(RIMBEN L Z 0 oWV & OMIERDH 5,

1)UK Prospective Diabetes Study (UKPDS) Group: The
Lancet, 352: 854, 1998.
B EAR AL
URMAEDFRICSONT) A R Y TR H ILBERE FRIOR G HRICT oA T 3 AR R E
HEZRAL TS BEE TRIEORIANFEICE Do MEENTWEZ &, ALE U EORMNIE
DFeHE, Glucophage®® CCDS K& O O U SCEDHEH EOEEICBWTH T v VAT v v A i #
FREANIMAEZ ST S22 LW ERHINTWND Z L2 BE xR E LT,

(7 A T A MRV CORBBEICET 25O T AV E U SECORERIT,
1975 20 UGDP (University Group Diabetes Program) D¥(ZH-3 & Fe# S 7z, BAETIiX UGDP Okl
FERIIEHEEAMENE SN TV ZE RO HA FIA L THLIET AL LTHRASR T RNED
ATH B IFHIBRS 2 &pBT L7z, 72235, KETH Glucophage®® UGDP 12355 < INZ 23 Special Warning
TEIC R YOI ST 722y, 1999 FE1Z FDA ITFEHE OHIFRZ B T\ 5, £72, UGDP OfER D4
&L LT, UGDP & KX OfERM 1 54172 UKPDS (United Kingdom Prospective Diabetes Study) @ A k7
2 v ORHIEE BT 55 B A ST LT 28, UGDP ORI EE VS, ffF8C UKPDS Dit#i %
HIBR L 72,

(B% I v B,DE#ilconwT) M LTS
ARIEH M SHIBR LT,

4BITER QTOMOBIEM] ICRELLZZ &b
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1. JAN
— %A PR JAN) (X, UTFD LB Th D,
¥, FR184E3 A 31 BHAF FEAEFAFE 0331013 5 HFAEFHIME A [HASKE
JRJ7 D AR A ED BT D EIRSO— AT JAN) OB OWT) 12T
A ARG N Sz,

AAL © A MRV R
# 44 : Metformin Hydrochloride

2. INN
EEE—ix4 (INN) (X, LT &B0 ThH D,
metformin : WHO Drug Information, Vol.12, No.2, 1998, Recommended INN: List 40
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AlF2 15BICINE SN F-EFERDIANEZ FIBXFER

No IHJANZ 4, (14)55540) BIANZEA, (15)R554,)
1 Acrinol — Acrinol Hydrate
2 Aspoxicillin — Aspoxicillin Hydrate
3 Epinephrine — Adrenaline
4 Atropine Sulfate — Atropine Sulfate Hydrate
5 Aminophylline — Aminophylline Hydrate
6 Ampicillin - Ampicillin Hydrate
7 Ipratropium Bromide — Ipratropium Bromide Hydrate
8 Imipenem — Imipenem Hydrate
9 Ethylmorphine Hydrochloride — Ethylmorphine Hydrochloride Hydrate
10 Disodium Edetate — Disodium Edetate Hydrate
11 Enoxacin i Enoxacin Hydrate
12 Calcium Chloride — Calcium Chloride Hydrate
13 Oxycodone Hydrochloride — Oxycodone Hydrochloride Hydrate
14 Kainic Acid i Kainic Acid Hydrate
15 Caffeine — Caffeine Hydrate
16 Carbazochrome Sodium Sulfonate — Carbazochrome Sodium Sulfonate Hydrate
17 Carbidopa - Carbidopa Hydrate
18 Quinidine Sulfate — Quinidine Sulfate Hydrate
19 Quinine Hydrochloride — Quinine Hydrochloride Hydrate
20 Quinine Sulfate — Quinine Sulfate Hydrate
21 Citric Acid — Citric Acid Hydrate
22 Sodium Citrate — Sodium Citrate Hydrate
23 Calcium Gluconate - Calcium Gluconate Hydrate
24 Clocapramine Hydrochloride — Clocapramine Hydrochloride Hydrate
25 Cloxacillin Sodium — Cloxacillin Sodium Hydrate
26 Codeine Phosphate — Codeine Phosphate Hydrate
27 Sodium Acetate — Sodium Acetate Hydrate
28 Saccharin Sodium - Saccharin Sodium Hydrate
29 Dicloxacillin Sodium - Dicloxacillin Sodium Hydrate
30 Cyclophosphamide — Cyclophosphamide Hydrate
31 Cyproheptadine Hydrochloride — Cyproheptadine Hydrochloride Hydrate
32 Dilazep Hydrochloride — Dilazep Hydrochloride Hydrate
33 Suxamethonium Chloride — Suxamethonium Chloride Hydrate
34 Sucralfate - Sucralfate Hydrate
35 Scopolamine Hydrobromide — Scopolamine Hydrobromide Hydrate
36 Sultamicillin Tosilate — Sultamicillin Tosilate Hydrate
37 Sulpyrine — Sulpyrine Hydrate
38 Sulfamonomethoxine — Sulfamonomethoxine Hydrate
39 Chorionic Gonadotrophin — Human Chorionic Gonadotrophin
40 Cefepime Dihydrochloride - Cefepime Dihydrochloride Hydrate
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41 Cefcapene Pivoxil Hydrochloride Cefcapene Pivoxil Hydrochloride Hydrate
42 Ceftazidime Ceftazidime Hydrate

43 Ceftibuten Ceftibuten Hydrate

44 Ceftriaxone Sodium Ceftriaxone Sodium Hydrate

45 Cefminox Sodium Cefminox Sodium Hydrate

46 Cefroxadine Cefroxadine Hydrate

47 Cellulose Acetate Phthalate Cellacefate

48 Sodium Carbonate Sodium Carbonate Hydrate

49 Dantrolene Sodium Dantrolene Sodium Hydrate

50 Sodium Thiosulfate Sodium Thiosulfate Hydrate

51 Timepidium Bromide Timepidium Bromide Hydrate

52 Tubocurarine Chloride Tubocurarine Chloride Hydrochloride Hydrate
53 Dextromethorphan Hydrobromide Dextromethorphan Hydrobromide Hydrate
54 Doxapram Hydrochloride Doxapram Hydrochloride Hydrate

55 Doxycycline Hydrochloride Doxycycline Hydrochloride Hydrate
56 Todralazine Hydrochloride Todralazine Hydrochloride Hydrate
57 Trimetoquinol Hydrochloride Trimetoquinol Hydrochloride Hydrate
58 Calcium Lactate Calcium Lactate Hydrate

59 Lactose Lactose Hydrate

60 Noscapine Hydrochloride Noscapine Hydrochloride Hydrate

61 Calcium Para—aminosalicylate Calcium Para—aminosalicylate Hydrate
62 Sodium Picosulfate Sodium Picosulfate Hydrate

63 Hydrocotarnine Hydrochloride Hydrocotarnine Hydrochloride Hydrate
64 Hydroxypropylmethylcellulose Phthalate Hypromellose Phthalate

65 Pipemidic Acid Trihydrate Pipemidic Acid Hydrate

66 Piperazine Phosphate Piperazine Phosphate Hydrate

67 Faropenem Sodium Faropenem Sodium Hydrate

68 Procaterol Hydrochloride Procaterol Hydrochloride Hydrate

69 Protirelin Tartrate Protirelin Tartrate Hydrate

70 Berberine Chloride Berberine Chloride Hydrate

71 Fosfomycin Calcium Fosfomycin Calcium Hydrate

72 Formoterol Fumarate Formoterol Fumarate Hydrate

73 Maltose Maltose Hydrate

74 Methyldopa Methyldopa Hydrate

75 Mercaptopurine Mercaptopurine Hydrate

76 Meropenem Trihydrate Meropenem Hydrate

77 Morphine Hydrochloride Morphine Hydrochloride Hydrate

78 Zinc Sulfate Zinc Sulfate Hydrate

79 Aluminum Potassium Sulfate Aluminum Potassium Sulfate Hydrate
80 Ferrous Sulfate Ferrous Sulfate Hydrate
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81 Magnesium Sulfate — Magnesium Sulfate Hydrate

82 Lincomycin Hydrochloride — Lincomycin Hydrochloride Hydrate
83 Dibasic Calcium Phosphate — Dibasic Calcium Phosphate Hydrate
84 Dibasic Sodium Phosphate — Dibasic Sodium Phosphate Hydrate
85 Monobasic Calcium Phosphate — Monobasic Calcium Phosphate Hydrate
86 Levothyroxine Sodium - Levothyroxine Sodium Hydrate

87 Loxoprofen Sodium — Loxoprofen Sodium Hydrate

88 Hydroxypropylmethylcellulose2208

89 Hydroxypropylmethylcellulose2906 - Hypromellose§<

90 Hydroxypropylmethylcellulose2910
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Reprinted from WHO Chronicle, Vol, 23, No. 4, pp. 183-201

International Non-Proprietary Names
Jfor Pharmaceutical Preparations

In accordance with article 3 of the Pro-
cedure for the Selection of Recommended
International Non-Proprietary Names for
Pharmaceutical Preparations, notice is hereby
given that the following nmames are under
consideration by the World Health Organ-
ization as Proposed International Non-Pro-
prictary Names.

Comments on, or formal objections to, the

proposed names may be forwarded by any
person to the Pharmaceuticals unit of the
Waorld Health Organization within  four
months of the date of their publication in
the WHQO Chronicle.

The inclusion of a name in the lists of pro-
posed international non-proprietary names
does not imply any recommendation for the
use of the substance in medicine or pharmacy.

)

PROPOSED INTERNATIONAL NON-PROPRIETARY NAMES (Prop. LN.N.): LisT 21 2

Proposed Infernafional
Mon-Proprietary Name
(Latin, English)

acidum ellagicum
ellagic acid 5,10-dlone

C14 HIOI

]
0,

acidum yohimbicum

ychimbic acid CaoH24N20s

Chemical Name or Description,
Molecular and Graphic Formulae

2,3,7,8-tetrahydroxy[1]benzopyrano[5,4,3-cdel[1]benzopyran-
o. OH
asas
4]
HO B

17a-hydroxyyohimban-16e-carboxylic acid

15es Annex, p. 17.

* Other lists of proposed international non-proprietary names can be found in Chron Wid Hitk Org, 1953, 7, 299; 1954, 8, 216,

313; 1956, 10, 28; 1957, 11, 231; 1958, 12, 102; WHO Chronicle,
1963, 17, 389; 1564, 18, 433; 1965, 19, 446, 1968, 20, 216; 1967, 21

1959, 13, 105, 152, 1960, 14, 168, 244; 1961, 15, 314; 1962, 16, 385;
, 70, 478; 1968, 22, 112, 407.

Lists of recommended international non-praprietary names were published in Chron, WIid Hith Crg., 1955, %, 185: WHQO Chro-
nmicle, 1959, 13, 106, 463; 1962, 16, 101, 1965, 19, 165, 206, 249; 1966, 20, 421; 1967, 21, 518; 1968, 22, 463,



Praoposed Inlernational
MNon-Progristary Name
{Latin, Engliah)

mebalazinum
mebolazine

:

mesuprinum
mesuprine

metforminum
metfarmin

metolazanum
metalazane

Chemical Name or Descriplicn, '
Muolecular and Graphic Formulae
T

178-hydroxy-2a,17-dimethyl-5«-androstan-3-one azine
C‘z HGINZO2

-

Y
2’-hydroxy-5"-{1-hyd roxy—2—[(p-rhethnxyph ensthylyaminclpropyl)-
methanesulfonanilide
CioHzN20s8

NH—50, —CH,
HO
CHDH—TH—NH—CHZ—CHZO—OCHa
CH

1,1-dimethylblguanide
CIHH Ni

NH  NH
| I

(HaClyN ~C ~NH —C — NH,

7-chloro-1,2,3 4-tetrahydro-2-methyl-4-oxo-3-0-tolyl-
§-quinazolinesulfanamide
CreHiiCIN:Q:S

H
Cl N\I/CHa
HZN—OZSDin’N
0
HyC

I



WHO Drug Information, Vol. 12, No. 2, 1998 RECOMMENDED INN: List 40

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names
(Rec. INN): List 40

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. Wid Health Org., 1955,60,3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9)], the following names are selected as Recommended International
Nonproprietary Names. The inclusion of a name inthe lists of Recommended International Nonproprietary Names does
not imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-73) and Recommended (1-35) International Nonproprietary Names can be found in Cumula-
tive List No. 9, 1996.

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMENDEES
(DCI Rec): Liste 40

I est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org.
mond. Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9)] les dénominations ci-dessous sont
choisises parI'Organisation mondiale de la Santé entant que dénominations communes interationales recommandées.
Linclusion d’une dénomination dans les listes de DCI recommandées n’implique aucune recommandation en vue de
I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-73) et recommandées (1-
35) dans la Liste récapitulative No. 9, 1996.

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS
(DCI Rec.): Lista 40

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccién de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucion
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9)], se comunica por el presente anuncio que fas denominaciones que
acontinuacion se expresan hansido seleccionadas como Denominaciones Comunes Internacionales Recomendadas.
La inclusién de una denominacion en las listas de las Denominaciones Comunes Recomendadas no supone
recomendacion alguna en favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-73) y Recomendadas (1-35) se encuentran
reunidas en Cumulative List No. 9, 1996.
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mespiperonum ('C)
mespiperone (11C)

mespipérone ('C)

mespiperona (11C)

metforminum
metformin

metformine

metformina

mianserinum
mianserin

miansérine

mianserina

C12H18CINO2
H OH
\ H CH3
CH3
CH
HO cl 8

8-[3-(p-fluorobenzoylpropyl]-3-[''C]methyl-1-phenyl-1,3,8-triazaspiro[4.5]decan-
4-one

8-[4-(4-fluorophényl)-4-oxobutyl]-3-[''C]méthyl-1-phényl-1,3,8-
triazaspiro[4.5)décan-4-one

8-[3-(p-fluorobenzail)propil]-3-['!C]metil- 1-fenil-1,3,8-triazaspiro[4.5]decan-4-ona
Cas['1C]H28FN3O2

1,1-dimethylbiguanide
1,1-diméthylbiguanide
1,1-dimetilbiguanida

CaH11Ns
NH NH
CH
oA CHs
H )

CH3

1,2,3,4,10,14b-hexahydro-2-methyldibenzolc, fipyrazino[1,2-alazepine

(14bAS)-2-méthyl-1,2,3,4,10,14b-hexahydrodibenzo[c, pyrazino[1,2-
alazépine

1,2,3,4,10,14b-hexahidro-2-metildibenzo[c, flpirazino[1,2-alazepina
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