
llilllll SANoFlri

-.i.caid ?blei.onBins ilmg \ldo.min Hvdrcchloride BP

E.h lRDblet conain! lmm8 Medomin Hrd.trhlonde USC

ii",i",,,. nt".,n*1. 5 5o{l! ard i.DrrDr'i! ioirbed ilom lic saxroLilenlna lrid Lh'

.rtroi rhuLr;nl', lrl i1r!rirafri!d-'ir'ril|lirlrrr[rL] t(': n'!'i-r' r'! i'

fi:: : r_ :_: r:.rj' !r if ld on

lh,. nrrf !1 for mrtforNn 15 ln lhe lr"il'lenl i! lrbFF' Jdlr$ rvF I 
'ioe'iirv 

sh'' lhr!

,,,,, .,l-nJil,:.. r ijif, lrr rlr : rri:i 'i:l

Ifuii *minaiota in @le sfrh ary todinon M 
'oud 

iffi tu il d ld' adtus

ruqnq A* f*tnine l$ls ow 1s rmdA dsqh tis ; an atilq limil)' lun8

4[ ]6 5o r** ued railurc has bns kn @dM a (dhMdtb Id m€ftmio uf,'

imu **rt ,*il ffi medmin lo h fie mlv antHiaM( dry mt ashtd
ffi hm io @leffi hBrthiluE.

* .* **t p,.mr ;a€ dd ot mdmin a5 lad( dd; Sb mmplidon h wry a'e ard

sr mna o rc *t imFird lkr or kdnq fudion fren{omin' anoihtr bisanide' wa

mJ* rc* A * il'@d 6l ol ladr acidw5 {up to m Gr! Er million paiienr FdE)

Hffi. domin 6 uls tun phenlomin, ad lhe rtsk ol dw€loping lao( dod0{5 r' nol rnsedw

bylhem€didionsolongastrEnolpreribedloknownhigh rLkSoups'

ne mct ommon *wre *ted ol metformln ts 8a*rcinteninal ups€t, includiiS diarrhea oamp!

""rt"","r.tiry*a 
l*"*"d fhtulen.ei metlormln k more 

'ommonlvasociated 
with Sanrointefnzl

ria" "itc. 
t*"ron tm, rntid;betk druss Lr a dinka lrial of 286 subieft, 53 2% o{ the 141 who

*.. sir"" ..4k.*" mefiormln (as opposed io pla'ebo) reported diarhea' ve6us 1l'7% for
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Doieard Admintsiration
Therc t no flx€d dosage regimen for the managemeilol hvpeBllcemia ir pal ent wlth rype_2 diabdes

wtn motrmh u anv oner pharma.olost agent Dosage ol metlomln mu* be individualized on the

baah olblh diediveres and toleran.e. while not exceedins the maximum re'ommefded dai v doses

ill,*,i,,m *-*motl daily dose of mefiormln [ 255oms !n adulb and 2000mg in pedbtk

patients{lor6yea6ofage)lthemaximumrecommendeddailvdoseofmetlormin nadultsb2000m8'

Meiform n should be 8ilen ln dlvded doses with meats whi e metlorm n should Seneml Y be given oice

l.liv *lt t" **ni .*t MeHormin should be {arted at a low dose' with sraduaL dose e(dation'

Ooril io redu." gxtont"rlnl side effcdsand to permitideilil 
'rllon 

ofthe minimum dose requned lor



rdqualegkemk coni.ol ol the palient.

During ireatment iniiialion znd dose ttraiion Ianing plasma Slucose should be lsed to determinelhe

theapeuti. response to metrormin and identilv the mlnimum efiedive dose lor the patieit' Thereaftei

glycorylated hemoglobin shoujd be meas!rcd at intervah of approximdelv lhree monihs The

ih;rapeuticsoalsh;uldbetodetreasebothfa$inspasmaslucoseandsLvcosvatedhemoslobin evels

to normal or near normal by using the lowen effedive dose of mefiormii, eilher when used as

monotheEpy orln cohbination with su fonvlurea orinsu in

Moriloring ol blood SLu.ose afd gly.oryhled h€moglobii wll aho pem t deledion of primarY {aiLure

i.e., inadquae loweilns oJ blood slucose at the maxlmum rccommended dose ol medcdion' aid

secondary {ailure, i.e, ;ss of an adequate blood slucose loweins respoise after an lnitlal peiod ol

Shoftrerm adminbtation meformin mav be sufttent durins ptriods ol tansknt los of conrol in

palenr\ .\Ldl y$"1 .on.,ohd o d e donp

\l€Jor:r :ab'* 4trn k srlallowd sho e and never oushed or .hewed O.cational v the inadlve
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Recommend€d Dolinq ldedule
Adub ngeneral,dintalysisnlfrcanlresponsesarenots€eialdosesbeowr500mgperdavHowelei
a ower recommended *afrins dose and Sraduallv incealed dosage s advbed to minimlze

Ba{rointeninal rymptoms.

The usua naunS dof ol mefiomin hydroch oride tableb k 500m9 tujc€ a dav or 850m9 on'e a d'v
given with meats. DoeSe increases sholld be made in in.remenb of 500ms weeklv or 850m8 €verv 2

;eeb, up to a total ol 200omg per dav given in dlvided dosq Patierb cai ako be lltaled irom 500m9

tute a iay to 850mgtute a day after 2 we€b. For those palient requir ng additional 8v'emic coilrol

ma! b€ gilen to a m;x mum daily dose o{ 2550mg per dav Doses abov€ 2000m9 mav be betertolerated

sive. threelimesa daywith meah

The usual iatingdoseof metromln hydroch oride e*ended_releasetableb k 500mgon.edailvwiih the

evenlng meal. Dasage iicreasg should be made in incremeits ol 5o0mg weeklv up lo a maximum oJ

2o00mg once daily with ihe evening m€a. lf glv.emk conirol ts noi achleved on GLUCoPHACE XR

(mefio;ln hydro.hloride) 2oooms once dai v, a tial ol 6LUcoPHAGE XR looomstwice dailv should be

;onsidered. lt hiSher dos€s ol mefiomir are .equircd, GLUCoPHAGE (metlormir hvdrochloride) should

k ud ai lotal dall! dos6 up lo z55omgadminBtercd in divided dallv doses, as de(ilbed above

HAfi6 - fte llsl sdng dre of Meflomin L 5mmg Mce a dav 8tuen with maL DNge

inca56 should be made in incremenb of 500mgweeklv up lo a mdmum of ?000ms per dav given in

divided doses. gfetyand eff€dlvenes of mdformidin pediatic patient have not been enablkhed

When ran*etring patienb from nandard oral hypogycemt rSent other than chlorpropamide to

meformin, no ilansii on period 8€neral y t nece$arr When ran{eiiing patients lrom chlorpropamide,

caG should be €xer.tsed during the fi6t two weeks because of lhe proonsed relention of

.hlorprcpamide ln the body Lerdinslo overapping drug €fieds and posible hvpoglvceni,

(otrcomiianl metrormin and Oral sulfonylureaTheEpv in Adult PalienB

f patients have nol respond€d to four week oi the maiimum dose of metlormin monothenpv

consldeEtion shoold begiven 10 endual addition of an oral s!l{onvluH whi econlinuing met'omin at

the maximum dose, €len il priorprimaryorse.ordarv,ailureloa sulfonvlurea hasoccutred clinlol and

pharmacokinett drus'drug interadion data are .urentlY availab e onlv {or medormln plus Svburde

\tth con.omitant mdomin and sulfonylurea therapv the dglred conto ol blood glu.ose mav be

dbind by adjdifls rhe dor oI eO drus Hoterer, atempa should be made P identiiY lhe

minimum dediw dose of each dru8f,o a.hise this goal. Wth conomibnt mdomin and sulfonvlurca

iheEpy the rhk of hyposly.emia a$ociated with sulfonylurea thempv.ontinues and mav be inseased.

Appropriate prc Gutions shbuld be bken lf patienb have not satit'adori Y r€sponded to one to three

moithso{ con.onitanltherapywith the maximum doseol mefiormin andthe maximum dose of an oral

sulforylurea, considertherapeurk alt€matlves ln. udinS lwitching to lnsulin with or without medormin.

(oncomibnt Medormin and lnsulin Therapy in adrlt Patients

The cuireni insulin dose sho!ld be continued upon initiation o{ metformin therapv M€tformin therapv

should be iniliated at s0om8 on.e dally ir patlenb on insulin theapv For pdienh not responding

adequatelx the dose of metfo.min should be increas€d by 500m8 after approximilelv I week and bv

500rc every w€ek thereafter until adequate sly.emk contiol ts a.hievd. The maximum recommended

dailydose ts250omglor met'ormin. lt L re.ommendd thattheinsulin do* bed(reased bv 1@1025%

when faning plasma glu.ose.on.entaiions de(ease to l€ts lhan 120m8/dL in panenE re.eivin8

conomih.t insulin a.d metomin. Funher adiunment should be individual;d bad on glucose_

Spe.ffi (Paiient Populdons
Meilormin ts not recommended for use in prcsanq Metformin ts not Hommended in pdienb below

the a8e of 1Q yeaE. Melformln is @tEqqoEerdgli! pedhift palielE (belowthe rSe of 17 vead.

The inilial and maintnance dotingof meflormin sholld be conseryative i. palientswth advancd a8e,

due to the potenlial lor de.reased renal tundion in thts popularion Anv doeSe adiunment shosld be

bad on a Greful asgement of enal lundion Generally eldedv debililaled. and malnourished

pariens should noi k litratd to the maximum dof o, meflormin MonnonnS ol enal lundion ts

nftmry toaid in prcvention of ladica.idost. Fdiolady in the eldedy

A €view of intentionil and a..idenb! medormin overdlB repond b Potson.ontol centetr over a 5_

year perid found that seious advere flenb were Ere. though eldedv patienh appeared to be at

sors JtsL lntenlionaloverdoje, with up tq 6.38![.09t10rri! hlve been rqpgEd i! lle-mqqiqgL
Itenture the maior potentially i{e threatening complkation of m€tlormii overdor I lacl ( acidost.

Treahenl ol metormin ovedose ts generally slppofrive, bui maY ndude sodlum bicaftonde to

addr€$ addosaand nrndard hemodialF8 or.ontiiuousvenGvenous hemofiltation to rapidlv remove

medormin and coiied acidosL.

Drug lnteEdont
The H2iseptoranbgonkt cim€tidine GUs6 an inoeas !n the plasma con.entntion of medomin, bv

redudng clearance ol medormin by the kidneF; both met'omin and clmdidine are deared frcm the

, bodv b;ubular setretion ,"!d-&![Ii&c1",-rY1,!l!1!!!((qo!ErylEcqq!o|]1qf-.]!etidine mal .l--;;;i;ffi 
;;@n m;fi;G A;ali ffi ril-m-, .ffi d'tuii-rMilhe anri biotk 
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.elalerin to a so inoease mefiom n .on.entaliois bv a t mllar me.hanhmi lheorcticl v, other mtiont
medkations may prodtce the same efied

\o,Fin a cool lbplow 2q0() drd ory PL.F. P,otsn tor .'8 "

Metsa 500m8 iablet: lo x l0! tablet in alu-plc blLt€r pack

Mee s5OmS tablet: 5x lO s tablel in alu pv. blkter pack.

MeEa xR 5oomglabler: 5 x r0 s tab el in a u pv. blLter pack.

Metsa xR r000mg tablerr I x 10\iablet in alu pv. bLiner pack.
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