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Metformin STELLA 1000 mg

Tén thude
Metformin STELLA 1000 ing
Céc diu hidu lwe ¥ va khuyén cdo khi ding thudc
4 xa Bm tay tré em
Boc ki hieéng dan sir dung trude khi dang
Thanh phiin £&ng thirc thude
Thanh phin fioat chdl:
Metformin hydrochioride
Thanh phiin 4 duge:
Natri carbexymethytceliulose, hypromellose 4000 cps, hypromeliose 6 cps, magnesi stearat.
Dang bao ché
Vién nén phong thich kéo daj. -
Vian pén Rinh oval, miu wéng, hal mat khom, mit mt khde “1G", mot mat ton.
Chi dinh
DB trj bénh dai thao dudmg & nguel 16n typ 2, Jac bigt & bénh nhin thira cdn, khi ché G5
n kigng va tap thé dyc don thuan khdng thé kidm soat nBing 48 durirng huyét thda dang.
Metformin ¢4 thé sl tdung don tr hodic két hop voi thudc trj ¢ai thao dwdmg dang utng khéc
hoZe véi instilin,
Cach diung, lidgu ding
Ciéch ding
Metformin STELLA 1000 mg duge sif dyng béng dudng udng cling véi bla &n holic sau
khi &n.
Lidu diing
Ligu khuyén cao: {iBu khivl dau d5i voi bénh nhan dang khﬂng SiF dl.mg metformin 1a
500 mg, 1 [An/ingdy, ding dudng uéng. NEu bénh nhan khang gap phan ¢ng cd hai dudmg
fiéu hoa va can phéi ting Heu thi c6 thé ding thém S0C ma sau méi khoang thiv gian digu
tj tlr 1 - 2 tuln, Lidu ding cla metformin c2n dugce cdn nhdc digu chinh tEn tng bénh
nhan cy the dua trén hidu gua va o8 dung nap cia bénh nhan va khng wieat gud 580 15
da duge khuySn cao i3 2000 mg/ngay.
Do i figu va két hop var cée thudc tf dai thée dudmg dang udng khde:
Nén udng Meatformin STELLA 1000 mg 1 [Aningdy vao blva an t8i & DBu khuyén cdo 16 da
2 viEningay.
Metformin STELLA 1000 mg dirgre ding nhwe 1A mdt lidu phap doy il cho bénh nhan dang
diBu trj v&i metformin hydrochioride 1000 mg hoic 2000 mg. Khi chuyén abi, Bu hang
ngdy clia vién nén metformin phéng thich kéo dat nén trong deeng vot BBu hang npay clia
metformin hydrochloride higén dang ding.
& bénh nhan ¢é didy tj véi metiormin hydrochloride & liga wén 2000 me/ngay, khing
khuyan cdo chuyén sang ding vién nén metfarmin phéng thich kéo dai.
B6i v bénh nhan md ding metformin hydrochioride: Ligu kht dau thang thudng ola
vién nén metformin phéng thich kéo dai 34 500 myg x 1 Bningay (dlng ché phim khac phi
hep v JiBw néy) vao bika &n t6i, Sau 10 - 15 ngay, nén §igu chinh figu dya vao két qua do
dudrhg huyét. Vige thng {Eu tir tir o the cal thién kha niing dung nap qua dirtng téu hoa,
Néu khong kidm sodt durge dirdng huyét khi dung vién nén metformin phdng thich kéo dal
1 {an/ngay & lidu t5i da 2000 mo/ngay, nén xem x&t ché 44 1By 2 lanngay {1 vign Metformin
STELLA 1000 mg x 2 lanigay), ca hal lBu ding edng voi thike &n vao cie biva &n séng va
tdi. NEu vBn khing kiém sat dwgc dréng huyét, bénh nhan c6 thé chuygn sang vién nén
metiormin thdng thuéng voi lidu i da 1& 3000 mg/ngdy.
Trong tnring hop ehuydn Hr thudc i ¢éi théo duirng dang udng khde: Nen bt dau didu chinh
ligu vai vién nén metformin 500 mg phdng thich kéo dai (ding chd phim khic phi hop vl
fiBu nay) tnrdre khi chuyén sang Metformin STELLA 1600 mg nhu da chi dinh & #én.
K&t hop vl insufin: C6 the diing liéu phap phéi hop metfarmin hydrachloride va Insulin d&
kiém soat dudrng huyét 16t hon, Lidu khdi dau thang thudmg cda vign nén metformin phong
thich kéo dai 4 500 my x 1 Endngay {(ding ché phim khac phi hop vl iu ndy) vae bira
An 151, cdn gy insulin Gwoc digu chinh diva vao két qua do dwdng huyst. Sau khi didu chink
[iBu, nén xem xét chuydn sang ding Metformin STELLA 1000 mg.
Ngudi cao tudi: Do & ngudi cao wdi chife ndng thin gidm, nén digu chinh EBu metformin
dya trén chire ndng than, Can danh gia thwing xuyén chire niing than,
Tré em; Khdng ed d0 18u, khang nén ding vign nén matformin phong thich kdo dai cho rd em,
Khuyén cdo st dung thudc trén bEnf nhan suy than:
Bénh gid chire ning thin twde khi khiv d&u diBu tr] véi metformin va danh gid dinh kg sau 44,
Chiang cht dinh metformin trén bénh nhén cf eGFR dudi 30 mLiphdt/1,73 m?.
Khéng khuyén céo khdrl Gau digu trj véi metformin & bénh nhin o6 @GFR ném trong khoang
30 - 45 mL/phitd, 73 m?,
& b&nh nhin dang s dung metformin va c6 eGFR giam xudng dudi 45 mLfphitl, 73 m?,
G4nh gid nguy co - lgd feh khi tiép tuc diu trf.
Naoirng siv dung metfermin néy bénh nhan e6 8GR gidm xudng dudi 30 mUghiy1,73 m?
{xem muc Ching chi dinh; Canfi bdo va than trong kit dung thudc].
Nglmg str dyung metformin kil e hign xét nghiém chan dodn hint anh cd st dung thude
©an quang chika iod:
Trén nhling hénh nhan o6 eGFR ném treng khodng tir 30 - 60 mLUph(tf1, 73 m? trén nhirng
bénh phan ed tEn si bénh B vB gan, nghién negu hode suy tim, hade tén phiing bénh
nhan s& sir dyng thudc can quang chifa iod qua dwdng dong mach, nglmg metformin
trrirc hodc tai thed d18m thiee hidn xat nghigém chin dodn hinh anh oo sir dung thufic can
quang chifa iod. ©4nh gid lai chi <6 @GFR sau khi chi$u chup 48 gid, sir dyng lal metformin
néu chire niing than dn dinh xem myc Cdnh bdo va than irong ki diing thudc).
Chéng chi dinh
BEnh nthan 44 co t&n str qua mén v&i metformin hodic bat kY t& dwrge ndo clia thudc,
Bénh nhan cd rang thi dj héa cdp tinh, nhigm kisdn, chin thuong (P durgre didu i dai
thio dudng bang insufin).
GH#Am chiec nang than do bénh thén, hodc 78t loan chire ndng than (creatinin huyét thanh
21,5 mg/d! & nam gidi, hede 2 1,4 meidi & phy k), huax: 6 thé do nhl}ng tinh trang bénh
I¥ shur wyy tim magoh, nhii mau o §m cap tinh va nhiém khuén huyét gay nén,
Bénh nhan suy than nding (RCFR dudi 30 mLfphdtl,73 m?) fxem mie Canft bdo va thdn
trong khi dang thuda].
Bénh nhdn toan chuyén héa cép tinh hodc man tinh, bao gbm ¢ rniBm toan ceton do dal
théo durdrng,
Bénh gan nang, bénh m mach ning, bénh hd hap ndng véi glaim oxygen huyét,
Suy tim sung huyét, trgy tim mach, nhdi mau co tim cip tinh, |
Aenh ohdi Hidu oxygen man tbh.
Nhidm khudn ning, nhidm khudn huyé[
Ahirng trugng hop mét bu chuyén hoa cdp tinh, vi dy rhirmg tardng hop nhiém khudn
hodc hoai th.
Mg mang thai (phai didu tr hing insulin, khang diing metforminy.
Phidl ngizng tam thel metformin cho bérh nhan chidu chup X quang c6 ém cac chit can
quang ¢t iod vi sit dung nhling chit ndy 6 thd dnh hudng c&p tihh chire néng than.
Heal thi, nghién regu, thigu dinh dirdng.
Canh béo va thin trong khi ding thudc
NEfEm toar lattic:
Qué trinh gidm sat hiu mal di ghi nhan phimg ca nhigm toan factic Bén quan dén
metfarmin, bao gbm €2 treéng herp (@ vong, giam thin nhist, tut huyét ap, lean nhip chadm
kéo di. Kh&i phét cla tinh trang phidm toan acid lactic lisn quan dén metformin thedng
khang dé phat hign, kém theo cac tldu chimg khong dién hinh nhir khé chiu, dau co, suy
nd nép‘ lo me va dau bung. Nhifm toan acid lactic lign quan d8n metforrin Guge dic treng
béng nnng 48 laclat ting 1&n trong mau {> 5 mmolL), khoang tréng anicn (khong cd bang
chitng clia keto nigu hodc keto mau), ting by 1€ lactatfpyruvat va nbing ¢ metformin huyét
wong néi chung téng > 5 pofmt.
Yéu I3 hguy o cla nhiBm toan acld lactic §&n quan dén ietfortin bao gdm suy than, siv
dyng dang thiv vl mt 56 thudc nhat dinh (vi du cac chat ie ché carbonic anhydrase nhir
topiramat), tir 65 tudi trév 18n, £f twec hidn chifu chyp st dung thudc can quang, phiu thuat
v thye hign cée thl thut khac, tinh trang gidm oxy hit vao (v du suy Im sung huyst cip),
udng nhigu regry va suy gan.
Céc bign phép gidm thiu nguy oo vit x0r tf nhiém toan acld lactic iign guan 4én metformin
& nhém bénh nhén cd nguy ¢o cao duge tinh bay chi tiét trong t hirdng dan s dung
thudc (mic Cach dﬂ'ng, fidu diing; Ching chl dink; Canh bido v thin irong lchi ding thude;
Tuong téde, fuong ky cda thudc).
Néu hohi nger o6 toan faetic én quan dén metlormin, nén nglmg si dl,mg metformin,
shanh chéng dua bianh nhan d&n bénh vign va tién hanh cde bién phap ¥ tf. O nhitng
bénh nhan da didu tr v&I metformin, da duec chdn dodn toan lactic hodc nghi ng® o kha
ndng cao bi toan lactic, khuyEn cdo nhanh ching loc mAu &€ diBu chinh tinh trang nhiém
toan v lnai bd phan metformin 44 b tich iy {metformin hydrochleride 6 thé thdm téch
dwge v dg thanh thad 170 mi/phiit trong diBu kién huyEt dng e 15Y). Loc mau cé thé
iam ddo nguroc {riéu chieng va hii phuc.

Hieéng dan che banh nhan va ngedi nha ve cAc tidu chitng eda toan lactic va ndu nhitng

rigu chung ndy xay ra, cin ngirng thufc va bao cdo nhiing trigu chung nay cho bae &T.

B véi mai yéu 13 tam ting nguy <o nhidm toan lactic #én guan dén metformin, nhitng

%huyén céo nham gilip gidm thifu nguy co va x{r tf Ynh trang toan lactic §én guan dén

sratformin, el the nhir sau:

+ Suy than: Nhing ca nhigm toan lactic i8n quan ¢8n metformin trong qué trink glam sét
thufic hiu mE x3y ra chi y&u trén nhing beénh nhan bj suy than ning. Nguy co tich iy
metformin va nhiém toan factic ién quan dén metformin téng 1€n theo mikc d3 nghigm
trong clia sby than bii metformin dirge thai trir chi y8u qua than. Khuyén cdo 1Am sang
diya trén chikc ndng than clia bénh nhan bao gdm fxem myc Céch dang, iidu dang; BEc
tinh durge ding hacl: X
= Trurdre kil khod diu digu i vai matformin ciin wdc tinh mide 68 Joe ciu than (6GFR) cla

bénh rhan.
= Chéng ch! dnh metformin trén bénk nhén cf eGFR durGt 30 mi/phil, 73 m? fxem myc
Chéng chi dinh].

1000 my

+ Khang khuyén céo khéi dau didu tvi v&i metformin & bgnh nhan co eGFR ném tang
khodng 30 - 45 ml/phit/L,73 m2
+ Thu thap diF igu v& eGFR it nhdt 1 Janfam & 1At ci cdc bénh nhan siv dung metformin,
& hgnh nhan o6 kha ndRg Eng nguy co suy than (vl dy nhe ngedicaa luua chivg ning
than nén dugc danh gié trdmng xuyen hon.
» {¥ hénh nhan dang sir dyng metformin va cb eGFR gidim xUdng dird! 45 mthhuu‘l 7am?,
dédnk gi& ngly cir - I feh ela vide tiép we phic da.
Tuong fac thude: Sir dyng dang thiri matformin véi mot 53 thudc cd thé lam 18ng nguy
co nhi8m toan lactic ¥8n quan 48n metformin: Banh nhan suy gidm chive Rdng than dan
16 nhikng thay d8i dang ké vB mat huyét aoing, anh hur&ng & can béng &cid-base hodic
fam ting tich Wy metfatmin [kem mc Twong tAc cia thubic]. V1 vay, cin nhic theo cdi
bénh nhan thedng xuyen hern,
Benh nhan {ir 65 10 irdr 160 Nguy oo toan lactic B6n quan dén metformin tang I&n theo
1w cia bénh nhan béi bénh nhén caa tudi oo kha ning bi suy gan, suy than, suy tim lén
hon nhitng bénh nhan té wdi hon. Can danh gia chike ndng than thirdng xuyén hon 4o
Wi nhing bénh nhén 1én wai.
Thyre hign cac xét nghigm chén dodn cd st dung thudc can quang: Tiém thudc can
quang vao nGi tach & nhitng bénh nhan dang digy t metiormin o6 thé dan t&i suy gidm
dp tinh chitc néng than va gay ra toan lactic., Ngung st dyng metformia truoc hodic tai
thiri giém thire hign chigu chyp €6 sir dyng thudc can quang ¢6 chiraiod & nhL‘rng bénh
nhan oé eGFR nAm irong khedng 30 - 60 mU/ph(1.73 m, nhting bénh nhan o teén siv
suy gan, nghign neew, suy tm hode nhimg bérk nhan s€ st dung thude can quang chéa
fod theo dwdmg dhng mach, Hanh gla lal eGFR 48 gir sau khi chigu chup va sl dung tai
metformin néu chirs ndng than én dinh,
Phéy thuét hodc cac thi thudt khac: Sy luy git thirc &n va dich trong qué tinh phiu
thudt hodic thire hign cac thi thuat khas o6 the 1am ang nguy co giam the tich, tyt huayét
4p va suy than. Nén tam thii nglrmg sik dung metformin khi bénh nhan b giéi han iwgng
there &n v dich nap vae.
Tinh trant gidm oxy At vao: Qua irfnh theo dai hau mal da ghi nhan mat 5:1 canhiém toan
tactic lign quan &&n metformin &y ra rong hénh canh suy tim sung huyél cdp (déc bigt
khi ¢4 ke theo giam e mau va giam oxy huyél). Truy Hm mach (sde), nhdi mau co tim
¢dp, nhiEm khuan huyét va cdc béni Iy khdc ign guan d&n giam oxy Ruyét co méi quan
hé vé&i toan lactic va cling ¢8 thé gay nitor huy§t frude than. Khi nhitng Bién o ndy xay
fa, ngérng matiormin,
Uﬁng arow Rugu cd kha nang anh huréng dén tac dong clia metformin ién chuyén hba
lactat va tlr 46 ¢6 (hS |3m ting nguy co rhigm loan lactic [@n quan dén metformin. Canh
bao bénh nhén khdng udhg rugu khi stk dung metformin.
Suy gan: 8&nh nhan suy gan cf the tén tign thanh toan factic lién quan dén metformin
do suy gidm thal trir laclat ddn &t ting ndng 46 lactat trong man. Vi vay, irénh sir dung
metiorenin r&n nhithg bénh nhan 4 dege chin dodn bérh gan thdng qua bing ching
xét nghtém hodc |am sang,
Benh nhah cin duge khuyén cao diu gt ché 4 an, vi dinh duling diduy tri & mql Khau
trong y&u frang quan 1 bénh dai théo ﬁu'b‘ng BiBu tri bang metformin chl dugc coi & h8
trey, khiing phai d& thay thé che vigc diu tist ché dj an hop 1.
Cé théng bao 14 vige dung cac thudc uﬁng didu trj 94 thao derdng 1am tang ty 18 & vong v
tim mach, so vii vide diu & bé.ng ché g &n don thun hodc phdi hop inswlin wéi ché ¢f an.

9. S dung thudc cho phy nik ¢é thai vi cho con ba
Bhy niF co thai
Metformin chong chi dinh 68i v&i nguii mang thal. Trong thvi ki mang thai bao gi cling
phai dizu tr] dai thdo dwirng biing nsudin.

Pho niv cho con bii

Khiong thay o6 tr iéu v& sir dung metformin d8i vl ngledd cho con b, hode xée mnh long
thude bai udt trong slta me. Metformin durgre bai 68t trong slia clia chudt cdng trdng cdi cho
con b, voi nbng 9 cb thé ngang néng d6 trong huyét treng. Vi o6 trong iuvgng phan i
thap {khoéng 168}, metformin c6 thé bl 1it rong siFa me. C3n ¢an nhic nén nging cho
con bul hodc ngung thude, cin e vae mde 99 guan treng cla thude 48 vé! nguoi me.

10, Anh hwéng cla thuc 1&n khi néng I4i xe, van hanh méy mc
Sir digng metformin don irf khdng gay ha dLrb'ng Auyét va vl the khing dnh hudng trén tnh
frang lal xe hay van hanh may méc. Tuy nhién bénh nhan cin duge cénh bio vé nguy co
ha dudng huy&t khi st dung metformin két hop v cac thude b dai thao dudmg khac (cac
sulienyiuré, insudin, meglitinld},

1t Twong tic, twong ky ciia thude
Twong tic cla thudc

- Giam tdc dung: Nhifng thude co xu hudng gdy tEng duwdng huydt (v dy, thubc lof i,
corticosteroid, phenothiazin, nhirng ché phdm tuyén gidp, estrogen, thudc tranh that
duing ung, phenytoin, acid nicolinic, nhikng thudc tac dung gidng than kinh giac cam,
nhitng thudc chen kénh cald, isoniazld) cé the din dén gidm s Kiém sodt drdng huyét.

- Téing tdc dyng: Furosemid 1am tang ndng ¢4 t61 da metformin trong huyél ireng va trong
méu, ma khéng 13m thay a8 he s8 thanh thai thain cla metformin trong nghién cdu ding
mit liBu duy nhat,

- Tang ddc tinh: Nhirag thudc cationic (v dy amilorid, digoxin, morphin, procainamid,
quinidin, quirin, raniticln, trizmteren, trimetheprim, va vancomycin) dwgc thai trir nhé bai
81 qua Gng than o6 thé cb kha néng wrong the véi metformin bing cach canh tranh véi
nhl:vng hé thdng véan chuyén thang thudng & Oi dng thén. Cimetidin lam ting (60%) ndng 36
dinh clia metformin irang huygtl twong va mau (oan phan, do d6 trdnh ding phdt hep
metformin v cimetidin.

Twong ky coa thude
Bio khbng o6 cc nghién ciru vE Enh lwong ky clia thude, khing 1ron fn thudce nay véi cAc
thude khac.

12, Téc dung khdng mong musn cda thudc

- Nhling t&c dung khang mong mudn thudng gip nhat cla metformin B vE tidu hoa. NhEng
téc dyng nay S quan vii HSu, va thubng xiy ra vio e bt d3u didu i, nbung tirdnag 1A
rhét than,

- Theréng gép (14100 < ADR < 1/10)

+ Tiéu hda: Chan &n, budn ndn, ndn, igd chdy, diy thugng v, tda bon, ¢ ndng.
+ Da: 8an, may day, cam thu vdi anh séng.
+ Chuyén héa: Gidm ndng 40 viiamin B12.

- frgép (1/1.000 5 ADR < 1/100}

+ Huyél hoc: Loan sdn mau, thigu mau bat san, thigu mau tan huydt, suy tay, giam téu cau,
mét bach cau hat,
+ Chuyén néa: Nhiém acid lactic.

13, QuA lidu va céch xip 7l
Khang thay gifim durirng huyét sau ki uﬁng 859 metformin, mac ¢ nhigm acid lactic da
XAy ra trong tredrng hep G0, Metformin cd thé tham phan duge vol hé sd thanh thai 18n i
170 mifphit; st thdm phan méau cd thé ob tac dung loai irir thude tich iy & bénh nhan nghi
1 diing thude qua ligu,

14,  Bic tinh dwoc ke hoo

Nhém duge iy Thugic gidm giucese huy8t, il insuling cée blguanld
MEATC: AL0BAOZ.
Metformin Rydrochloride H thudc chdng ting duing huyét do ¢l thidn kha néng dung nap
glucose & bénh nhay & thdo dwdng typ 2, Jam gidm glucose trong huyét weong ca e
binh thiréng va sau blra &, Metformin hydrochioride glam t&n tao glucose & gan, giam hﬁp
thu glucose & rudt va céi thign tinh nhay cAm véi insulin bdng cach fam téng hép thu va sir
dung glicose & ngoai bién. Khée vél cae sulfonylurd, metformin hydrochioride khibng gay
ha duwéng huy&t & bgnh nhan d&i thao dudmg tvp 2 hodc & nhikng ngurdi binh lhuﬁ'ng va
khing gy tng insulin huyél Diku ] véi metformin hydrochioride, sy Giét insulin van duy
1ri khiing ddi trang khi niing di insulin treng huydt teong Ide dét va dép (ng Ihsulin trong
huiyét twrong trong ngay thure 1€ co the giam.

15. Bic tinh dwee ddng hoc

- Hap thu: Sau khi udng vién nén phang thich kéo dal, s hap thu metformin bf cham dang
k& {Tawe 7 Qit¥) SO VO viEn nén phing thich e thei (Tra, = 2,5 gi#r). Khi diing vién nén
phdng thich kéo di trong ke déi, AUC giam 30% (G V& T khing bi énh hiedng), Sip
hép thi: rung binh metformin e vién phong thich kéo 8 hau rhw khang bj thay d6i bii
thrc &n. Vi lidu don 1000 mg st dyng fic no, sau kil uBng nbng 44 dinh trurg bink trong
huyét trong dat khodng 1241 ngim! vai thdi gian trung binh § gitr {Iir 4 - 16 gidr), Khi sir
dung metformin dang phong thich kéo dal vél igu 1000 mg trong l0c na, dign tich dudi
durtng cong (AUC) 58 1ang 77% (Cuw tANG 26% VA T kéo dai hon khodng 1 gitr).

- Phan bd: Metformin %ién k&t voi protein huyét rong khéng déang k. Thude phan bo vao

+ ¢ oic ma, dich vA hdng chu. Nbng 4o dinh rong mau thap han trong huy&t trong v xudt
hign tai thexi diém gan nhur thau, Hang ciu gan nhir dal dign cho ngén phin bé thir cdp.
Thé tich phan b trung binh tlr 63 - 276 lit
- Chuyén héa: Metformin duroc bal it qua nwde tdu dudi dang khdng ddi. Khdng ¢ chat
. chuyn hoa ndo duge fim thay & ngwdi.

- Thif irtr. B9 thanh thdi qua than cla metformin ién hen 400 mifphdt, cho lhéy metiormin
dirgre d3a thai qua sy loe & ol than va bal Kidt & 6ng than. Sau khi udng, thiy gian ban thai
kha kign khoang 6,5 gitr. Khi chirc ning than bj suy giam, sy thanh thil qua thén glam theo
i le clia creatinin va vi thé kéo dai théd gian bén thai cia metlormin, dan dén t&ng ndng Go

: clia metformin trong fuyét trong.

16. Guy cach déng goi
W1 10 vign. Hip 3 vl
Vi 10 vign. HEp 6.

17.  PiBu kign bao quan, han diing, tiéu chuln chit lweng cita thube

17.1. Bidu kidn bdo qudn
Bao quan trong bao bi kin, noi kha. Nhist ¢ khéng quéa 30°C.

17.2. Handing
48 théng k& tr ngdy san xudt,

17.3. Tigu chudin chdt legng

. TCCS. 8

18. - Tén, dia chi cla co 59 san xudt thude

Cang ty TNHH LI} Stellapharm - Chi nhanh 1
gg 53 40 dal 1§ Ty Do, KCN Viét Nam - Singapore,
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Metformin STELLA 1000 mg

Name of the medicinaf produs?

Metformin STELLA 1000 mg

Special natice and recommendation

Keep ot af reach of chiidren

Read the package insert carefully befo!e use
and g ive

Acave ingredient:

Metformin hydrachiaride

Excipient ingredients:

Carboxymethyicelitlose sodium, hypromeliose 4000 tps, hypmmeltuse 6 Cps, magnesium

stearate.

Pharmaceuticat form

Modified-release tablet.

White, oval-shapet tablet, biconvex, engraved "LG" on one side and pIa:n on the ather side.

Indications

Treatment of lype 2 diabetes mellitus in adulls particularly In overweight patients, when

dietary management and exercise alane does nat result in adequate glycasmic control.

Metformin may be used as monotherapy ar in combination with other oral antidiabetic

agents, or with ipsulin.

Administration and dasage

Administration

Wetformin STELEA 1000 mg is administered ura\lywnth or after maals. -

Dosage

Racommended dose: For patients new to metformin; the usual starting oral dose of

metformin is 500 mg once daily. If the patient does not have any gastrointestinal adverse

reactions and needs to increase dose, an addition of 500 mg metformin may be given at

1 - 2 weeks intervals. The dosage of metformin should be individualized on the basis of

effectiveness and tolerability and should not exceed the maximum recommended daily

dose af 2000 mg metformin. -

Monoctherapy and contbination with other oral antidiatietic agents:

Metformin STELLA 1000 mg should be taken once daily with the' evening meal at a

maximum recommended dose of 2 tablets per day.

Metformin STELLA 1600 mg Is intended as & maintenance therapy for patlents currently

treated with sither 1000 mg or 2000 mg of medomin hydrochloride. On switch, the daily

dage of metformin modified release tablet should be equivalert to the ctrtent dally dose of

metformin hydrochioride.

In patients treated with metformin hydrachloride at a dose abave 2000 my daily, switching ta

metformin modified release tablet Is not recommended.

FFar patients new to metformin hydrochloride, the usual skarting dose of metformin madified

release tablet is 500 mg once daily (using cther suitable preparaticn) given with the

evering meal. After 10 to 15 days the dose shauld be adjusted on the basis of blood

glucose measuremants. A slow increment in dose may improve gastraintestinal tolerability,

If glycaemic cordrol is not achieved on once dally dosing of metformin modified release

tabiet at a maximum dose of 2000 mg a day, then a twice daily dosing schedule (one

Mettormin STELLA 1060 mg tablet x 2 times/day) should be considered with both doses

being given with food, at the ime of the meming and evening meals, If glycaemic control is

still nat achieved, patients may be switched to standard metformin hydrochleride tablets to

a maxtmum dose of 3000 mg deily.

In the event of transfer from another oral antidiabetic agent, titration should begin with

metiormin 500 mg modified release tablet (using other sultable preparation) before

switching to Metformin STELLA 1000 mg as indicated above.

Combinatior: with ingufin: Metfermin hydrochloride and insilin may be tsed in combination

therapy to achieve befter blood glucose control. The usual starting dose of metformin

modified release tablet 1s 500 mg once dally {using other suitablé preparation) with the

evening meal, while insulin dosage is adjusted on the hasis of blood glucose

measurements. After litration, switch to Metformin STELLA 1600 my shold be considered.

Elderly: Due to the potential for decreased renal function in elderly subjects, the metformin

dosage shotild be adjusted based on renat function. Regular assessment of renal function

is necessary.

Children: in the absance of avallable data, metformin prolonged release tablet should not

e used in children.

Recommendation for use in patients with renal impairment:

Assess renal function pror to Initiation of metiormin and penod\c&!ly tharaafter,

Metfermn is contraindicated in patients with an estimated glomerular fitration rate (eGFR)

below 30 mbiminute/1.73 m%, .

Initiation of mettarmin in patients with an eGFR between 30 - 45 mi/minute/1.73 m? is not

recommended. |

in patients taking metformin whose eGFR later falis befaw 45 mifminute/1.73 m?, assess

the benefit and risk of continuing therapy. .

Discentinue metformin # the patient's eGFR later fals befow 30 mlfrihuie/1.73 m?

[see Contraindications; Special warnings and precautions for usej.

Discontimsation for jodinaled contrast imaging procedures: .

Discontinue metformin at the time of, or prior to, an iodinated contrast imaging procedure

in patients with an eGFR between 30 and 60 mLfminutef1.73 @ in patients with 2 history

of liver disease, alcoholism, or heart fallure; or in patients whe Wi be administered

intraarterial iodinated contrast. Re-evaluate eGFR 48 hours after the imaglng procedure;

restart metformin if renal function is stable [see Special warnings and precautions for use].

Contraindications

Patients with a history of a hiypersensitivity reaction to metformin or any excipients.

Patients with acute catabolie states, infection, trauma, which all should be treated with insulin.

Dacreased kidney function in renal disease or renal dysfunction {serum creatinine greater

than or equal to 1.5 mg/di in males, or greater than ar equal to 1.4 mg/dl In females) which

may alse result frarn conditions such as cardiovascular collapse, acute myocardial

infarction, and septicemia.

Severe renal Jmpairment (eGFR below 30 mifminute/t.73 m?) fsee Speclal warnings and

precautions for usej.

Patients with aciite or chronjc metabolic acidosis, including diabetic ketoac\dnsls

Severe hepatic disease, severe cardiovascuiar disease, severe respiratary disease with

hypoxaemia

Congestive heart failure, cardiovascular collapse, acute myocardial infarction.

Chranic hypexic lung disease,

Severe infection, septicemia,

1000 my

.In acute symptoms of metabolic decompensation, for instance !n cases of [nfacilan or

gangrene,
In pregnant, patients who are always treated with insudin,
Metformin should be temporarily withheld in patients undergoing radm\uglc studies
Involving the parenteral administration of iodinated contrast materals because use of such
products may resuli In acute afteration of renal function.
Gangrene, alcoholism, malnuirition.
Special warnings and precautions for use
Lactic aclaosfs:
There have baen post-marketing cases of metfarmin- asswared tactic ac:|d05|s including
fatat cases, hypothermia, hypetension, resistant bradyarrhythmias. These cases had a
subtle anset and were accompanied by nonspecific symptors such as malaise, myalgias,
respiratory distress, somnolence and abdominal pain. Metlormin-associated lactic acidosis
was characterized by elevated blood laclate concentrations. {> 5 mmol/L), anlon gap
acidosis (witholt evidence of ketantria or ketonemia), and an increased lactatefpyruvate
ratin; metformin plasma levels generally » 5 ug/imL.

Risk factars for meformin-associated lactie acidosis include renal |mpa|rrnem concomitant

use of certain drugs {.3.. cerbonic anhydrase inhibitors such as tepiramate}, age 65 years

old or greater, having a radiclogical study with contrast, surgery and other procedures,
hypoxic states (e.g., acute.congestive heart failure), excessive alcohal intake, and hepatic
impairment.

Steps to reduce the risk of and managa metformin-associated lactic acidosis in these

high-risk groups are provided in the full Prescribing Information (see Administration and

dosage; Contraindications; Speciaf warnings and precautions for use; interactions and
incompatibilities with other dugs).

If metformin-associated lactic acidosls is suspected general supportive measures should

be institwed promptly In a hospital setting, along with immadiate discontinuation of

metformin, In patients freated with metformin with a diagnosis or strong suspicion of lactic
acidosis, prampt hemodialysis is recommended to correct the acldosis and remove
accurnulated metformin {metformin hydrachloride is dialyvzable, with a clearance of up to

170 mi/minute under gaod hemadynamic canditions). Hemedialysis has often resuited in

reversal of sympioms and recovery.

Educate patients and their families about the symptoms of Iacm: acidosts and if these

symptoms accur instruct them to discontinue metformin and report these symptoms ta their

healthcare provider.

For each of the known and poasible risk factors for metiormin-assoctated et acidosis,

recommendations to reduce the risk of and manage metiormin-associated lactic acidosis

are provided befow:

+ Renal impairment: The postmarketing metformin- assoclated {actic acidosis cases
primarily occlurred In patients with significant renal impairment. The risk of metforimln
accumulation and metformin-assoctated lactic acidosis increases with the severity of
renal impairment because metformin is substaniially excreted by the Kidney.. Clinical
recommendations based upon the patient's renal function includs fsee Admm:sf.rauon
and dosage; Pharmacokinetic properfies]:

* Before initiating metformin, obtaln an eGFR.
+ Metfortin is contraindicated in patients with an GFR less than 30 ml/mibitef1. 73 m?
[see Contraindications],
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Initiatipn of metformin is not recommended in patients with eGFR between

30 - 45 miJminutef1.73 m®

Obtain an @GFR at least annually in &l patients taking metformin. In patients al

increased risk for the development of renal Impairmend (e.g.. the eiderly}, renal function

should be assessed more freguently.
- in patients taking metformin whose eGFR fater falls below 45 mLJm\nulefl 73 m?,
assess the benefit and risk of continuing therapy.

- Drug interactions: The corcomitant use of metformin with specific drugs may increase
the tisk of metformin-associated lactic acidosis: those that impair renal function, resuit in
significant hemodynamic change, interfere with acid-base balance, or increase
metformin accumulation fsee Drug Mteractions]. Therefore, consider more frequent
moniaring of patients.

+ Age 85 or greater: The risk of metformin-associated lactic acidosls increasas with the
patient's age hecause elderly patients have a greéater ikelihood of having hepatic, renal,
ot cardiac impairment than younger patients. Assess renal function more frequenty in
eldery patients,
Radiological studies with contrast: Administration of intravascular iodinated contrast
agents in metiormin-treated patients has jed to an arute decrease in renat function and
the gccurrence of factic acidosis. Stop metformin al the ime of, or prior to, an lodinated
contrast imaging progedure in patients with an eGFR between 30 and 60 mUfminute/
1.73 m#; in patients with a history of hepatic impairment, alcohetism, or heart failure,; or in
patients wha will be administered intra-arterial jodinated contrast. Re-evaluate eGFR
48 hours after the imaging procadure, and restart metformin if renal function fs stable,
Surgery and other procedures: Withholding of foed and fuids during surgical or other
procedures may Increase the risk for volume depletion, hypotension, and renal
impatrment. Metformin shouid be temporarily discontinued whlLe patients have restricted
food and Buid intake.
Hypoxic states: Several of the postmarkeling cases of metfurmm associated Hactic
acidosis occumed in the senting of acute congestive heart failure (particularly when
accompanied by hypoperfusion and hypoxemia). Cardlovascular collapse (shock), acule
myocardial infarction, sepsis, and other conditions assoclated with hypoxemia have been
assoclated with lactic acidosis and may alsa cause prerenal arotemia. When such
events oceur, discontinue metfermin,
Excessive alcohol make: Alcohol potentiates the effect of metformin on lactate
matabalism and this may.increase the risk of metformin-associated lactic acidosis. Warn
patienis against excessive alcohol intake while recelving metfarmin.
Hepatic impairment. Patients with hepafic impairment have develeped metarmin-
associated lactic acidosis. This may be due to impaired lactate clearance resulting in
higher lactate blood levels. Therefare, avoid use of metformin in patients with cfinical or
labaratory evidence of hepatic dizease.
Patients should be advised that distary regulation is the principal consideration in the
management of diabetes, and that metformin therapy is used only as an adjunct fo, and not
a substitute for praper dietary regulation.
The administration of oral antidiabetic drugs has been reported to be assooiated with
increased cardiovascular mortality as compared to the treatment with diet alone or the
cambinatian of insufin with diet.
Pregnancy and tactation
Pregnancy
Metformin is contraindlcated i pregnancy. During pregnancy, diabetes shall always be
treated with insufin.
Lactation
No repons describing the use of melformin during human lactation, of measuring the
amount excreted in the human milk, have been lacated. Metformin [s excreted in the milk
of factating rats, obtaining levels comparable to those In the plasma. Beeausa of its low
malecular welght (about £66) the passage of metformin into human miik shouid be
anticipated. A decision should be made whether to discontimue nursing or the drug, taking
into aceount the importance of the drug to the woman.
Effects on ahility to drive and use machines
Metformin monatherapy does not cause hypoglycaemia and therefore has no effect on the
ability 10 drive or to use machines. However, patients should be alerted fo the risk of
hypoglycasmia when metformin is used in combination with mher antidiabetic agents
{e.0. sulphanylureas, nsulin, or megiitinides).
Interactions and incompatibilities with other drugs.
Drug imeraciions
Decreased effect: The drugs whlch tend te produce hyperglycemla (e.g,. diuretics,
corfcostercids, phenothiazines, thyroid products, estrogens, oral - contraceptives,
phenytoin, nicotinic acid, sympathomimetics, calcium channel blocking drugs, isoniazid)
may fead to a loss of glycemic control.
ir effect: F ide  increased  the metfarmin plasma and  blooad
concentration-max withaut altering metformin renal clearance in a single. dose study.
Increased foxicily: Cationic drugs (e.q., amileride, digexin, morphine, procainamide,
quiniding, quinine, ranititine, triamterene, lr’\melhuprlm. and vancomycin) which are
eliminated by renal {ubuar secretion could have the potential for interaction with metformin
by competing for comman renal tubuiar transport systems. Cimetidine increasas (by 80%4)
the peak metformin plasma and whole blood concentrations, therefore combination with
eimetiding must be avolded.
Drug incompatibilities
In the absence of incompatibility studies, this medlcmal product must nat be mixed with
other medicinal products, - . .
Adverse reactions
The most frequent adverse effects of metfurm:n are gastrointestinal. They are dose related,
tend ta occur at the onset therapy. and are often transfent.
Common (1100 < ADR < 1/16}
Gastrointestinak: Anarexia, nausea, vomiting. diarthoea, epigastric fullness, constipation,
heartburn.
Dermatologic: Rash, urticaria, photasensitivity.
Metabolic: Decreased vitamin B12 levels
Uncommon (171,000 < ADR < 1/100)
Hematolagic: Blood dyscrasias, aplastic anemia, hemorytlc anemia, bone marrow
suppressian, thrombocyiopenia, agranulocytosis,
Metabolic: Lactagidosis.
Overdosage and management
Hypoglycaemia has not been ohserved wn.h ingestions of up to 85 g of metiormin, aithough
lactic acidosis has oscurred in such clreutnstances. Metlormin is dsalyzable with a
clearance of Up to 170 mifminute; hemodialysis may be useful for removal of accumulated
drug fram patient in whom metformin overdosage is suspectad.
Pharmacodynamic properties
Pharmacotherapeutic group: Blood glucose lowering drugs, exl. Insulins; h!guanldes
ATC code: ALOBAQZ,
Metformin hydrochloride is antihyperglycemic agent which improves glucose mEerance in
patients with type 2 diabetes, lowerfng both basal and postprandial plasma glucose.
Metfarmin hydrochloride decreases hepatic glucose production, decreases intestinat
absorption of glucess, and nproves insulin sensitivity by increasing peripheral glucose
uptake and utfization. Unllke suifenyllreas, metformin hydrochieride does not prodice
fiypoglycamia in either patients with type 2 diabetes of normal subjects and does not cause
nyperinsulinemia, With meatformin  hydrochioride therapy, insulin secretion remains
unchanged while fasting plasma insulin levels and day-long plasma insulin response may
actdally decrease,

Pharmacokinetic properties

Absorption: Atter an gral dose of the prolonged release tablet, metformin abserptian is

significantly delayed compared to the immediate release tablet with a Tra &t ¥ hours (Trw

for the-immediate release tablet 1s 2.5 hours). When the prolonged release tablet is
administered in fasting canditions the AUC is decreased by 30% (hoth Cuw, @Nd Towe are
unaffected). Mean metformin absarption from the prolonged reiease formulation is almost
not altared by meal composition. Following a single oral administration in the ied state of

metformin 1000 mg, a mean peak plasma cancentration of 1214 ngiml Is achievad with a

mmedian time of & hours (range of 4 to 10 hours). When the 1000 mg proloenged release

tablet Is administered in fed conditions the AUC is increased by 7794 (Coas is increased by

269 and T i3 shighily prolonged by about 1 hour).

Distribution; Plasma protein binding |s negfgible. Metformin panmuns into hody tissues,

fluids and erythrocytes, The blood peak is lower than the plasma peak and appears at

approximately the same time. The red blood cells mast flkely represent a secondary

compartment of distributior. The mean vd ranged hetween 63 - 276 L.

tetabolism. Metformin is excreted unchanged in the urine. No metabolites have been

identified in humans,

Efimination: Renal clearance of metformin is > 400 mifmin, indicating that metformin is

aliminatedt by glomerular filtration and tubular secretion. Following an oral dose, the

apparent terminal efimination hall-ife is approximately 6.5 hours. When renal function s

impaired, renal clearance is decreased In proportion to that of creatinlne and thus the

efimination haif-life is prolonged, leading to inereased [evels of metformin in plasma.

Packaging

Blister of 10 tablets. Box of 3 blisters,

Blister of 10 tablets. Box of & blisters.

Sterage condition, shelf-life, speclfcaﬂnn

Starage condition

Store in a well-closed container, in a dry place. Do not store abobve 306°C.

Shelf-life

48 months from the date of manufactunng

Specification

In-house,

Name, address of manufacturer
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