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DE xa tdm tay tré em

Doc ki hudng dan sit dung trrde khi ditng

Thuic nay chi ding theo don thudtc.

THANH PHAN CONG THUT THUGC:

Thanh phdn hoat cha: Metformin hydroclorid ... . 500 mg.

Thanh phan & duge: Hypromeliose 2208, microcrystallin cellulose M101, natri
carboxymethylcellulose, magnesi stearat, colloidal silicon dioxyd.

DANG BAD GHE: Vign nén gidi phong kéo dai.

M3 13 sn phdm: Vién nén dang caplet mau trdng hodic tring nga, hai mét tron, canh
va thanh vién fanh ldn.

CHI BINH:

Didu trj ddi thao dudng typ 2 & ngudi l6n, ddc bit 12 & bénh nhan béo phi, khi ché 46 dn
va tap luyén khaing kidm sodt duge dubing huyét. Metformin c6 thé ding dan trj hodic k&t
hop véi cdc thuﬁ'g ddi thao duding ubng khdc hodc insulin.

CACH DUNG,LIEU DUNG: .

Lu : USng ¢4 vign Glumeform 500 XR, khong bé hoiic nhai vign thuge.

Ligu khuyén cdo:

Lidu khdi dau a8i voi bénh nhan dang khéng sif dung metformin 12 500 mg, mot ldn/
ngdy, diing dudng ubng. N&U bénh nhan khong gdp phin Ung cd hal dudng tigu hda v
cn phéi tang liu thi c6 thé ding thém 500 mg sau mbi khodng that gian didu tri tr 1
d&n 2 tudn. Ligu ding cha metformin ¢in duge can nhic difu chinh trén ting bénh nhan
cy thé dya trén higu qui vA do dung nap clia banh nhan va khang vugt qud lidu 161 da
dugc khuy&n cdo 1a 2000 mg/ ngay.

Nguti 16n: Lidu khi diu thong thuting clia Glumeform 500 XR 12 1 vign/ ngay vao hia dn
161. Digu chinh liu sau 1 dén 2 tudn dya trén mde duing huyét (ting méi 500 mg sau 1
d&n 2 tudn), tang lidu cham cd thé cAi thidn sy dung nap cla da day rudt. Lidu 19} da
khuygn cdo Ia 4 vign Glumeform 500 XR/ 1dn/ ngdy, ding cling bita &n 5.

Chuyén tif nhitng thudt diu tri d&i théo duting khac sang: Ngung thude khac va khdi ddu
vi Glumeform 500 XR nhu khuyén cdo. Khi chuyén tif clorpropamid sang, cdn than
trong trong 2 tudn ddu, vi su t8n lui clorpropamid kéo dai trong co thé dén dén sy cong
tac dung cla cdc thudc va gy ha duding huyt.

Nogudi cao tudi: Lidu ding ciia thusc nén dugc didu chinh dyfa vao chic ndng than. Cdn
thuling xuyén danh gid chifc nang thén.

Tré em: Do chua c6 dii ligu, khdng nén ding Glumeform 500 XR cho tré em.

Diéu tri d6ng thoi bing metformin va sulfonyluré udng:
N&U ngui bénh khong dap dng vdi didu tri trong 4 tudn & lidu t6i da metformin trong ligu
phdp don, can tham ddn mot sutfonyluré uiing trong khi tigp tuc diing metformin véi ligu
131 da. NEu khong dép (ing vai lidu phdi hop i da clia hai thudc trong 1 - 3 thang thi phai
ngiing diéu tri va chuyén sang insulin.

Két hgp vai insulin:

Metformin va insulin ¢d thé phai hgp trong tr} Hiéu nhim kifm sodt duding huygt tat han.
Ligu khdi ddu Glumeform 500 XR 13 1 vién/ 1dn/ ngay vao bifa &n tai, trong khi ligu insulin
dugc diu chinh dya trén mc duding huyét clia bénh nhan.

Khuygn cdo s dung thubt trén bénh nhan suy than:

Bénh gid chlic ning than trudc khi khdi ddu diéu tri véi metformin va danh gia dinh ky
saudo.

Chdng chi dinh metformin trén bénh nhan ¢d eGFR dudi 30 mL/ phit/ 1,73 m’.

Khong khuy8n cdo kndi ddu didu tri vdi metformin & bénh nhdn 6 eGFR ndm trong
khodng 30 - 45 mL/ phit/ 1,73 m*.

G banh nhan dang sit dung metformin va c6 eGFR gidm xudng dudi 45 ml/ phiv
1,73 m?, danh gid nguy co - g ich khi tigp tuc didutri.

Ngiing sif dung metformin néu bénh nhan o eGFR gidm xuing duti 30 ml/ phi/
1,73 m [xem muc Chéing chi dinh, myc Canh béo va than trong).

Ngiing st dung metformin khi thitc hign xét nghigm chdn dodn hinh dah cd s dyng
thudc cdn quang chia iod

Trén nhilng bénh nhan cé eGFR ném trong khodng tir 30 ~ B0 mL/ phit/ 1,73 m’, trén
nhilng bérh nhan c6 tién st bgnh Iy v& gan, nghién rugu hogce suy tim, hoge trén nhiing
bénh nhan s@ st dung thudc cdn quang chifa iod qua dubng dong mach, ngilng
metformin trudc hodic tai thoi difm thuc hién xét nghiém chdn dodn hinh &nh c6 sir
dung thudc can quang chifa iod. Banh gid lai chl s6 eGFR sau khi chigu chup 48 git sir
dyng lai metformin néu chifc nang than n dinh [xem muc C&nh bdo va thén trong].
Hoiic theo chi dfin clia Thdy thubc.

CHENG CHI BINH:

B&nh nhan suy than ning (eGFR dudi 30 mL/ phdt/ 1,73 m* [xem myc Cdnh bdo va
thdntrong).

Qué mén vii bt ky thanh phén ndo clia thudc. Bénh nhan da c6 tidn st qui man véi
metformin.

Bénh nhan toan chuyén hoa cip tink hodc man tinh, bao gém c& nhidm toan ceton do
tiBu duing.

Daitho dubing tién hon mé.

Cac trung hop cép tinh cd thé lam thay ddi chilc ndng than: Mt nude, nhigm khudn
ning, sbc, dlng c&c chét c&n quang cd chifa iod ¢ tiém tink mach.

Cac banh cip hay man tink gy ra tinh trang thigu oxy ma: Suy tim, edn nhdi mau catim
méi xay ra, suy hd hdp, tic mach phdi, séc, mat nhidu mau cdp, nhim khudn, cac
truing hop hoai tlr, viem tuy.

Ngudi phiu thuat thuting xuyén (cdn than trong).

Ngudi suy gan ndng, ngd doc rdgu cip, nghign rugu.

Phuy nit cho con bo. 3

CANH BAO VA THAN TRONG KHi DUNG THUGC:

Nhiém toan lactic:

L tinh trang rdi loan chuyén hoa higm gdp nhung nghiém trong va thuiing xay ra khi
chie nng than suy gidm, méc c4c banh vé im mach, hd hdp hoc nhidm khudn.

Chitc ndng than suy gidm din déhn tich ty metformin tif d6 tam ting nguy co nhifm toan
lactic.

Trong trubing hgp mat nudc (éu chay, nén 6i, sBt, gidm luong dich cung cdp), ¢dn tam
ngung sif dyng metformin v hdi ¥ kién bac sT.

Cac thufc lam suy gidm chitc nang than (thudc didu tri ting huyét dp, loi tifu, NSAIDs)
cdn sif dung than trong & bénh nhan dang didu trj véi metformin.

Mot s nguy cd gdy toan tactic khdc nhur ung nhigu nigu, suy gidm chiic ndng gan, dai
théo dung khong kim sodt, ting ceton mau, gidm oxy md, sii dung chung véi céc

thudic gay toan lactic.

Céc trigu chitng clia nhiém toan lactic bao gém: ki thd, dau bung, chudt rit, suy nhuge,
ha than nhiét va sau d6 hdn mé. Banh nhan cin nguag sir dung metformin va kigm tra
finh trang sic khbe ngay 1ap tlfc. Cic k&t qud xét nghigm bao gbm gidm pH mau
(< 7,35), ting ndng 0 lactat mau (> 5 mmoal/ L), ting khodng tréng anion va i 1§ lactat/
pyruvat.

Qua trinh gidm sat hgu mai d& ghi nhdn nhitng ca nhi#m toan lactic fign quan d&n
metformin, bao gém ¢ tning hgp tlr vong, gidm than nhigt, tut huyst ap, loan nhip
cham kéo dai. Khi phat cia tinh trang nhifm toan acid lactic lién quan d&n metformin
thuting khong d& phat hign, kém theo cdc trigu chilng khong dién hinh nhu kho chiu, dau
©0, suy hd hdp, Id ma va dau byng. NhiBm toan acid lactic [i8n quan d&n metformin dudc
dgc trung bing ndng d lactat tang (8n trong mau (> 5 mmol/ L}, khodng tréng anion
{khdng 6 hiing chiing clia keto nigu hodc keto mau), ting ty 1 lactat/pyruvat va ndng
a0 metformin huy&t ting ndi chung tang > 5 pg/ mL.

Y&u td nguy cd clia nhidm toan acid lactic lign quan d&n metformin bao gém suy than, sif
dung ddng thisi véi mot sd thudc nhdt dinh (vi dy cdc chdt tc ché carbonic anhydrase
nhu topiramat), tif 65 tudi trd [&n, ¢6 thyc hign chigu chyp sU dung thudc can quang,
phiu thuat va thye hién céc thi thuat khéc, finh trang gidm oxy hit vao (vi du suy tim
sung huy&t cdp), ubng nhigu rugu va suy gan.

Céc bign phap giam thifu nguy co va xUf i nhifm toan acid lactic lién guan dén
metformin & nhom bénh nhaa 6 nguy ¢ cao dugc trinh bay chi tiét trong & hudng dan
sl dung thudc {muyc Lidu diing va cdch diing, Chdng chi dinh, Canh bao va thin trong,
Tudng tac thudc va ST dung thudc trén nhitng d6i tugng dic bigt).

N&u nghi ngdl ¢d toan lactic li8n quan d&n metformin, nén ngitng sl dung metformin,
nhanh ¢héng dua bénh nhan d&n banh vién va tigh hanh cdc bign phap x{ tri. & nhing
bé&nh nhan d3 didu tri véi metformin, 44 dude chén dodn toan lactic hodc nghi ngd ¢6
kha naing cao bi toan factic, khuy&n cdo nhanh chéng loc mAu dé digu chinh tinh trang
rhifm toan va loai b phan metformin da bi tich [y (metformir hydrociorid c6 thé thim
tach duge véi dd thanh thai 170 mL/ phit trong didu kign huyét dong luc 16t). Loc mdu
6 thé lam dao nguige trigu chiing va héi phuc.

Hudng din cho bénh nhan va ngudi nha v céc triu chitng cha toan lactic va néu nhing
trigu chiing nay xay ra, cdn ngiing thudc va bo cdo nhiing trigu chiing nay cho béc s7.
Bai vi mbi yéu t& tam ting nguy co nhiém toan factic lién quan dén metiormin, nhiing
khuy#n cdo nhim gilip gidm thigu nguy cd va x{ tri tinh trang toan lactic lidn quan dén
metformin, cu thé nhu sau:

Suy than: Nhimg ca nhiém toan lactic lién quan d&n metformin trong qué trinb gidm sat
thudc hdu mai x&y ra ch y8u trén nhling bénh nhan bi suy thn ning. Nguy cotich lGy
metformin va nhifm toan lactic lign quan d&n metformin tang I&n theo mic df nghigm
trong clia suy than bdi metformin dugc thai trl chil y8u qua than. Khiy&n cdo 1am sang
duya tran chiic nang than cha bénh rhan bao gém [xem myc Lidu diing va cich ding,
Dugc ly tam sang):

- Truge khi khéi ddu didu trj véi metformin cdn udc tinh mic 49 loc cu thin (eGFR) clia
bénhnhan.

- Ghong chi dinh metformin trén bénh nhan c6 eGFR dudi 30 mL/ phit/ 1,73 m* [xem
myc Chang chi dinh].

- Khong khuy&n cdo khdi ddu didu tri véi metformin & bénh nhan ¢6 eGFR ndm trong
khodng 30 - 45 mL/ phat/ 1,73 m®.

- Thu thép dif ligu v& eGFR it nhat 1 1ldn/ndm 8 t4t ¢ cdc bénh nhan sit dung metformin,
& banh nhdn cd kha ndng tng nguy cd suy than (vi dy nhu ngudi cac tudi), chic ning
than nén duge danh gid thuing xuyén han,

- G bgnh nhan dang sif dung metformin va ¢6 eGFR gidm xufng dudi 45 mL/ phat/
1,73 m?, ddnh gia nguy ¢g - Igi ich clia viéc tigp tuc phéc d6.

Tuong tdc thude: St dyng ddng thdl metformin vi mot sa thude co thé 1am ting nguy
0 nhifm toan lactic lién quan d&n metformin: banh nhan suy gidm chic néng than din
161 nhitng thay ddi dang ké vé mét huyét dong, anh hudng t6i cdn bling acid-base hodc
1am ting tich iy metformin [xem muyc Tugng tde thudic]. Vi vy, can nhdc theo ddi bénh
nhén thuling xuyén han,

Benh nhén tir 65 tu6] trd 1én: Nguy cd toan lactic lign quan d&n metformin tdng Ién theo
tudi clia bgnh nhan bdi bénh nhin cao tudi 6 khd ndng bi suy gan, sy than, suy tim i6n
han nhitng bénh nhan tré tui hon, Can dénh gi chic ndng than thubng xuyén hdn dai
vdi nhitng bérh nhan ln tudi.

Thifc hign cdc xét nghigm chdn dodn cd sif dung thudt can quang: Tism thudc cin
quang vio ndi mach & nhilng banh nhan dang didu tri metformin c6 the din tai suy gidm
c&p tinh chitc ndng than va gay ra toan factic. Noling sif dung metformin trudc hodc tai
théi diém thifc hign chigu chup co sl dung thudc cAn quang ¢ chda jod & nhiing bénh
nhan ¢6 eGFR ndim trong khodng 30-60 mL/phit/1,73 m?, nhitng bénh nhan 6 tign sir
sy gan, nghign rugu, suy tim hogc nhiing bénh nhan s8 st dung thudc can quang chda
iod theo duling dBng mach. Banh gi4 lai eGFR 48h sau khi chigu chup va sif dung fai
matformin néu chifc nang than 8n dinh.

Phau thuat hodc cdc thil thuat khdc:

Can ngung st dung metformin khi tién hanh cdc phu thuat thong thudng, gay & ty
s8ing hay ngoai mang cing. Chi sit dung lal it nh&t 48 gits sau d6 hodc khi bénh nhan 6
thé dinh dubng duing migng trd lai hodc dugc danh gid lai chite ning than,

Sy luu gilt thife &n va dich trang qué trinh phiu thuat hodic thyc hién cdc thd thudt khac
¢ thé 1am tang nguy cd gidm thé tich, tut huy&t p va suy than. N&n tam thii ngling st
dung metformin khi bénh nhan bi gi6i han iugng thitc &n va dich nap vao.

Tinh trang gim oxy hit vio: Qua trinh theo dbi hau mdi d ghi nhan mt s6 ca nhifm
toan lactic lién quan d&n metformin xay ra trong bénh cnh sty tim sung huyét cip {dic
bigt khi c6 kém theo gidm tudi mau va gidm oxy huyét). Truy tim mach (sdc), nhdi mau
edtim cdp, nhiém khudn huyét v cac bénh i khac lign quan d&h gidm oxy huy&t cd mai
lién quan vdi toan lactic v cting c6 thé gy nitd huyét trudc than. Khi nhiing bign cd nay
xay ra, ngltng metformin.

Ubng ritgu: Rugu ¢6 khd ndng dnh huding dén tic dong clia metformin #&n chuyén héa
lactat va tif d6 c6 thé 1am ting nguy co nhidm toan tactic fién quan dén metformin. Canh
bao bénh nhan khong udng rugu khi sif dyng metformin.

Suy gan: Bénh nhan suy gan cd thé tién trién thanh toan lactic (i#a quan dn metformin
do suy gidm thai trif lactat dén t6i ting ndng dd lactat trong mau. V1 vay, trénh sif dung
metformin trén nhitng bgnh nhan da dugc ch&n doan bénh gan théng qua bing ching
xét nghidm hodc 1am sang.

Chifc ndng tim:

Bénh nhan suy tim lam tang nguy co gidm oxy m6 va sy than. Trén bénh nhan suy tim
man, vige st dyng metformin phi k&t hgp theo doi chic ndng tim, than. Chang chi dinh
sit dung metformin dai véii cic trudng hgp suy tim c&p va khdng &n dinh.

Céc y&u t6'cdn than trong khdc:

T4t ¢ bénh nhan cdn tigp tuc ch& df dn gidm dubing, bénh nhdn thifa can cdn tigp tuc
ché do &n gidi han ning higng.

Thubing xuyén theo ddi, kifm tra cdc chi s xét nghiém fign quan dén bénh déi théo
dudng.

Metformin don doc hifm khi gy ha dudng huy8t, nhung cdn than trong khi st dung
chung véi insulin hofic cdc thudc didu tri d4i thao duBng khdc (nhom sulfonylurea,
meglitinid).

${7 DYNG THUOC CHO PHU NIJ CG THAI VA CHO CON BU:

Chdng chi dinh thudc cho phy nli ¢6 thai. Phy nif cho con ba cin can nhic nén ngiing
cho con b hodc ngig thudc, ciin cif vio mic 49 quan trong clia thudc véi ngudi me.

ANH HUGNG COA THUGC LEN KHA NANG LAI XE, VAN HANH MAY MOC:

Cén than trong khi stf dung metformin k&t hop véi cac thudc tri dai théo dubing khdc vi
nguy ¢o ha dudng huyst.

TUGNG TAC, TUONG KY CUA THUGE:

Khoéng khuy&n cdo sit dung chung:

Rugu: Tang nguy co ngd dc rugu va nhifm acid tactic, ddc bigt trong trudng hdp &n
chay, thidu dinh duBng hoc suy gidm chdc nang gan.

Chat 6an quang chua iod: Phai ngung sii dung metformin trude khi hodc ngay thii diém
chitiu chup va khong sif dung lai it nhét 48 git sau do, vai didu kién chiic ning than dugc
ta} danh gid va 8n dinh trd fai.

M3t s8 phdi hop thude cdn than trong: Cac thude tac dong o6 hai trén than lam ting
nguy cd nhim toan lactic (NSAIDs, bao gdm ca thudc Gc ch& chon ige COX2, thufc ic
che men chuyén, o chd thy thé angiatensin 11, thudc Igi tifu dac bit 12 Igi tigu quai), cdn
theo d6i sat chifc ndng than khi udng cdc thudc ndy cling v6i metformin,

Cac thude lam ting dudng huygt (nhom glucocorticoid, thudc cudng giao cam): Cin
thuing xuyén theo d6i duding huy8t, ddc bigt Ioc bat ddu diéu tri. N&u cén phai chinh lidu
metformin khi Long véi cac thubc nay va khi ngling st dung.

Protein van chuyén cation hitu cg (OCT): Metformin [ cg chdt cba OCT1 va OCT2. Sk
dung ddng thdi metiormin véi:

- Chdt fc chéd OCT1 (nhu verapamil) 1am gidm higu qud cia metformin.

- Chdt cAm itng OCT1 (nhuf rifampicin) c6 thé 1am tang hap thu qua duding tiéu hoa va
higu qué clia metformin.

- Chalt e ché OCT2 {nhy cimetidin, dolutegravir, ranolazin, trimethoprim, vandetanib,
isavuconazol) lam gidm thai trit ¢in dén ting ndng d9 metformin trong huyét tudng.

- Chat (fc ch& dong thasi OTCT va OTC 2 {nhu crizotinib, olaparib) dnh hudng d&n higu qud
Vva sif théi trir clia metformin.

Do dé cdn chi ¥ & bénh nhan suy gidm chic ndng than. ST dung d8ng thai céc thudc
nay véi metformin 58 fam ting ndng 69 trong huyét tuong metformin. N&u cdn thigt phai
chinh liu metformin khi udng chung véi céc thudic cm (ng/ fic ché OCT.

TAC DUNG KHONG MONG MUGN c0A THUGGC:

Trong qué trinft diu tri, cdc tac dung phy thuing gap nhat bao gbm: Phdn dng di dng,
ndn 6i, tiéu chy, dau bung, chén dn. Cac trigu ching niy thuling tu khdi trong phdn lan
truding hep.

Tén suat dugc phan loai nh sau: RAt thudng gdp (= 1/ 10}, thudng gdp (= 1/ 100,
<1/10), it gap (= 1/1.000, < 1/100), hiém gdp (=1/ 10.000, < 1/ 1.000), rt higm gip
(< 1/10.000).

Vi mdi ahom tan sudt, céc tac dung phy dugc sp xEp theo thit ty gidm ddn mic do
nghiém trong.

R8i logn chuyén héa va dinh duiing:

R4t higm gdp: Toan chuyén héa, gidm hip thu va gidm ndng 4 vitamin B12 trong huygt
thanh. C4n chil ¥ ndu banh nhan gip phéifinh trang thi€u méau hdng cdu khdng i8.

Roi loan than kinh:

Thuding gip: RAi loan vi gide.

Roi loan tigu hda:

R4t thubing gdp: Non 6i, tiéu chay, dau bung, chan &n. Céc trigu chitng nay thubing xudt
hign fc bt ddu didu tri va ty khai sau do. Ting liéu metformin 1 tr s& gitip hé tidu hoa
dung nap t6t han.

R&i loan hé gan mat:

R4t higm gép: Céc bt thudng vé chiic ning gan hodc viém gan, tuy nhién thudng tu
khdi sau khi ngling udng metformin.

Da va 1§ chifc dudi da:

Rat hiém gép: Céc phan (g di itng nhit ban 48, médn ngiia, may day.

Thang bdo cho bac sTnhitng tac dung khang mong mudn gép phai khi sl dyng thudc.
QUA LIEU VA CAcH XU TRI:

Khang thay giam duiing huy8t sau khi ung 85 g metformin, méc di: nhifm acid lactic 44
X3y ra trong trudng hgp do. Metformin o thé thdm phan dugc véi hé so thanh thai len
16 170 ml/ phit. Sy thdm phan mau c6 thé c6 tic dung loai trl thudic tich Ity o rgudi
bénh nghi 3 dUng thudc qué lidu.

DAC TINH DUGC LUC HOC:

Ma ATC: A10BAO2

Glumeform 500 XR fa thudc tr} dai théo dubing véi thiinh phdn hoat chdt 1 metformin,
thudc nhom biguanid. Metformin {am gidm ndng dd giucose trong huyét tuong khi d6i va
sau bita 3n & ngudi bénh dai thac duding p 2. Co ché tac dung clia metformin dugc gidi
thich nhu sau; ifc ché tdng hop giucose & gan va gidm hép thu glucose & rut, 1am ting
sit dung glucose & t& bio, ci thign lign ket cla insulin véi cac thy thé, kich thich phan
hily glucose theo dudng ky khi. Glumeform 500 XR lam gidm sy ting dudng huyét &
ngudi bi dai thdo dubing, nhung khong gy tai bign ha duing huyét (trli trudng hap nhin
déi hodic phdi hop véi cdc thuSc hop déng tac dung khéc). Thudce cing khang cd tac
dung ha duding huy8t & ngudi khdng bj dai thdo dudng.

Ngodi tic dung chdng ting dubng huyét, matformin cdn cd dnh hudng b Igi tn thanh
phén c4c lipid mAu § nhiing bénh nhdn bj d&i thdo dubing typ 2. Thudc tam gidm ndng
dd triglycerid, chofesterol toan phdn va LDL cholesterol. Hoat ddng phan hily fibrin ting
va sy k&t tap tiéu cdu gidm duge ghi nhén & nhing bénh nhén dai thao duing sau khi
didu trj véi metformin.

DAC TINH DUQC BONG HOC:

Hap thu va sinh khd dung:

Khi udng liu don Glumeform 500 XR, Cmax dat dugc sau 4 - 8 gidf (trung binh 7 gid).
Néng do dinh trong huyét tuong thap hon khoding 20% khi udng lidu tuong duong
metformin phong thich titc thi. Tuy nhién mic d6 hdp thu {do bing AUC) tuong ty
metformin phang thich tdc thai g diing trong khodng 500 - 2000 mg 1 1n/ ngay,
@ trang théi cin béing, cdc thng s6 AUC va Cmax thu dugc ¢4 gid trj nhd han 1 18 gilla
céc liu ding. Su ting mitc dd hap thu metformin phong thich kée dai & lidu 2000 mg
1 140/ ngay tudng ty vdi li8u 1000 mg 2 I4n/ ngay. Viec udng Jp lai liu Glumeform 500
XR khong fam tich ty ndng 43 trong huyét tudng. Sy thay dfi AUC va Cmax clia
metformin phéng thich kéo dai thi tudng ty véi dang phéng thich tic thl. Thic dn fam
ting milc d6 hdp thu (AUC) metformin hdn 50% nhung khéng anh hubng dén Cmax va
Tmax. Thifc &n giau hay it chdt béo déu cd thc ddng nhu nhau d&n duge dong hoc clia
Glumeform 500 XR,

Phén bo:

Knhdc vdi cdc chat nhom sulfonylurea, metformin iién két véi protein huy&t tuang khong
dang k8. Metformin phin chia vio hdng cdu. Ndng do § trang thai can bing dat dugc
sau24 - 48 iy 1a <1 pg/ ml.

Chuyén hoa va thai trir:

Metformin duge bai tigt dudi dang khdng ddi qua nudc tidu va khdng chuyén héa qua gan
hay bai tigt qua mat (khong ¢6 chat chuyén héa nao dge tim thaly & nguii).

D6 thanh thai clia than cao hon khodng 3,5 I4n so véi d9 thanh thai creatinin, didu nay
chitng t& metformin dugc thai trir chil y8u qua Gng than.

Khodng 90% lugng thudc hap thu duge bai tigt qua dubng than trong vang 24 gid ddu
1ign, véi thai glan bén thai xdp X1 6,2 gid. Trong mAu, thai gian ban thii xdp xi 17,6 gits,
digunay cho thay ring t& bao héing cdu ¢ thé 12 mdt ngiin phan bd thudc.

QUY CACH BONG GO Hop 10 v x 10 vign.

HAN DUNG: 36 théng k ti ngay san xudt.

BIEU KIEN BAO QUAN: Noi khd, nhigt a3 khang qua 30°C, tranh anh séng.

TIEW CHURN: TCCS.

San xudt tai:

CONG TY CO PHAN DUGC HAU GIANG - Chi nhanh nha méy dugc phim DHG tai Hau Giang
L6 B2 - B3, Khu ¢dng nghigp Tan Phi Thanh - giai doan 1, x& Tén Phi Thanh, huyén Ch&u Thanh A, tinh Hau Giang

DT: (0293) 3953454 e Fax: (0293) 3953555

Moi théc méAc vé san pham,
nv ]

ng hé
0292.3899000 I

E-mail: dhgpharma@dhgpharma.com.vn
www.dhgpharma.com.vn
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- Glumeform

900 xR

Metformin-hydrochloride 500 mg

Keep oul of reach of children.

Read the directions carefully before use.

For prescription only.

QUALITATIVE AND GUANTITATIVE COMPOSITION:

Active ing : Metformin hy i 500 mg

Excipients: Hypromeliose 2208, microcrystaliine celiufose M101, carboxymethylceliulose

sodium, magnesium stearate, collcidal silicon dioxide.

PHARMACEUTICAL FORM: Extended release tablet.

Product description: A white to off-white, caplet-shaped tablet, plain on both sides, intact

edges.

THERAPEUTIC INDICATIONS:

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

dietary management and exercise alone does not result in adequate glycaemic control.

Metformin may be used as monotherapy or in combination with other oral antidiabstic

agents, or with insulin.

POSOLOGY AND METHOD OF ADMINISTRATION:

Note: Glumeform 500 XR should be taken the whole tablet. Do not break or chew the tablet,

Recommended dosage:

The starting dose of metformin in patients who are not currently taking metformin is 500 mg

orally, once daily. Increase the dose in 500 mg increments every 1-2 weeks if a higher dose

of metformin is needed and there are no gastrointestinal adverse reactions. The dosage of

metformin must be individualized on the basis of hoth effectiveness and tolerabitity, whife not
the i daily dose of 2000 mg.

Aduits: The therapy should be initiated with one tablet Glumeform 500 XR once daily with the

evening meal. After 1 to 2 weeks dose adjustment on the basis of blood glucose

measurements is recommended. Dosage increases should be made in increments of 500 mg

every 1 to 2 weeks. A slow increase of dose may improve gastro-intestinal tolerability. The

maximum recommended dose is 4 tablets of Glumeform 500 XR once daily with the evening

meal.

If transfer from another oral antidiabetic agent is intended: Discontinue the other agent and

initiate Gtumeform 500 XR at the dose indicated above. When transferring patients from

chlorpropamide, care should be exercised during the first two weeks because of the
retention of chlorp in the body, leading 1o overfapping drug effects and

possible hypoglycemia.

Eiderly: The metformin dosage should be adjusted based on renal function. Regular

assessment of renal function is necessary.

Paediatric population: In the absence of available data, Glumeform 500 XR should not be

used in children.

2 itant metformin and oraf therapy:

If patients have nat responded to four weeks of the maximum dose of metformin

Gther risk factors for lactic acidosis are excessive alcohol intake, hepatic insufficiency,
inadequately controlled diabetes, Ketosis, and any conditions associated with hypoxia, as
well as concomitant use of medicinal products that may cause lactic acidosis.

Lactic acidosis is characterised by acidotic dyspnoea, abdominal pain, muscle cramps,
asthenia and hypothermia followed by coma. In case of suspected symptoms, the patient

Alcohol: Alcohol intoxication is with an i
particularly in case of fasting, mainutrition or hepatic impairment.
lodinated contrast agents: Metformin must be discontinued prior to or at the time of the
imaging procedure and not restarted untif at least 48 hours after, provided that renal function
has been re-evaluated and found to be stable.

risk of lactic acidosis,

should stop taking metformin and seek immediate medical attention. Di ic laboratory
findings are decreased biood pH (< 7.35), increased piasma lactate fevels (>5 mmol/L) and
an increased anion gap and tactate/pyruvate ratio.

Post-marketing cases of metformin-associated lactic acidosis have resulted in death,
hypothermia, hypotension, and resistant bradyarrhythmia. The onset of metformin-

Combinations requiring p for use: Some products can adversely affect
renal function which may increase the risk of lactic acidosis, e.g. NSAIDs, including selective
cyclo-oxygenase GOX2 inhibitors, ACE inhibitors, angiotensin il receptor antagonists and
diuretics, especiaily loop diuretics. When starting or using such products in combination with
metformin, close monitoring of renal function is necessary.

products with intrinsic hyperglycaemic activity (e.g. glucacorticoids and

associated lactic acidosis is often subtle, only by P such
as malaise,” myalgias, respiratory distress, somnolence, and abdominal pain. Metformin-
associated lactic acidosis was characterized by elevated blood lactate levels (> § mmol/L),
anion gap acidosis (without evidence of ketonuria or ketonemia), an increased
lactate/pyruvate ratic; and metformin plasma levels generally >5 meg/mL.

Risk factors for metformin-associated lactic acidosis include renal impairment, concomitant
use of certain drugs (e.g., carbonic anyhydrase inhibitors such as age 65 years
old or greater, having a radiological study with contrast, surgery and other procedures,
hypoxic states (e.g., acute congestive heart failure), excessive aicohal intake, and hepatic
impairment.

Steps to reduce the risk of and manage metformin-associated lactic acidosis in these high
risk groups are provided in the full prescribing information [see Posology and method of
administration, Contraindications, Special warnings and precautions for use, Interactions
and Use in special populations).

if metformin-associated lactic acidasis is suspected, genera supportive measures should be
instituted promptly in a hospital setting, along with immediate discontinuation of metformin.
in metformin treated patients with a diagnosis or strong suspicion of lactic acidosis, prompt
hemadialysis is recommended to correct the acidosis and remove accumulated metformin
(metformin hy ide is dialyzable, with a cl of up to 170 mL/minute under good

k is has often resulted in reversal of symptoms and

recovery.
Educate patients and their families about the symptoms of lactic acidosis and if these
symptoms oceur instruct them to discontinue metformin and report these symptoms to their
healthcare provider.

For each of the known and possible risk factors for metformin-associated factic acidosls,
recommendations to reduce the risk of and manage metfermin-associated lactic acidosis are
provided below: )

Renal impairment: The postmarketing metformin-associated lactic acidosis cases primarily
occurred in patients with significant renal impairment. The risk of metformin accumulation
and metformin-associated lactic acidosis increases with the severity of renal impairment
because metformin is substantially excreted by the kidney. Clinical recommendations based
upon the patient's renal function include {see Posology and method of administration, Glinical
Pharmacology]:

- Before initiating metformin, obtain an estimated glomerular filtration rate (eGFR).

- Metformin is contraindicated in patients with an eGFR less than 30 mL/min/1.73 m* {see
Contraindications].

- {nitiation of metformin is not recommended in patients with eGFR betwsen 30 -
45 mb/min/1.73 m’.

- Obtain an eGFR at least annually in all patients taking metformin. In patients at increased
risk for the development of renal impairment (e.g., the elderly), renal function should be
assessed more frequently.

- In patients taking metformin whose eGFR later falls below 45 mL/min/1.73 nv®, assess the
benefit and risk of continuing therapy.

Drug Interactions: The concomitant use of metformin with specific drugs may increase the
risk of metformin-associated lactic acidosis: those that impair renal function, result in
significant hemodynamic change, interfere with acid-base balance or increase metformin

monotherapy, considaration should be given to gradual addition of an oral y while
continuing metformin at the maximumn dose. I patients have not satisfactorily responded to
one to three months of concomitant therapy with the maximum dose of metformin and the
maximum dose of an oral sulfonylurea, consider therapeutic alternatives including switching
1o insufin with or without metformin.

Combination with insulin:

Metformin and insulin may be used in combination therapy to achieve better blood glucose
control. The usual starting dose of Glumeform 500 XR is one tablet once daily with the
evening meal, while insulin dosage is adjusted on the basis of blood glucose measurements.
Recommendations for use in renal impairment:

Assess renal function prior to intiation of metformin and periodically thereafter.

Metformin is contraindicated in patients with an estimated glomerular filtration rate (eGFR)
below 30 mL/minA.73 m’.

Initiation of metformin in patients with an eGFR between 30-45 ml/min/1.73 m® is not
recommended.

In patients taking metformin whose eGFR later falls below 45 mL/min/1.73 m’, assess the
benefit risk of continuing therapy.

Discontinue metformin if the patient's eGFR later falis below 30 mL/min/t.73 m® [see
Contraindications, Special warnings and precautions for use}.

Discontinuation for fodinated contrast imaging procedures.

Discontinue metformin at the time of, or prior to, an odinated contrast imaging procedure in
patients with an eGFR between 30 and 60 mi/min/1.73 m% in patients with a histary of liver
disease, alcoholism or heart failure; or in patients who will be administered intra-arterial
iodinated contrast. Re-evaluate eGFR 48 howrs after the imaging procedure; restart
metformin if renal function is stable {see Special warnings and precautions for use].

Or as prescribed by the physician.

CONTRAINDICATIONS:

Severe renal failure (eGFR below 30 mi/min/1.73 m%) [see Special warnings and
precautions for use}.

Hypersensitivity of any components of the drug. Known hypersensitivity to metformin.

Acute or chranic metabolic acidosis, including diabetic ketoacidasis.

Diabetic pre-coma.

Acute conditions with the potential to alter renal function such as: dehydration, severe
infection, shock, intravascular administration of iodinated contrast agents.

Acute or chronic disease which may cause tissue hypoxia such as: cardiac failure, recent
myocardial infarction, respiratory faiture, pulmonary embolism, shock, acute significant
bload loss, sepsis, gangrene, pancreatitis.

Regular surgery (with cautions).

Severe hepatic insufficiency, acute alcohol intoxication, alcoholism.

Lactation.

SPECIAL WARNINGS AND PRECAUTIONS FOR USE:

Lactic acidosis:

Lactic acidosis, a very rare, but serious metabolic complication, most often occurs at acute
worsening of renal function or cardiorespiratory iliness or sepsis.

Metformin accumulation occurs at acute worsening of renal function and increases the risk of
lactic acidosis.

in case of dehydration {diarrhcea or vomiting, fever or reduced fluid intake), metformin
shouid be temporarily discontinued and contact with a health care professional is
recommended.

Medicinal products that can acutely impair renal function (such as antihypertensives,
diuretics and NSAIDs) should be initiated with caution in metformin-treated patients,

{see i Therefore, consider more frequent monitoring of patfents,
Age 65 or greater: The risk of metformin-associated lactic acidosis increases with the
patient’s age because elderly patients have a greater likelihood of having hepatic, renal, or
cardiac impairment than younger patients. Assess renal function more frequently in eiderly
patients.
Radiological studies with contrast: Administration of intravascular iadinated contrast agents
in metformin-treated patients has led to an acute decrease in renal function and the
oceurrence of lactic acidosis. Stop metformin at the time of, or prior to, an iodinated contrast
imaging procedure in patients with an eGFR between 30 and 60 mL/min/1.73 m’, in patients
with a history of hepatic impairment, alcohelism, or heart failure; or in patients who will be
administered intra-arterial iodinated contrast. Re-evaluate eGFR 48 hours after the imaging
procedure, and restart metformin if renal function i$ stable.
Surgery and other procedures:
Metformin must be discontinued at the time of surgery under generai, spinal or epidural
anaesthesia. Therapy may be restarted no earlier than 48 hours following surgery or
resumption of orai nutrition and provided that renal function has been re-gvaluated and found
to be stable.
Withholding of food and fiuids during surgical or other procedures may increase the risk for
volume depletion, hypotension and renal impairment, Metformin should be temporarily
discontinued while patients have restricted food and fluid intake.
Hypoxic states: Several of the postmarketing cases of metformin-associated lactic acidosis
accurred in the setting of acute congestive heart failure (particularly when accompanied by
hypoperfusion and hypoxernia). Gardiovascular collapse (shock), acute myocardial infarction,
sepsis, and ather conditions i with hyp ja have been with lactic
acidosis and may also cause prerenal azotemia. When such events occur, discontinue
metformin.
Excessive alcohiol intake: Alcohol potentiates the effect of metformin on lactate metabalism
and this may increase the risk of metformin-associated lactic acidosis. Warn patients
against excessive alcohol intake while receiving metformin.
Hepatic impairment: Patients with hepatic impairment have developed with cases of
metformin-associated lactic acidosis. This may be due to impaired lactate clearance
resulting in higher (actate blood ievels. Therefors, avoid use of metformin in patients with
clinical or laboratery evidence of hepatic disease.
Cardiac function: Patients with heart failure are more at risk of hypoxia and renal
insufficiency. In patients with stable chronic heart failure, metformin may be used with a
reguiar monitoring of cardiac and renal function. For patients with acute and unstable heart
failure, metformin is contraindicated.
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 regutarly.
Metformin alone never causes hypoglycaemia, although caution is advised when it is used in
combination with insulin or other oral antidiabetics (e.g. sulphonylureas or meglitinides).
USE IN PREGNANGY AND LACTATION:
Metformin is not recommended for use in pregnancy. A decision should be made whether to
discontinue nursing or to discontinue the drug, taking into account the importance of the drug
1o the mother.
EFFEGTS ON ABILITY TO DRIVE AND USE MACHINES:
Patients should be alerted to the risk of hypoglycaemia when metformin is used in
combination with other antidiabetic agents.
INTERACTIONS:
Concomitant use not recommended:

sympathamimetics): More frequent biood glucose monitoring may be required, especially at
the beginning of treatment. If necessary, adjust the metformin dosage during therapy with
the other drug and upon its discontinuation.

Organic cation transporters (OCT): Metformin is a substrate of both transporters OCT1 and
OCT2. Co-administration of metformin with

- Inhibitors of OCT1 (such as verapamil) may reduce efficacy of metformin.

~ Inducers of OCT1 (such as rifampicin) may increase gastrointestinal absorption and
efficacy of metformin.

- Inhibitors of OCT2 (such as cimetidine, dolutegravir, ranolazine, trimethoprim, vandetanib,
isavuconazole} may decrease the renal elimination of metformin and thus lead to an increase
in metformin plasma concentration.

- nhibitors of both OCT1 and OCT2 (such as crizotinib, olaparib) may atter efficacy and renat
slimination of metformin.

Caution is therefore advised, especially in patients with renal impairment, when these drugs
are co-administered with metformin, as metformin plasma concentration may increase. If
needed, dose adjustment of metformin may be considered as OCT inhibitors/inducers may
alter the efficacy of metformin.

UNDESIRABLE EFFECTS:

During treatment initiation, the most common adverse reactions are allergic reactions,
nausea, vomiting, diarrhoea, abdominal pain and loss of appetite, which resolve
spantaneously in most cases.

Frequencies are defined as foliows: very common: (2 1/10); commmon (2 1/100, < 1/10};
uncommon (21/1,000, < 1/100); rare {=1/10,000, < 1/1,000); very rare {< 1/10,000).
Within each frequency grouping, adverse reactions are presented in order of decreasing
seriousness.

Metabolism and nutrition disorders

Very rare: Lactic acidosis, decrease of vitamin B12 absorption with decrease of serum levels.
Consideration of such an aetiology is recommended if a patient presents with megaloblastic
anaemia.

Nervous system disorders

Common: Taste disturbance.

Gastrointestinal disorders

Very common: 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. A siow increase of the dose may aiso improve gastrointestinal
tolerability.

Hepatobitiary disorders

Very rare: Isolated reports of liver function tests abnormalities or hepatitis resolving upon
metformin discontinuation.

Skin and subcutaneous tissue disorders

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

Please inform your doctor of all undesirable effects upon drug administration.

OVERDOSE:

Hypoglycemia has not been seen even with ingestion of up to 85 grams of metformin,
although lactic acidosis has occurred in such cir in is di with a
clearance of up to 170 ml/min. Therefore, hemodialysis may be useful for removat of
accumulated drug from patients in whom metformin overdosage is suspected.
PHARMACODYNAMIC PROPERTIES:

ATC code: A10BAO2

Glumeform 500 XR is an antihyperglycemic agent including active ingredient - metformin. it
belongs to biguanide class. Metformin improves glucose tolerance in patients with type 2
diabetes, lowering both fasting and postprandial plasma glucose. lts mechanisms of action
are explained as follows: metformin decreases hepatic glucose production, decreases
intestinal absorption of glucose, enhances cellular giucose utilization, improves insulin
binding to receptors, and glucose  disil fon via pathway.
Glumeform 500 XR reduces hyperglycemia in patients suffering from diabetes, but does not
produce hypoglycemia (except for cases of fasting or combination with other synergic
drugs). The drug also dees not produce hypoglycemia in normal subjects.

Metformin not only has antihyperglycemic effect but also usefully influences lipemic
components in patients with type 2 diabetes. The drug diminishes the congentration of
triglyceride, total and LDL The activities of i fibri i
and decreased platelet agaregation are recorded in diabetic patlents after treatment with
metformin.

PHARMACOKINETIC PROPERTIES:

Absorption and bioavailability

Following a single oral dose of Glumeform 500 XR, Cmax is achieved with a median vaive of
7 hours and a range of 4 hourrs to 8 hours. Peak plasma levels are approximately 20% lower
compared to the same dose of metformin immediate release tablets, however, the extent of
absorption (as measured by AUC) is similar to metformin immediate release tablets. At
steady state, the AUC and Gmax are less than dose proportional for Glumeform 500 XR
within the range of 500 mg to 2000 mg administered once daily. The extent of metformin
absorption from metformin extended release tablets at a 2000 mg once-daily dose is similar
to the same total daily dose administered as a dose of 1000 mg twice daily. After repeated
administration of Giumeform 500 XR, metformin did not accumulate in plasma. Within-
subject variability in Cmax and AUC of metformin extended release tablets is comparable to
that with immediate release tablets. Although the extent of metformin absorption (as
measured by AUG}) from metformin increased by approximately 50% when given with food,
there was na effect of food on Cmax and Tmax of metformin. Both high and low fat meals had
the same effect on the pharmacokinetics of Glumeform 500 XR.

Distribution

Metformin is negligibly bound to plasma proteins, in contrast to sulfonylureas. Metformin
partitions into erythrocytes. Steady state plasma concentrations of metformin are reached
within 24 to 48 hours and are generally <1 pg/mi.

Metabolism and elimination

Metformin is excreted unchanged in the urine and does not undergo hepatic metabolism (no
metabolites have been identified in humans) nor bifiary excretion.

Renal clearance is approximately 3.5 times greater than creatinine clearance, which
indicates that tubutar secretion is the major route of metformin efimination.

Following orai 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
houwrs. in blood, the half-life is appl 17.6 hours, that the
erythrocyte mass may be a compartment of distribution.

PRESENTATION: Box of 10 biisters x 10 extended release tablets.

SHELF-LIFE: 36 months from the manufacturing date.

STORAGE CONDITIONS: Store in dry places, not exceeding 30°C, protect from light,
SPECIFICATIONS: Manufacturer's.

Manufactured by:

DHG PHARMACEUTICAL JOINT-STOCK COMPANY - DHG Pharmaceutical plant branch in Hau Giang
Lot B2 - B3, Tan Phu Thanh industrial zone - phase 1, Tan Phu Thanh commune, Chau Thanh A district, Hau Giang province, Vietnam

Tel: (+84.293) 3953454 e Fax: (+84.293) 3953555

Any questions about the product,
please contact
() +84.292.3899000 l
E-mail: dhgpharma@dhgpharma.com.vn
www.dhgpharma.com.vn




