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DUQCBONG HOC

Hdpthu - * :

Sati khi udng ligu don mét vien Glucophage XR 1000 mg vao
ltie no, ndng.do dinh trong huyét tudng trung binh dat duge
trong vong 5 gid (i 4-10 gid) 1a 1214 ng/mL. Vai.chi s6 Cmax
va AUC & nguai khde manh é trang thai no va doi, Glucophage
XR 1000 mg cho thay ¢é tudng dudng sinh hoc vdi Glucophage
XR 500 mg, liéu 1000 mg.

S&n pham ¢6 sy tudng duodng sinh hoc cho thdy cac ddc tinh
sau:

0 glai doan 8n"dinh, tuang ty nhu vien phdng thich tuc thi,
Cmax va AUC ting-khong tuyén tinh voi lidu ding. Sali khi

* udng liéu 2000 mg metformin hydrochloride vign phoéng thich

keéo dai, AUC quan sat dugce tuong ty nhu khi udng 1000 mg
metformin: hydrochloride, vién:phdng thich tuc thi, 02
lan/ngay. . :

¢ Su bién thien Cmax va AUC cua tlng c4 thé d6i vai vien phong

thich kéo dai metformin tuong duong khi quan: sat vdi vién
phdng thich tuc thi metformin, ‘ LTI

Khi uGng.vién phong thich kéo dai 1000 mg Ige no, AUC tdng
77% {Cmax tang khodng 26% va Tmax keo dai khodng 01 gig).

_ D6 héip thu trung binh-cla metformin hydrochloride tif cong

thuc phong thich kéo dai hdu nhu khong b thay d6i bdi thanh
phan thican. '
Khong théy co sy tich tu thudc sau'khi doirig liéu 18p lai lén dén
2000 mg metformin hydrochloride vien phang thich kéo dai.
Phén b6 ‘

Lien két vai protein huyét tuong khong dang k& Metformin
phan chia vao trong héng cau. Néng do dinh trong mau thap

. hontrong huygt tuong va xust hign vdi khodng thai gian xap xi

nhaU.T?’ bao héng cau gan nhu dai dien cho ngan phan bé thu
cdp. The tich phan b trung binh t¢ 63-276 | (Vd).

“Chuy&n héa ~
- Metformin duge bai tiét dusi dang khdng d6i trong nude tigu,

Khong ¢ chét chuy€n héa nao dugc tim thay & ngue.
Thai trif

* Do thanh- thdi cda metformin''> 400 mL/ phut, cho -thdy

metformin duge d4o thai qua sy loc & cdu than va bai tist & ong
than. Sau khi udng thudc, thai gian ban thai kha kién khoang 6,5
gi0. Khi chtie ndng than bi suy gidm, su thanh thai & than giam
theo ty I cda creatinin va vi thé kéo dai thai gian ban. thai cla
metformin, dn d€n ting ndng o metformin trong huyét tuang.

- Dactinh chanhém bénh nhan dc bigt -

Suythan: L o
Cac dirligu hien thai trén cac d6i tugng suy than trung binh 13
hi€m 6 vakhang thé dua ra mot udce Iugng chic chin vé néng
do metformin trong.ca thé trong phan nhém nay so vdi cac déi
tugng c6 chdendng than binh thudng. Do do, phai diéu chinh
liéu phu hop trén co sd can nhic higu qud 1am sang/muc do
dung nap (xem myc Liéu lugng va cach sirdung).

‘BAO QUAN: Bdo qudn dudi 30°C, tranh &m. D& xa tam tay cda

codtréem

HAN DUNG: 36 théng k tu ngay sén xust.

TIEU CHUAN: Tieu chugh ca sé.

NHA SAN XUAT: Merck Sante s.a.s., 2.rue du Pressoir Verfc
45400 Semoy, Phap.

NGAY CAP NHAT NOI DUNG T8 HUGNG DAN SU DUNG THUGE:
théo MDS 5.0 hgay04/03/2014 va CCDS 7.0 ngay02/05/2016.
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Metformin hydrochlorid 1000 mg
Vién nén phdng thich kéo dai

THUGC NAY CH DUNG THEO BON THUGC
BE XA TAM TAY TRE EM :
DOC KY HUGNG DAN SU DYNG TRUGC KHI DUNG
THONG BAO NGAY CHO BAC SY HOAC DUQC SY NHUNG
PHAN NG CO HAI GAP PHAI KHI SU DUNG THUOC
NEU CAN THEM THONG TIN Gi, XIN HOI Y KIEN BAC SY

THANH PHAN ; :

Thanh phdn hoat chdt: 1 viennén phong thich kéo daichua
metformin hydrochloride 1000 mg tugng dudng vdi-780:mg
metformin base. :
Thdnh phdn td dugc: Natri carmellose (natri
carboxymethylcellulose), hypromellose {hydroxypropy!
methylcellulose 2208), magnesium stearate.

DANG BAO CHE

Vién nén phong thich kéo dai. Vien nén dai hai mit 16§, mau
trng dén tréng nga, mot mat dap '1000' va mot mat dap
‘Merck'. ‘ ‘ ‘

QUY CACH BONG GOI
Hop chua 03 vix 10vién..

CHi BINH ,

«  Lam gidm nguy cd hodc tri hoan sy khdi phat dai thao
dudng typ 2 d bénh nhan [ ngudi 16n qué can bi tién dai
thao dudng (r6i loan dung nap glucose (IGT) va/hoic
gidm dung nap dudng huyét dsi (IFG), va/hodc ting
HbA1C") va cd them cac yu t6 nguy co®™, & ngudi c6 ap
dung viéc thay d6i 161 s6ng tich cyc trong vong 3 dén 6
thang nhung van khéng dat duge hieu qua kié’m soat
duéng huyét thich hap. ; o
Nén tiép tuc diéu chinh I6i s6ng khi bit ddu dung
metformin, tref khi bénh nhan khang thé thic hignvily do
y khoa.

*@idm dung nap duang huy&t doi 100-125 mg/fdiva/hodc
réi loan dung nap glucose 140-199 mg/d! va/hodc HbA1c
5,7-6,4%); : '

** Cac yéu t6 nguy co d3 bift bao gém béo phi; tudi, cao
huyét ap, bénh tim mach, tién s gia dinh cé-dai thao
dudng, r6i foan lipid mau, dai thdo dudng thaiky, va hoi
chung buéng tring da nang (PCOS). : i

o . Diéu tr{ dai thdo dudng typ 2.9 ngudildn, dicbiet d benh
nhan qué can, khi ché do 4n kieng va tap thé duc don
thudn khong higu qud trong kiém: soat :dudng huyét.
Glucophage XR 6 thé dugc dung nhit dan trj igu hodc
phéi hdp vdi cac thude tri dai thao duang dudng udng
khac hodc vdiinsulin: ; ; o ;

1000 mg

PARRTK

LIEU LUONG VA CACH SUDUNG E
Ngudildncéd chicning thdn binh thudng (dd loc
cduthdnudclugng(eGFR)290mL/phit/1,73m")
Lam gidm nguy co hodc tri hoGn su khdi phat dai thao duong
typ2 : .
> Metformin chi nén dugc xem xét khi viec diéu chinh, I6i
séng tich cyc trong 3 @én 6 thang khdng mang lai két qud
ki€ém soat dudng huyétthich hop. , )
= Vigc digu tri nén bt dau vai mot vien Glucophage XR 500 mg
mot 1an mdi ngay cung voi biia an't6i.

= " Sati 10 dén 15 ngay, liéu diing nén dugc diéu chink dL_Ja ,

tréncd s@ cac xét nghiem do dudng huyét (cac gia tricla

thd nghiém dung nap- glucose ‘dudng udng (OGTT) -
va/hodc glucose huyét luc doi (FPG) valhodc HbATE phai

ndm- trong gigi han binh thudng). Sy ting liéu cham ¢o
thé cdi thien khd ning dung nap ¢ duong tiéu hoa. Lidu
t8i da dude khuyén cao cda Glucophage XR 1000.mg.la
2 vién (2000 mg) mét tan mbi ngay cing vdi bila 3n t6i.

« Khuyén cdo kifm tra thudng xuyén tinh trang dudng
huyét (méi 3-6 thang) (gia tri OGTT va/hodc FPG va/hodc
HbA1c) cting nhil cacyéu té'nguy cd d€ danh gid vigc diéu
trj ¢6 nén tiép tuc, thay d6i hodc ngung. :

o Canquyétdinh danh gia lai di€u tri néu sau d¢ benh nhan -

ap'dung cac bién phap cdi thign ch&.dg an va/hodc van
dong, hodic néu sy thay d6i diéukien y té c6 théchio phép
vige can thigpldi séng dugc tangeudng. -« oo, :
Don tri liéu trong ddi thdo duding typ 2 hodc phdi hop vai cac:
thudctri dai thao dudng dudng udng khac G
= Glucophage XR 1000 mg nén udng ngay mét 1an vao bila
an tivdi liéu khuyén cao t6i da 2 vien/ngay.

= Glucophage XR 1000 mg dugc dung d& diéu tri duy tri cho k
nhing bénh nhan dang duge diéu tri voi.metformin;: .

hydrochloride. 1000 mg hodc 2000 mg. Khi chuy®n qua
Glucophage XR, liéu dung hang ngay cla Glucophage XR
nén tuong duaong vdi liéu dung hing ngay clia metformin
hydrochloride. - ) )

« 0 nhang bérh nhan duge didu trf vai metformin
hydrochloride vdi lidu dung hing ngay hon 2000 'mg,
khong khuyén cao chuyén sang diing Glucophage XR.

= Bdi vai nhitng bénh nhan mdi diéu trj voi metformin
hydrochloride; liéu khdi~ ddu’ thong thudngcda
Glucophage XR la 500 mg ngay: mét 1an vao-bla-dn t6i.
Sau 10 d€n-15 ngay, liéu lugng nén dugc didu.chinh dya
trén vige do lugng dudng huyét. Su tang liéu.cham.cd thé

,céithién sy dung nap cda da day rugt. i

« NEu dudng huyét khong ki€m soat dugc vdi liéu t6i da
2000 mg Glucophage XR, ngay mét [an, nén cén nhicviée
ding ngay 2 1an vdi thuc dn vao bla 4n sang va an toi.
Néu duang huyét vin khong dat dugc, benh nhan c6 thé
dugc chuyén sang'diing metformin hydrochloride théng
thudng vdiliéu t6i da hang ngay |3 3000 mg. S

FR2578233

AR




o “Khi ehuyén ttl mot thudc tri dai thao dudng dudng udng
khac, nén bat ddu vdi Glucophage XR 500 mg trude khi
chuyén sang dung Glucophage XR 1000 mg nhu duge trinh
bay dtrén.

Keéthop vdiinsulin

Metformin hydrochloride va insulin 6 thé duge dung trong tri

ligu phéi hgp nham dat dugc vigc ki€m soat dudng huyét tt hon.

Ligu khdi ddu thong thudng clda Glucophage XR 13 500 mg, ngay

mot 14n vao bia 3n t8i, trong khiliéu lugng cla insulin dugc diéu

chinh dya trén vigc do iugng dudng huyét. Saukhi chinh liéu, nén
can nhac chuyénsang ding GlucophageXR 1000 mg.

Suy-than -

Danh gig chue nang than trudc khi khdi dau didu tri voi

metformin va danh gia dinh ky sau do.

- C6 thé xem xét gidm lidu tuy theo su suy gidm chdc ndng than

trén bénh nhan co eGFR trong khodng 60-89 ‘ml/phut/1,73 m".
Metformin €6 thé sd dung trén benh nhan suy than c6 eGFR trong
khodng 30-59 mL/phut/1,73 m” chi trong truding hop khéng c6 cac
diéu kien khac ¢d thé lam tang nguy co nhiém acid lactic va theo sy
chinh fiéu nhu sau: Liéu. khdi ddu. [a 500 .mg. metformin
hydrochlorid ngay 114n. Liéu t6i da 3 1000 mg-mdi ngay.
Chdngchidinhmetformintrénbénhnhdncd eGFRdudi
30mL/phut/1,73m?

Ngudi ldn tudi '

Vi tiém tang khd ndng gidm chuc ning than d.nhiing déi tugng
nguai 1an tudi, lidu durig cda metformin hydrochloride nén duge
diéu chinh dya vao chiic ndng than. Can thudng xuyén danh gia
chie nang than (xem muc Nhitng luu 2 ddc bigt va canh bao khi
dung thudc).

Lgiich clavigclam gidm nguy cd hosc tri hoan sukhdi phattr!en
dai thao dudng typ 2 chua dugce thigt1ap ¢ bénh nhan trén 75
tuéi (xem muc Dugc lyc hoc)va do 86 khong khuyén caokhdi ddu
metformin-d.nhtng bénh nhan nay. (xem muc Nhing luu y dgc
bigtva cdnh bookhiding thuoc} o

Tréem o ,
Dokhéngco da ligu, khéng nén dung Glucophage XR cho tréem.

CHONG CHIBINH

» Mancdmvdi metformin hoacvcx bt el thanh phan naocla
thude.

« B4t ky thé nao cla nhiém toan chuyén héa cip hoac man
tinh {nhu nhiém acid lactic, nhiém toan thé ceton do dai
thaoduong).. -

o Tiénhon me dai thao dudng.

»  Suy, thdn nidng (dd loc cdu than udc Iuong (eGFR)
< 30 mL/phut/1 73 m) (xem muc Nhitng luu.y dgce bigt va
cGnhbbokhiding thudc).

= Céctrudng hgp cdptinh cd khd néng lam thayd‘m chdcnéng
thannhu:mat nude, nhiém trang nang, séc:

«  Cac benh cd thé gay nén'tinh trang thi€u oxy mo (d3c biet
bénh cdp tinh, hiodc tinh trang nang thém clla benh man
tinh) nhu: suy tim matbu, suy ho hdp, nhm mau CO tim gan
‘day, sdc. )

* Suygan,nhi€mdocruou captmh chUng nghten ruou

> Choconbu .

NHUNG LUU Y DAC BIET VA CANH BAO KHI DUNG THUGC
Nhiém acid lactic

Qua trinh giam sat-hau mai da ghi nhan nhiing ca nhiém acid
lactic lien quan d&n metformin, bao gémcd trudng hgp tl vong,
gidm than nhiet, tuthuy€t ap, loan nhijp cham kéo dai. Khdi phat
cda tinh trang nhiém acid lactic, lign quan dén metformin
thuong khong dé& phat hign, kem.theo cac trigu chung khong
dién hinh nhu khé chiu, dau ¢, suy h6 hap, ld mo va dau bung.
Nhiém acidfactic lien quan dén metformin duge d4c trung bing
néng do lactate tang |&n trong mau (>5 mmol/L), khodng tréng
anion:{ma khong ¢6 bing ching cda ceton nigu-hadc ceton
méu), ting 1y 18 lactate/pyruvate va néng do metformin huyét
tugng noi chung tang >5 pg/mk:

Yéu t6:nguy cd cda nhi€m acid-lactic lien quan dén metformin
bao gbém suy than, st dung déng thai vai mot s6 thude nhat dinh
{vi du cac chdt ¢e ché carbonic anhydrase nhu topiramate), ti 65
tudi trd &n, cd thyc hign chdn doan hinh anh st dung thudc cén
quang, phau thuat va thuc hign cac thi thuat khéc; tinh trang
thigu oxy [vi dy suy tim sung huyét cdp), uéng nhiéu rugu va suy
gan: -

Céc bien phap gidm thiéu nguy co vaxd tri nhiém acid lactic lién
quan dén metformin d nhom bénh nhan ¢ nguy ¢d cao duge
trinh bay chi tiét trong 4 hudng dan st dung thudc (xem muc
Ligu lugng v cdch s dung, Chéng chidink, Nhing luu y dic bigt
v cénh bdo khi dang thudc, Tuong tde thuéc).

N&u ¢d nghi ngd nhiém acid lactic lién quan d&n metformin, nén
ngung sd dung metformin, nhanh chong dua bénh nhan dén
bénh vien va tién hanh cac bign phap xi tri: 3 nhing bénh nhan
da diéu tri voi metformin, da dugc chdn dodn nhiém acid lactic
hodc nghi ngé c6 kha ning cao bj nhiém acid lactic, khuyén céo
nhanh chéng tham tach mau d€ diéu chinh tinh trang nhiém
acid va loai bd metformin bj tich |y (metformin hydroclorid c6
thé tham tach dugc vai d6 thanh thai dén 170 mi/phut trong
diéu kien huyét déng luc t6t). Thdm tach mau cd thé lam ddo
ngugc triu chung va héi phc.

Hudng dan cho bénh nhan va ngudi nha vé cac trigu ching cda
nhiém acid lactic va, héu nhing trigu ching nay xdy ra, cin
ngung thudc va bao cdo nhiing trigu chiing nay cho bac s§.

DGi vai mdi yéu t6 1am téng nguy cd nhiém acid lactic lien quan
dén metformin, nhtng khuyén cao nhiim giup giam thigu nguy
cova xU tri tinh trang nhiém acid lactic lien quan dén metformin
cuthénhusau:

Suythdn

NhiIng ca nhiém acid lactic lien guan dén metformin trong qua
trinh giam sat thudce hau mai xdy ra chd yéu trén nhing bénh
nhan bi:suy than ning. Nguy co tich ity metformin va nhiém
acid ‘lactic lien quan dén. metformin. ting.1&n theo muc 46
nghiém trong cda suy than bdi metformin duge thi trit.chd yéu
gua than. Khuyén cdo 1am sang dya trén. chilc ndng than cua
bénh nhan bao gém (xem mycLiéu lugngva cach stz dung):

- Trude khi khdi d4u didu tri véi metformin cdn do mde do loc cdu
than udctinh (eGFR).

- Chdngchidinh metformm trén benh nhén coeGFR dudi
30ml{phut/1,73m’ (xemmuycChéngchidinh).
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- Metformin c6 thé st dung trén bénh nhan suy than cd eGFR
trong khodng 30 - 59 ml/phut/1,73 m’ chi trong trudng hdp
khong 6 cac didu kien khac co thé fam ting nguy co nhiém acid
lactic va theo sy chinh liéu nhu sau: Liéu khdi dau 1a 500 mg
metformin hydrochlorid ngay 1 1an. Liéu t6i da 1a 1000 mg méi
ngay.

- Thu thap dif liéu v&.eGFR it nhdt 1 1dn/n3m & t4t cd cac bénh
nhan st dung metformin. & bénh nhan c6 nguy cd tién trién suy
than (vi du nhu ngusi cao tudi), chic ndng than nén duge danh
gid thuong xuyen han.

- @ berh nhan dang sd dung metformin va c6.eGFR g|am xudng
dudi 45 mL/phut/1,73 m’, danh gia nguy cd - Igi ich.clia vige tigp
tuc phéc dé. '

Tuong tacthudc

Sd dung d6ng thoi metformin véi mot s6 thude co the fam tang
nguy cd nhiém acid lactic lign quan d&n metformin: nhing
thudc [am suy gidm chile ning than dn tdi nhilng thay d6i dang
k€ v& mit huy8t déng, dnh hudng tdi can biing acid-base hodc
lam tang tich.lay metformin (xem muc Tuong tac thudc). Vi vay
cdn can nhic theo doi bénhnhan thudng xuyén hon.
Bénhnhdntu65tuditrélen

Nguy cd nhiém acid lactic litn quan dén metformin tang'1en
theo tudi cla bénh nhan bdi benh nhan I6n tudi c6 khd nang bj
suy gan, suy than, suy tim cao hon nhing bénh nhan tré tudi
han. Cén danh g|a chuc ndng than thudng xuyén hdn d6i vai
benh nhan lon tudi.

Thuc hién chdn dodn hinh dnh cd st dung thudc cén quang

Tiem thudc cdn quang cd chifa jod vao ndi mach & nhing bénh
nhan dang diéu trj metformin c th€ dén tdi suy gidm c4p tinh
chuc nang than va gay ra nhiém acid factic. Ngung st dung
metformin trudc hodc tai thai diém thyc hien chan doan hinh
anh 6 sU dung thude can quang ¢6 chila iod & nhing bénh .nhan
6 eGFR ndm trong khodng 30 - 60 ml/phut/1,73 m’, d nhiing
bénh nhan co tién sU suy gan, nghién rugu, suy tim hodc ¢
nhing bénh nhan sé su dung thudc can quang chda iod theo
dudng dong mach. Danh gid lai eGFR 48 gid sau khi thyc hign
chén dodn hinh dnh va sd dung lai metformin néu chic nang
than 6n dinh.

Phdu thugt hodc cac thi thudtkhac

Phai ngung metformin tai thoi diém tién hanh phiu thuat co gay
me toan than, gay t& ngoai mang cing hodc tly séng. Vigc diéu
tri c6 thé bt d4u lai khong s6m hon 48 gid sau phau thuat hoic
sau khi bat d4u lai sy nudi dudng qua duong tiéu hoa va vai diéu
kién chtie niing than da duoc danh gid lai va cho thiy da én dinh.
Su ngung sd dung thuc dn va chét Idng trong qué trinh phau
thuat hodc thue hign cac thi thuat khac ¢6 thé ting nguy co
gidm thé tich, tuthuyét 4p va suy than: Nén tam thdi ngling su
dung metforminkhi bénh nhan bj gidi han lugng thuc an va chat
[6ng dua vao.

Tinh trgng thiéu oxy

Qué trinh'theo d6i hau mai da ghi nhan mot s6 ca nhigm acid
lactic lien quan d&n metformin xdy ra trong bénh cdnh suy tim
sung huyét cdp (d3c biet khi cd kém theo gidm tudi mau va gidm
oxy huy&t). Tryy tim mach (s6c), nh6i mau co tim ¢cdp, nhiém

khudn huy&tva cac bénh ly khac lign quan dén gidm oxy huyét co

mdilien quan vai nhi&m acid lactic va cing c6 thé gay nita huyét

trude than. Khi nhing bién cd nay xdy ra, nging metformin.

Udng rugu

Rugu c6 khd n3ng anh hudng dén hiéu qua cda metformin len

chuyén héa lactate va ti §6 ¢6 thé lam tiing nguy ca nhiém acid

lactic lien quan d&n metformin. Canh bao bénh nhan khdng
udng rugu khi st dung metformin.

Suygan

Bénh nhan suy gan ¢ thé tién trién nhiém acid lactic lién quan

dén metformin. Didu nay cd thé do suy gidm théi tru lactate dan

toi tdng ndng d6 lactate trong mau. Vi vy, tranh sU dung
metformin trén nhiing bénh nhan da duge ch&n doan bénh gan
théng qua béing ching xét nghiém hodc 1am sang:

Chic ning tim ‘

Bénh nhan suy tim d& cd nguy cd gidm oxy va suy than. 8 bénh

nhan suy tim man én dinh, metformin c6 thé duge st dung néu

theo doi déu dan chuc ndng tim va than.

Chéng chi dinh metformin & bénh nhan suy tim c&p va khong én

dinh {xem muc Chéng chidinh).

Ldm gidm nguy cd hodc tri hodn sy khdi phat dai thao

dudng typ 2 6 ngudi 16n tudi

Do gidi han vé dit ligu an toan diéu tri trong giam nguy co hodc

tri hoan dai thdo dudng typ 2 & bénh nhan trén 75 tudi, khong

khuy&n cao khdi ddu metformin d nhiing benh nhannay:

Canh bao khac

o Tdtca bénh nhan nén tiép tuc ché do &n kieng vdi sy phan bs
mot cach didu d¢ lugng tinh bot 8n vao trong ngay. Nhiing
bénh nhan qua can nén tiép tuc ché do an han ché nang fugng.

= Thuc hign d8u d3n cac xét nghigm thong thuong d€ theo doi
bénh dai thdo dudng.

o Dung metformin don tri ligu thudng khong gay ha dudng
huyt, mic du vay nén than trong khi'sd dung chung
metformin vai insulin hay cac thude tri dai thao dudng dang
udng khac (nhu cac sulfonylurea hodc cacmeglitinid).

V4 thudc cd thé xuét hién trong phan. Nén thong bao cho
bénh nhan biét dg 1a binh thuong.. ‘

SU DUNG THUGC CHO PHU NU CO THAI VA CHO CON BU
Phu nif ¢ thai

Khi bénh nhan c6 k& hoach mang thai va trong sudtthdiky mang
thai, khuyén cdo khong diéu trj réi loan kiém soat dudng
huyét/tién dai thao dudng hodc dai thao dudng vdi metformin
ma st dung insulin &€ duy-tri mic dudng huyét cang gén vdi
muc binh thudng cang t6t, d€ gidm thidu nguy cd bat thudng dj
tatthainhi.

Cho con bu ‘

Metformin dugc bai ti€t trong stia me. Khong quan sat thay tac
dung 6 hai nao & tré s sinh/tré nha nhi bd stiame. Tuy nhién, vi
di liéu han ché, khong khuyén khich cho con ba trong khi didu tri
véi metformin. Can nhéc gitta Igi ich cba vigc cho con b va nguy
¢d tiém &n cda nhiing tac dyng cd hai trén tré nhd ma cdn quyét
dinh cé nén ngting cho con bu.




ANH HUGNG DEN KHA NANG LAI XE VA VAN HANH MAY
MOcC

Dan tri lieu metformin khong gay ha dudng huyt va vi thé
khong anh hudng €n kha niing 14i xe va vén hanh may moc. Tuy
nhién, khi st dung clng vdi cac thudc tr] dai thao duong khac
{nhu cdc sulfonylurea, insulin, cac meglinitide), benh nhan phai
dugc cédnh bao vé nguy co ha dudng huyét.

TUONG TAC THUGC
K&t hogp khéng khuyén diing
Ruou ’ ;
Ngé d6c rugu ¢ lign quan dén ting nguy cd nhiém acid lactic,
ddc bigt trong trueng hap dof, suy dinh dudng hodc suy gan:
Cécchdtcdnguang cé chiaiod
Phai ngung su dung metformin trudc hoic tai thdi diém lam
chdn doan hinh &nh va khong dugc st dung lai cho tdi it nhat
48 gid sau d9, vai digu kign chuc nang than da duge danh gia l4i
va cho thdy d3 6n dinh, xem cac muc Liéulugng va cach sd dung
va Nhiing luu y ddc bigt va cdnh bao khi dung thudc.
Cackét hgpyéu cau than trong khi st dung
Mot s6 thudc co thé lam thay d6i chiic nang than theo hudng
bat Igi, lam tang nguy ca nhidm acid lactic, nhu thude khang
viem khéng steroid (NSAID), bao gém-cac chat tc ché cyclo-
oxygenase (COX}.Il.chon loc, chat Uc ché men chuyén, chat dsi
van thu thé angiotensin |l va cdc thudc Igi tiéu, dac bigt cac
thudc lgi ti€u quai. Khi bt ddu s dung hodc dang sd-dung
nhiing thudc nay k&t hop voi metformin, can theo déi chdt che
chucnang than.

Céc thudc co hogt tinh ting duting huy8t ngi tai (vi dy nhu cée

glucocorticoid {ding dudng toan than v tai chd) va cac chdt co

hoattinh kich thich giao cdm):

C6 thé can kiém tra duding huyet thudng xuyén hon, dac bigt khi

mdi bat ddu ditu tri. Néu can thiét, diéu chinh liéu thube trj dai

thdo dudng trong suét thai gian diéu tri véi cac thude khac va

cho tdikhingung su dung.

Cécchdtvan chuyén cation hitu co (OCT)

Metformin |2 cd chat cda cd hai chat van chuyén OCT1 va OCT2.

SU dung chung metformin vai

o Cacchat uc ché OCT1 (nhu verapamil) c6 thé lam gidm higu

* qud cua metformin; 5

> Chét cdm ung OCT1 {nhu rifampicin) ¢6 thé [am ting hap

«... thuddudng tiéu héava ting higu qua cda metformin.

o Cédc chdt dc ché OCT2 (nhu cimetidine, dolutegravir,
ranolazine, trimetoprime; vandetanib; isavuconazole} cd thé
lam gidm thai trit. metformin qua than.va do d¢ din dén
tang néng @0 metformin trong huyét tuong.

*  Cacchat de ché cd OCT1va OCT2 (nhu crizatinib, olaparlb) o
th€ lam thay d6i higu quéd va su thai tr qua than cla
metformin.

Do do, cdn 'than trong khi-dung chung cac thudce nay vdi

metformin, ddc bigt d benh nhan suy than, vi néng d6 metfarmin

trong huy€t tuong c6 thé tang. Néu can, co thé xem xét diéu
chinh'liéu metformin vi cc chat uc ché/cdm dng OCT co'thé 1am
thay d6i higu qua cda metformin.

TACDUNG NGOAIY

Cac dif ligu trong qua trinh hau mai va trong cac nghién cdu lam
sang ¢o ki€ém soat, bao cdo vé phan tng phu 8 nhiing bénh nhan
duge diéu trj voi Glucophage XR tuong ty vé loai phan Ung va
muc d6 nghiém trong nhu khi diéu tri voi Glucophage phdng
thich tc thi. i
Cac phén tng khong mong mudn sau c6 thé xdy ra khisd dung
metformin:

Tén sudt dude dinh nghia nhu sau: rat thudng gip >1/10;
thuong gdp 21/100, <1/10; khong thudng gip >1/1.000,
<1/100;hiémgap 21/}0.000, <1/1.000; r4t hiém gip <1/10.000.
Trong méi nhdm tdn sufit, cac phan Ung khéng mong mudh
dugc trinh bay theo muc d6 nghiém trong gidm dén.

Réi loan hé than kinh

Thudnggdp:réiloanvjgiac.

Réiloantituhda

Rdtthudng gdp:cac rdi loanda day rudt nhu budn non, nén, tigu
chdy, dau bung va chan an. Cac tac dung ngoai y nay xdy-ra

thudng xuyén hdn trong giai doan bat ddu diéu tri va thuang tu

khoi trong hédu hét cac trudng hop. Sutang liéu.cham cling cé
thé cdi thien kha nang dung nap dudng tieu hoa.
Roiloan dava md dugida

Rdthi€m ggp:cac phan Ung trén da.nhu ban 8, ngia, may day.
Rdi loan dinh duding va chuyén hoa

Réthiém gap:

- Nhiém acid lactic (xem muc Nhing luu ydac bigt vér cénh bao
khiding thudc).

- Gidm hép thu vitamin B12'vdi viéc gidm ndng d6 trong huyét
thanh trong sudt thdi gian dai st dung metformin. Can nhic
nguyén nhan-gay bénh néu bgnh nhan bj méc bénh thigu mau
nguyén hong cau khéng 16

Rd't hi€m gdp:cac bao cdo don doe vé bat thudng cac xét nghigm

chic néng gan hodc viém' gan hdi phuc khi ngung ding

metformin.

QUA LIEU

Khong..nhan thay ha dudang. huyét khi sd dung metformm
hydrochloride vdi liéu 18n d&n 85 g, mic dii co xdy ra nhiém acid
lactic. St dung qua liéu metformin hogic t6n tai @dng thai nhang
y&u t6 nguy cg c6 th€ gay nhidm acid lactic.Nhi#m acid lactic 2
mot trudng hop cép clu y khoa phai duge diéu tri tai bénh vien.
Phuong thuc higu qud nhat € loai bé lactate va metformm la
thdm phan madu.

DUOC LUCHOC - -

Thu6c tri dai thae duong ducng udng.

(A10BA02: Budng da day rudt va chuyénhda)

Metformin:la mot. biguanide co:tac dung chdng ting duong
huy€t, lam giam duong huyét cd badn-va sau khi-an. Metformin:
khong kich thich ti€tinsulin, va vi thé khong gay ha dudng huyét.
Metformin hoat d6ng qua 3 ca ché:

(1) Gidm san xudt glucose @ gan bing cach tc ché tan tao dusng
va phén hdy glycogen

(2) Tai co, gia tang su nhay cam cda msulm cdi th!en vige suf
dung glucosed ngoaibién

e

(3) Lam cham hdp thu glucose ¢ rugt

Metformin kich thich sy t6ng hop glycogen & té bao biang cach
tac donglen men glycogen synthase: '

Metformin gia ting kha ning van chuyén cliatat cd cac chétvan
chuyén glucose qua mang (GLUT).

4 ngudi, ngoai tac dung diéu trj dai thao duong, metformin
phdng thich tuc thi con tac d6ng ¢d Igi cho sy chuyén héa lipid.
Diéu nay da duge chung minh qua cdc nghién cdu lam sang c6
ki€m soat trung va dai han & cac lidu diéu tri: metformin tam
gidm cholesterol toan phén, cholesterol ty trong thdp (LDL
cholesterol} va triglyceride. Khdng nhan thay tac dung tuong tu
d6ivaivien phong thich kéo dai, c6 thé 3 do udng vao budi tdi va
6 thé x3y ra ting triglyceride.

Hieuqud lam sang

Giam nguy cg hodic tri hodn i thao dudng typ 2

Chudng trinh phong chéng ddi thdo dudng (Diabetes
Prevention Program (DPP)) la mét nghién cdu 1am sang ngiu
nhién da trung tAm ¢6 nhém chiing d ngudi Idn danh gid higu
qud cla vigc can thigp 16i s6ng tich cyc hosc metformin dé
phong ngla hodc tri hodn sy phat trién dai thao dudng typ 2.
Tieu chi chon lya la 225 tudi, BMI 2 24 kg/m® (> 22 kg/m” di voi
ngudi My gée A), va r6i toan dung nap glucose kem theo glucose
huyét tuong Iuc déi ti 95 - 125 mg/dl {(hodc <125 mg/d! d6i vdi
ngudi My gdc An). Bénh nhan dugc digu tri bing can thigp I6i
s6ng tich cuc, hodc metformin 2x850 mg kem theo thay d6i 16
séng tigu chuén, ho3c gid duge kém theo thay d6i 16i s6ng tieu
chuén.

Gid tri ban ddu trung binh cla ngudi tham gia DPP (n=3.234
trong 2,8 nam) I3 tudi ti 50,6+10,7, glucose huyét tuong lic doi
106,5+8,3 mg/d}, glucose huyét tuong 164,6+17,0 mg/dl 2 gid
sau an, va BMI34,016,7 kg/m” . Can thigp I6i séng tich cye cling
nhu diéu trj bing metformin lam gidm dang ké nguy ca tién trién
d4i thao dudng so vdi gid dudc, tuong ung 58% (khodng tin cay
95%: 48-66%) va 31% (khodng tin cay 95%: 17-43%).

Lgi ich cla can thigp 167 s6ng so vai metformin cao hon & nguoi
|8n tudi.

Nhiing bénh nhan dugc Igi ich nhigu nhat tt metformin cd tugi
dudi 45, vai BMI bang hoic trén 35 kg/m’, gid tri glucose 2 gid
sau &n ban dau 9,6-11,0 mmol/l, HbA1c ban ddu biing hodc trén
6,0% hodc cd tién su dai thao dudng thai ky.

DE phong chdng mot trudng hgp dai thao dudng trong ba nam
trong toan b dan sé cla DPP, 6,9 bénh nhan phai tham gia vao
nhom 161 séng tich cue va 13,9 4 nhom metformin, Méc dat ty 1@
mac dai thao dudang cong don bing 50% d3 bj tri hoan khodng
ba ndm dnhom dung metformin so vai gia dugc.

Nghién cdu két cuc Chuong trinh phong chéng dai thao dudng
(Diabetes Prevention Program Outcomes Study (DPPQOS)) 12
mot nghién cUu theo doi dai han cda DPP bao gém hon 87% dan
56 DPP g6c dé theo doi dai han.

Trong s6 nhitng ngudi tham gia DPPOS (n=2.776), ty & méc dai
thao dudng cong dén vao ndm thu 15 |2 62% & nhom ding gid
duge, 56% & nhom metformin, va 55% & nhom can thigp 16i s6ng

tich cye. Ty 18 tho dai thao duong 12 7,0, 5,7 va 5,2 trudng-hgp mdi
100 bénh nhan-ndm tuang ung véi nhdm gia dude, metformin,
va l6i.sdng tich cuc. Nguy cd dai thao duang gidm-18% (ty s6 rdi
ro (HR) 0,82, khodng tin cay 95%: 0,72-0,93; p=0,001) d6i vdi
nhom: metformin. va 27% (HR 0,73, khodng tin cdy 95%:
0,65-0,83; p<0,0001) ddi vdi nhdm can thigp 16i séng tich cuyc,
khi so sanh vdinhém gid dude.

DEi vdi két cuc mach méau nhd gop bao gém bénh than, bénh
vong mac va bénh than kinh, k&t qua khong khac bigt dang ké
gilla cac nhom diéu tr, nhung trong s6 nhiing ngudi tham gia
khong tién trién dai thao dudng trong DPP/DPPOS, tdn sust gop
bién cd mach mau nhé.|3 28% thap han so vdi ngudi co tién trién
dai thao duang. (Ty 1& nguy co 0,72, khodng tin cay 95%:
0,63-0,83; p<0,0001). Khong c6 ditligu so sanh tién ctu d6i vdi
metformin trén két cuc mach mau fon d bénh nhan c6 gidm dung
nap glucose va/hodc gidm dudng huyét doi va/hodc tang HoAtc.

Cac yéu t6 nguy co. da cong b6 cho dai thdo dudng typ 2 bao
g6m: Ching toc nguai chau A hoac da den, tudi trén 40, rdi loan
lipid mau, cao huy&t ap, béo phi hojc thiia can, tién-sd gia dinh
dai thao dudng muc do 1,tién sU dai thdo dudng thai ky, va hoi
ching budng tring da nang (PCOS). Can' xem xét hudng dan
qudc gia hien hanh v& dinh ngha tién dai thao dudng.

Diéu trj @i thao duding typ 2

Nghien cdu ngdu nhién tign cttu (UKPDS) da chung minh higu
qua lau dai trong vigc kiém sodt dudng huyét tich cuc d bénh
nhan dai thdo dudng typ 2 qua can duge diéu tri vai metformin
phéng thich tic thi nhu ligu phap digu tri khdi dau'sau khi that
bai véi chédo an kieng cho thay:

- Gidm 6y nghia nguy co tuyét ddi cac bien chiing lign quan dén
dai thao dudng & nhom diing metformin (29,8 ca bénh/1000
bénh nhan-nam) so vdi nhém &n kiéng (43,3 ca bénh/1000 bénh
nhan-nam), p = 0,0023, so v&i nhom phdi hop sulfonylurea va
nhom insulin don tri (40,1 ca bénh/1000 bénh nhan-nim), p =
0,0034.

- Gidm ¢y nghia nguy co tuygt d6i cda ty 1& td vong lién quan
dén dai thao dudng: vdi nhém.metformin 1a 7,5 ca bénh/1000
bénh nhan-niam, nhom chi &n kiéng 12 12,7 ca benh/1000 bénh
nhan-nam,p=0,017;

- Gidm ¢o v nghta nguy cd tuyét di cua ty & t vongtoan bo: vdi
nhom metformin 13 13,5 ca beénh/1000 bénh nhan-nim d6i vdi
nhom chi 3n-kiéng |2 20,6 ca benh/1000 bénh nhan-nam (p
=0,011), va d6i vai nhom phéi hgp sulfonylurea.va nhdm insulin
don tri13 18,9 ca bénh/1000 bénh nhan-nam {p = 0,021);

- Gidm c6 y nghia nguy cd tuyét ddi nhdi mau cd-tim: 8 nhom

metformin 13 11 ca bénh/1000 bénh ‘nhan-ndm, nhom chi dn::

kieng la 18 ca bgnh/1000 bénh nhan-nam {p=0,01).

Khi-st dung metformin k&t hop vai sulfonylurea nhu phuang -

thuc trj ligu hang 2, lgi ich vé hiéu qué [am sang chua duge chung
minh.
DEi vai-benh dai thao dudng typ 1, vige k&t hgp metformin va
insulin dugc thyc hién trén nhiing bénh nhan co chon locnhung
higu qua lam sang cla k&t hgp nay chua chinh thdc duge thia
nhan.




