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THIET BI Y TE HA NOI Doc Lap - Tw Do - Hanh Phiic

$6:M93 /CV/HPC
V/v: Phuc dap cong van so 880/TTMS-NVDT Ha Néi, ngay 04 thang 06 nam 2024

Kinh giri: TRUNG TAM MUA SAM TAP TRUNG THUOC QUOC GIA

Cong ty Cb Phan Dugc Pham Thiét Bi Y t& Ha Noi xin giri 10 chao trén trong t6i Quy Trung tAm.

Cong ty Cb phan Duoc phdm Thiét biy té Ha Noi da tring thiu san phim Panfor SR-500 theo quyét
dinh s6 58/QD-TTMS ngay 03/8/2022 ciia Gidm ddc Trung tim Mua sim tap trung thudc Quéc gia vé viée
phé duyét két qua lya chon nha thiu Géi thau s6 02: Cung cAp thudc cho céac tinh mién Trung va khu vuc
Tay Nguyén giai doan 2022-2023 (ma hiéu: DPTTT.02.2021) va Quyét dinh s6 59/QD-TTMS ngay 03/8/2022
ciia Giam dbc Trung tAm Mua sim tap trung thuéc Québc gia vé viéc phé duyét két qua Iua chon nha thu
G6i thau s6 03: Cung cap thude cho céc tinh Mién Nam giai doan 2022-2023 (m4 hiéu: PTTT.03.2021).

Cén ctr cong van s6 705/HPC-CV ngay 25/04/2024 ciia Cong ty C6 phdn Duoc phdm Thiét bi y té Ha
Nbi da giri t6i Quy Trung tim vé viée thay dbi cach ghi dia chi co so san xuit va thay dbi mAu nhén, huéng
dan sir dung ctia thuéc Panfor SR-500;

Phiic dap cong vin s6 880/TTMS-NVDT ngay 30/5/2024 clia Trung tdm Mua sim tdp trung thudc
Qudc gia vé viéc bd sung 1am r5 lién quan dén thay ddi thong tin thubc tring thiu Panfor SR-500 thudc danh
muc dau thau tap trung cdp Quéc gia, Chiing t6i xin dinh kém cong van giai trinh ciia nha ding ky ngay
03/06/2024.

Kinh mong Quy Trung tdm xem xét dé chung t6i cung (mg hang, dap tmg nhu cdu diéu tri cta cac
cosdy té.

Xin tran trong cam on!
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MEGA LIFESCIENCES PUBLIC ~ CONG HOA XA HOI CHU NGHIA VIET NAM
COMPANY LIMITED Péc 1ap — Tw do — Hanh phiic

V/v: Cdp nhdt thong tin to HDSD Tp. HCM, ngay 03 thang 06 ndm 2024
thuéc Panfor SR-500 :

Kinh giti: CONG TY CO PHAN DUGC PHAM THIET BI Y TE HA NOI

Cong ty ching tdi, Mega Lifesciences Public Company Limited, dia chi: 384 Soi 6,
Bangpoo Industrial Estate, Pattana 3 Road, Moo 4, Phraeksa, Mueang, Samutprakarn 10280,
Thai Lan) 1a co s& dang ky thuéc PANFOR SR-500 (SPK: VN-20018-16).

Chung ti xin giri théng tin b sung, 1am ré vé hwémg din si dung ciia thudc
PANFOR SR-500 nhu sau:

- Can cir quy dinh tai diém b khoan 3 diéu 38 van ban hop nhit s6 01/VBHN-BYT,
ngay 08/01/2024, Thong tw quy dinh ghi nhan thudc, nguyén liéu 1am thubc va t& hudéng dén
sit dung thudc " b) Trong thoi han 12 thdng ké tic ngay Cuc Quan Iy Dugc cong b va ding
14i to hwdng dén sir dung cia thudc biét dwoc goc trén trang thong tin dién tic ciia Cuc Quan
Iy Dugc theo quy dinh tai khodn 1, khoan 2 Piéu nay, co sé ding ky thude, co s¢ san xudt
thuéc generic c6 trdch nhiém ti ra sodt va cdp nhdt ngi dung nhan, heéng dan sie dung phii
hop véi 16 hudng dan sic dung ciia thudc biét dwoc goc doi véi cdc théng tin quy dinh tai
khodan 2 _Biéu ndy, ma khong cdn thong bdo vé Bo Y té, trir truomg hop c6 yéu cdu khéc cia
BoYte."

Theo d6 ching t6i da cdp nhét huéng dan sir dung ciia thubc PANFOR SR-500 theo
huéng dan sir dung cua thudc Biét Duoc Gée Glucophage XR 500 va dwoc Cuc Quan ly
Dugc phé duyét v& viéc thay ddi mAu nhin va t& huéng din sir dung ciia thubsc PANFOR
SR-500 tai cong vin sé 8639/QLD-DK ngay 08/08/2023.

Chi dinh cta thudc sau khi dugce duyét thay déi dam bao ding nodi dung chi dinh cta
theo t& hudng dan str dung ctia thudc Biét Duoc Géc dang luu hanh tai Viét Nam.

- Can ct diém a Khoan 2 Piéu 3, thong tu s6 20/2022/TT-BYT, ngay 31/12/2022,
thong tu ban hanh danh muc va ty 18, didu kién thanh toan dbi véi thubc hoa duge, sinh
phém, thubc phéng xa va chét danh ddu thuéc pham vi duge huéng ctia ngudi tham gia bao
hidm y t&: "Piéu 3. Nguyén tdc chung vé thanh todn chi phi thuéc déi véi nguoi bénh tham
gia béo hiém y té. ...2. Quf bdo hiém y té thanh todn trong truong hop chi dinh thuéc phit hop
VGi chi dinh cia mot trong cdc tai liéu sau: a) To hudng dén sir dung thuéc kém theo hé so
dang ky thuéc da dege Bo Y té cdp phép;..."

Theo d6 t& hudng dén st dung thude (c6 thay dbi) da dugce duyét bsi Cuc Quan 1y
Dugc - BO Y té 1 hoan toan pht hop véi nguyén téc chung vé thanh toan chi phi thubc dbi
v6i ngudi bénh tham gia bao hiém y té.

Kinh mong Quy Cong ty hd tro théng bao, giai trinh cdc thay dbi nay dén céc don vi
lién quan.

Tran trong, ;
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PANFOR SR-500 Amc m<=m ky: VN-20018-16)
Thay dbi/bd sung — cc 1am
Loai bo - gach-ngang

/ BANG SO SANH NOIDUNG PA DUYET VA DU PINH THAY POI
(TO HUONG DAN SU DUNG)

Té hwéng dan sir dung da dwoe duyét

Thénh phin

Mb ta

Duwoe luc hoe

Duge dong hoc

Chi dinh

Liéu ding va cich ding

Chéng chi dinh

Thén trong

Tuwong tic thudc

Phu nir mang thai va cho con bit
Anh huédng ciia thue dén kha ning l4i xe v vin hinh miy méc
{ Tac¢ dung phu

Qua lidu va didu tri

Bio quin

Han ding

Tiéu chuén

Trinh bay

Cic ddu hiéu Ivu y

San xuit béi

Thay doi tén va thit tir trinh bay ¢ac dé muc:

Hwaar vrma

O—: 9::
Céch ding, lidu diing
Orcaa &: 9::

ono &B EE nir o 9»_ va %c con b
1én ES néing l4i xe, vin hanh may méc




To hwéng dan sir dung da dwge duyét -

T& hwéng din sir dung dir kién thay d6i

Rx
PANFOR SR

Vién nén phong thich cham
Metformin hydroclorid

THANH PHAN:

Mbi vién nén phong thich cham chira:
Metformin hydrochlorid 500 mg
Panfor-SR-750

Td dwge: Hypromellose (K 100M), carboxymethylcellulose sodium (KDA 8 M 30),
methacrylic acid copolymer dispersion Drug L 30 D, macrogol (PEG 6000), povidone
K 90, magnesium stearate.

Rx

PANFOR SR-500

Vién nén phéng thich chim
Metformin hydroclorid

THANH PHAN
Thanh phan dwge chat:
MGi vién nén phong thich chém chiza:

Metformin hydrochlorid 500 mg

Thanh phén ti dwoe: Hypromellose (K 100M), carboxymethyleellulose
sodium (KDA 8 M 30), methacrylic acid copolymer dispersion Drug L 30 D,
macrogol (PEG 6000), povidone K 90, magnesium stearate.
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Vién nén phéng thich cham.
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PHU NU MANG THAI VA CHO CON BU
Thoi ky mang thai
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Thoi kp cho con bit

ANE HUGNG CUA THUOC BEN KHA NANG LAI XE VA VAN HANH MAY | ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH
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TAC DUNG KHONG MONG MUON
Céc tac dung khéng mong muén thudng gip nhit 12 budn nén, ndn, tiéu chay, dau bung,

pe-St ey

mat cam giac thém an.

Céc ta¢ dung khong mong mudn ciia thude duoe liét k& dudi day theo theo phan loai hé

théhg co quan ciia co thé va thn sudt giip. Tin suét duoc xéc dinh nhu sau: rit thudng
oip (> 1/10), thudng gap (21/100 va <1/10), it gp (21/1000 va <1/100), hiém gip &
1/10000 va < 1/1000) va rat hiém gip (<1/10000).
Trao doi chdt va dinh duing:

Rét hiém gip:

- Nhiém acid lactic

- Giam hép thu vitamin B12 kéo theo giam ndng d6 huyét thanh khi diéu tri metformin

kéo dai. Cin xem xét nhur mot bénh Iy néu bénh nhan ¢é bidu hién thiéu mau hdng ciu
khéng 16.

H¢ than'kinh:

Thudng gap: Rdi loan vi gidc.

He¢ tiéu hoa:

RAt thudong gip: Rbi loan tiéu héa nhu budn nén, ndn, tiéu chay, dau bung, gidm cam
gidc thém an.

Gan mat:

TAC DUNG KHONG MONG MUON

Céc téc dung khong mong mubn thudng gp nhat 1a budn ndn, nén, tidu chay,
dau bung, mét cam giac thém &n.

Céc tac dung khéng mong mudn cia thude duge ligt ké dudi day theo theo
phan loai hé théng co quan ciia co thé va tin sudt gip. Tan suft duoc xace dinh
nhur sau: rat thudng gip (> 1/10), thudng gip (21/100 va <1/10), it gip
(>1/1000 va <1/100), hiém gip (> 1/10000 va < 1/1000) va rat hiém gip
(<1/10000).

Trao ddi chat va dinh dutng:

Rét hiém gap:

- Nhiém acid lactic

- Giam hép thu vitamin B12 kéo theo giam ndng dd huyét thanh khi diéu tri
metformin kéo dai. Cin xem xét nhir mét bénh 1y néu bénh nhin 6 biéu hién
thidu méau hdng cdu khéng 1.

H¢ than kinh:

Thudng gap: Réi loan vi gide.

HEé tiéu héda:

RAt thudng gap: Réi loan tidu héa nhu budn nén, nén, tiéu chiy, dau bung,
giam cam gidc thém an.

Gan mat:




Rt hiém: Cac bio céo riéng biét vé cic xét nghiém chiic ning gan bét thudng hode
viém gan dugc cai thién khi ngung diing metformin.
Da va cdc mé dudi da:

Rdt hiém: Cac phan {mg da nhur ban d6, ngira, may day.

»

"
D
thube:

QUA LIEU VA PHEU-ERY

Metformin khong gy ha dudng huyét véi lidu lén dén 85¢, mic dit s& bi nhiém toan
acid lactic trong trudng hop nay. Sir dung qua lidu hodc nhimg nguy co di kém cia
metformin ¢6 thé gay ra nhi€m toan acid lactic. Nhiém toan acid lactic 1a mot truong
hop cap ctru khin cép va phai dugc nhép vién didu tri. Phuong thire hifu hisu nhit dé
loai bé lactat va metformin 13 thim tach miu.

UG.OO HHQ.O HOC

R4t hiém: Cac béo cdo riéng biét vé cc xét nghiém chire nang gan bit thudng v
hodc viém gan doi hoi phai ngung ding metformin.

Da v ¢de mé dudi da:

Rdt hiém: Céc phan (g da nhu ban do, ngira, may day.

QUA LIEU VA O, C
Metformin khong gy ha dudng :&Q voi :mc 1én dén 85g, mic dii s& bi nhiém.
acid lactic trong trudong hop nay. Sir dung qua liéu hoZc nhitng nguy co di kém
ctia metformin c6 thé gay ra nhim acid lactic. Nhiém toan acid lactic 1a mét

trudng hop cdp ctu khin cip va phai duge nhap vién dié &u tri. Phuong thirc
hiru hign nhat dé loai bo lactat va metformin 1& thdm tach mau.
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: 36 thang tinh tir ngay sin xuat.
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F1-F1/1, Additional Ambernath MID.C., Ambernath (East), Thane
Maharashtra State, An Pb.

mai vi d6i 20 vién nén phéng thich cham.

421506

QUY CACHPONG GOI
Hop 5 vi, m&i vi d6i 20 vién nén phéng thich chim.

BAO QUAN
Bao quan noi khé mét, duéi 30°C. Tranh 4nh sing va 4m.

HAN DUNG
36 thang tinh tir ngdy san xuét.

Nha san xuat.

INVENTIA HEALTHCARE LTD.
F1-F1/1, Additional Ambernath M.LLD.C., Ambernath (East), Thane 421506
Maharashira State, An .
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Poc lap - Tw do - Hanh phic

5200 Ha Néi, ngay 08 thing @ nam 2023
ay /401 mAu nhan va t& huéng
dan sir dung

Kinh gtri: Mega Lifesciences Public Company Limited
Bia chi: 384 Soi 6, Bangpoo Industrial Estate, Pattana 3 Road,
Moo 4, Phraeksa, Mueang, Samutprakarn 10280, Thailand

Tus:p theo Cong van 56 1774/QLD—DK ngay 14/3/2022 cua Cuc Quan ly
Duogc, xét don d8 nghi va cac tai liu bo sung ¢6 lién quan cua Cong ty (so t1ep
nhan 144/BSTDNN ngay 06/4/2022) ve viée thay d6i mAu nhan va t& hudng din
sir dung a6 véi thude da duoc cap gidy ding ky luu hanh;

Cén ctr lhong tu s& 08/2022/TT-BYT ngay 05/09/2022 cliaBO Y té quy

dinh viéc dang ky luu hanh thube, nguyén heu lam thuoc Thong tu so -

01/2018/TT-BYT ngay 18/01/2018 ctia Bo Y té quy dinh gh1 nhin thude,
nguyén liéu lam thudc va t& huéng dan st dung thudc;

Can ¢t Bién ban thAm dinh hd so thay do1/ bo sung cua Cong ty;

Can ctr két iuan clia Hot dong tu van cap glay dang ky luu hanh thube,
nguyén lidu lam thude Dot 115 thude nude ngoai ngay 22/6/2023, Cuc Quan ly
dugc thong bao nhu sau:

DPéng v ve viée thay dbi nhin va to huéng dan st dung ddi v6i thude
Panfor SR-500, sb ding ky: VN-20018-16, cu thé nhu sau:

MAu nhan méi va to huéng dén sir dung méi duge dong diu xac nhén ciia
Cuc Quan Iy Duge va dinh keém theo cong van nay.

Ngoai nét dung duoc thay doi trén, tét ca céc ndi dung khic gitt nguyén
nhu hd so dang ky thude luu tai Cuc Quan Iy Dugc.

Co s¢ dang ky, co s& san xult phai chiu trach nhiém vé chét luong dbi véi
thude luu hanh trén thi trudng va ¢6 trach nhidém thong béo su thay ddi nay dén
céc co quan lién quan va khéach hang.

Sau 12 théang ké tir ngay ky cdng van nay, thube trén khong dugc nhap
khiu v6i cac ndi dung cii di d& nghi thay doi.

Cuc Quan ly Dugc théng bao aé Cong ty biét va thuc hlen ding céc quy
dinh ctia Viét Nam v& luu hanh thude./.
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Panfor SR-500

Metformin Hydrochioride Sustained Release Tablels 500 mg s

5 x 20 tablets .
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THANH PHAN

Thanh phin dwgc chit:

Mbéi vién nén phéng thich chém chira:

Metformin hydrochlorid 500 mg

Thanh phin ti dwgce: Hypromellose (K 100M), carboxymethyleellulose sodium (KDA 8 M
30), methacrylic acid copolymer dispersion Drug L 30 D, macrogol (PEG 6000), povidone K 90,
magnesium stearate.

DANG BAO CHE P
Vién nén phoéng thich chém. ' 7

CHI PINH

Lam gidm nguy co hogc tri hofin sy khoi phat déi théo dudng typ 2 & bénh nhan la ngudi lém
qué can b tidn déi thdo dudng (ri loan dung nap glucose (IGT) vi/hodc giam dung nap
dudmg huyét d6i (IFG), vivhogc tang HbAle*) va ¢6 thém céc yéu t nguy co**, & ngudi ¢6
4p dung viéc thay dbi 161 sbng tich cuc trong vong 3 dén 6 théng nhlmg van khong dat duge
hidu qué kiém so4t dudng huyét thich hop. :

Neén tiép tuc didu chinh 1i séng khi bit diu ding metformin, trir khi bénh nhén khong thé

thye hién vi Iy doy khoa.
* Giam dung nap dudng huyét déi 100-125 mg/dl vashoic 1di loan dung nap glucose 140-199
mg/dl va/hodc HbAlc 5,7-6,4%);

*% Céac yeu td nguy co di biét bao gom béo phi, tudi, cao huyet ap, bénh tim mach, ticn st

gia dinh c6 dai thio dudmg, 161 loan lipid méu, dai thio dudng thai k¥, va héi chimg qua kich

budng tring (PCOS).

Diu tri dai thao dudng typ 2 & ngudi 16n, dic bidt & bénh nhan qua can, khi ché @6 &n kiéng

va tép thé duc don thudn khéng hiéu qua trong kiém soat duong huyét. Panfor SR ¢6 thé

duoge ding nhu don tri liéu hodc phoi hop véi cace thude tri dai thdo dudng dudng uong khac

R /
ho#c véi insulin.

CACH DUNG, LIEU DUNG

Ngudi 16m ¢é chire ning thin binh thwdng (d9 loc cAu thin wie hwong (eGFR) > 90

mL/phtit/1,73 m?)
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Léam giagm nguy co hodc tri hodn sy khéi phdt ddi thdo dwong tip 2

Metformin chi nén duge xem xét khi viée didu chinh 161 sbng tich cuc trong 3 dén 6 théng
khéng mang lai két qua kiém soét dudng huyét thich hop.

Viée didu trj nén bt dAu v&i mot vién Panfor SR-500 mét 1dn m8i ngdy ciing v6i bita n t6i.
Sau 10 dén 15 ngay, liéu ding nén duge diéu chinh dya trén co s¢ céc xét nghiém do dudng
huyét (céc gia tri clia thir nghiém dung nap glucose dudng ubng (OGTT) va/hoiic glucose
huyét ltc d6i (FPG) vi/hoic HbAlc phai nim trong giéi han binh thudng). Sy ting lidu
cham c6 thé cai thién kha ning dung nap ¢ dudng tiéu héa. Lidu 61 da dwoc khuyén céo 12 4
vién (2000 mg) mot 1An m3i ngay ciing véi bira fin t6i.

Khuyén céo kiém tra thudng xuyén tinh trang dudng huyét (mdi 3-6 thang) (gia tri OGTT .

vivhoic FPG vi/hoic HbAlc) ciing nhu céc yéu t6 nguy co d& danh gis vide didu tri c6 nén
tiép tuc, thay ddi hodic ngung.

Can quyét dinh danh gia lai diéu tri néu sau d6 bénh nhén 4p dung céc bién phép céi thién
ché dd an va/hodc van dong, hoic néu ¢6 su thay dbi didu kién y té ¢6 thé cho phép viéc can
thiép 181 sbng duoc ting cuong.

Don tri liéu trong ddi thdo dwong typ 2 va két hop véi cdc thude tri ddi thdo duong dang ubng

khdc % o
Lidu khoi dau thong thudng 1a mot vién mdi ngay. -

Sau 10 dn 15 ngay, lidu dung nén duoc didu chinh dya trén co s& cac xét nghiém do dudng
huyét. Su tang lidu cham c6 thé céi thién kha ning dung nap & dudmg tiéu héa. Lidu ti da
duge khuyén céo 12 4 vien mdi ngay.

Nén tang lidu tir tir 500 mg m&i 10-15 ngdy dén t6i da 2000 mg mdt 1An mdi ngay véo bira dn
t6i. Néu khong dat duoc su kidm so4t dudmg huyét v6i Panfor SR 2000 mg mét lan méi
ngdy, ¢6 thé xem xét Panfor SR-1000 hai lan mbi ngay, voi ca hai lidu ding trong bira an.

Néu vAn chua dat duoc sy kiém soat dudmg huyét__,{ bénh nhén ¢6 thé chuyén sang dung dang

metformin thong thudng véi lidu tbi da 3000 mg mdi ngay.

Néu bénh nhan d4 dugc didu tri véi metformin, lidu khoi dau Panfor SR nén twong duong
v6i lidu ding hing ngdy cla vién metformin phong thich tic thi. Nhimg bénh nhan duoc
didu tri v6i metformin véi Kéu trén 2000 mg/ngay, khong khuyén céo chuyén sang diing
Panfor SR.

Néu du dinh chuyén tir mot thube tri dai théo dudmng dang ubng khéc: ngung sir dung thube
d6 va khoi dAu Panfor SR v6i lidu chi dinh nhur trén.

Két hop voi insulin

Metformin va insulin ¢6 thé duoc dung trong tri liéu phdi hop dé dat duoe kiém so4t dudmg

huyét tbt hon. Lidu khoi dau thong thudng cta Panfor SR 1a mét vién mot 14n mbi ngdy, trong

khi lidu lugng insulin duoc diéu chinh trén co s cac xét nghiém do dudng huyet.

Suy thén

/

Pénh gi4 chitc ning than truée khi khoi ddu didu trj v6i metformin va dénh gia dinh ky sau 6.

C6 thé xem xét giam lidu thy theo sy suy giam chirc niing thén trén bénh nhén c6 eGFR trong
khoang 60-89 mL/phtit/1,73 m?.

209




Metformin ¢6 thé sir dung trén bénh nhin suy thin ¢6 eGFR trong khodng 30-59 mL/phit/1,73
m? chi trong trudmg hop khéng ¢6 cic didu kién khdc c6 thé lam ting nguy co nhi€m acid lactic
va theo su chinh lidu nhu sau: Lidu khéi d4u 14 500 mg metformin hydrochlorid ngay 1 Ian. Lidu
t4i da 12 1000 mg mbi ngay.

Chéng chi dinh metformin trén bénh nhin c6 eGFR duéi 30 mL/phit/1,73 m”.

Ngudi 1én tudi

Do kha ning suy gidm chitc ning thin & ngudi cao tudi, 1idu ding metformin nén dugc didu
chinh dua trén chirc ning than. Cin danh gié chirc néng thin thtrb'ng xuyén (xem muc Cénh béo.
va thdn trong khi dimg thuée).

Loi ich cta viéc lam giam nguy co hogde tri hoéin sy khéi phét dai théo duong typ 2 chua dugc
thiét 14p & bénh nhan trén 75 tudi (xem muic Ddc tinh duwoc lec hoc) va do d6 khong khuyén céo
khéi dAu metformin & nhitng bénh nhin ndy (xem muc Cdnh bdo va thén trong khi ding thude).
Bénh nhi

Do thiéu dit lidu, Panfor SR khong nén st dung cho tré em.

CHONG CHI PINH ;%"/

o M3jn cam véi metformin hodic bét ctr t4 duge nio.
o Bét ki thé ndo ciia nhidm toan chuyén héa clp hodc man tinh (nhu nhi®m acid lactic, nhi€m
toan thé ceton do d4i thdo dudng) '
e Tién hon mé dai thao dudng
e Suy than nang (d0 loc cau thén ude luong (eGFR) < 30 mL/phut/ 1,73m?) (vem muc Cénh
bdo va than trong khi ding lhué'c).
o Céc truomg hop cap tinh ¢6 kha ning lam bién dbi chirc nang thén nhu:
- Mt nuée
- Nhiém tring ning
- Sbe
e Bénh c6 thé giy nén tinh trang thidu oxy moé (ddc biét bénh cép tinh, hoac tinh trang nang
thém ctia bénh man tinh) nhu:
- Suy tim mét bu
- Suy hé hép
- Nhéi mau co tim gin dy
- Sbe

» Suy gan, nhiém ddc rugu cap tinh, nghién ruou.

CANH BAO VA THAN TRONG KHI DUNG THUOC .

Nhiém acid lactic

Quié trinh gidm sat hgu mai d& ghi nhén nhing ca nhiém toan lactic lién quan dén metformin, bao
gdm ca trudng hop ti vong, gidm thén nhiét, tut huyét 4p, loan nhip cham kéo dai. Khéi phét cla
tinh trang nhidm acid lactic lién quan dén metformin thudmg khong d& phét hién, kém theo cac
tridu chimg khong dién hinh nhy khé chiu, dau co, suy ho hép, lo mo va dau bung. NhiZm toan
acid lactic lién quan dén metformin duge dic trung béng ndng d6 lactat ting 1én trong méu (>5
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mmol/L), khoang trdng anion (khdng cé bing chimg cia keto niéu hosc keto méu), ting ty 18
lactat/pyruvat va ndng d6 metformin huyét twong néi chung ting > Spg/mL.

Yéu 6 nguy co clia nhiém acid lactic lién quan dén metformin bao gdm suy thén, sir dung dong
thi voi mt sb thube nhét dinh (vi du cde chét tic ché carbonic anhydrase nhu topiramat), tir 65
tudi trd 16n, c6 thuc hién chibu chup sir dung thudc can quang, phiu thuat va thue hién cac thi
thuét khac, tinh trang gidm oxy hit vao (vi du suy tim sung huyét cAp), udng nhidu ruou va suy
gan.

Céc bién phép giam thiéu nguy co va xi tri nhidm acid lactic lién quan &én metformin & nhém
bénh nhin ¢ nguy co cao dugce trinh bay chi tiét trong t& hudng dén sir dung thubc (muc Cdch

~ dimg, ligu dimg, Ch(‘)'ng chi dinh, Canh bdo va thin trong khi dz‘zng thuée, T wong tdc thué'c).

Néu nghi ngd nhidm acid lactic lién quan dén metformin, nén nglmg sir dung metformin, nhanh
chéng dua bénh nhan dén bénh vién va tién hanh cic bién phap xt tri. O nhitg bénh nhan da
diéu tri v&i metformin, d& duge chén do4n nhi®m acid lactic hoic nghi ngd cé kha ning cao bi
nhifm acid lactic, khuyén cdo nhanh chéng loc méu dé diéu chinh tinh trang nhim acid va loai
b phan metformin da bi tich liiy (metformin hydroclorid c6 thé thim téch dugc véi d thanh
thai d@&n 170 mL/phut trong didu kién huyét dong luc tdt). Loc méu ¢6 thé 1am dio nguogce tridu

chimg va hdi phuc. S

el

Huéng din cho bénh nhan va ngudi nha v& céc tridu chimg cta nhidm acid lactic va néu nhimmg
triéu chimg nay xay ra, cin nglmg thudc va bdo cdo nhitng triéu chimg niy cho béc s3.

Pbi v6i mdi yéu tb 1am ting nguy co nhiém acid lactic lién quan dén metformin, nhimg khuyén
c4o nhim gitp giam thiéu nguy co va x@ tri tinh trang nhifm acid lactic lién quan dén
metformin, cu thé nhu sau:

Suy thdn: Nhiig ca nhiém acid lactic lién quan dén metformin trong qua trinh gidm sat thude
hau mai xay ra chit yéu trén nhitng bénh nhan bi suy thin ning. Nguy co tich Hiy metformin va
nhiém acid lactic lién quan dén metformin ting 18n theo mirc d6 nghiém trbng cua suy thén bai
metformin duge thai trir chit yéu qua thén, Khuyén céo 14m sang dya trén chirc ning thén cta
bénh nhan bao gdm [xem muc Cdch ding, licu ding]:

- Truée khi khoi dau didu tri véi metformin can wée tinh mic d6 loc cau than (eGFR) clia bénh
nhén.

- Chéng chi dinh metformin trén bénh nhén c6 eGFR duéi 30 mL/phat/1,73 m? [xem muc Chong
chi dinh].

- Metformin ¢6 thé st dung trén bénh nhén suy thén c¢6 eGFR trong khoang 30-59
mL/phit/1,73m? chi trong trudmg hop khéng 6 céc didu kién khac ¢6 thé lam ting nguy co
nhidm acid lactic vA theo sy chinh lidu nhu sau: Liéu khéi ddu 13 500 mg metformin
hydrochlorid ngay 1 1an. Lidu ti da 14 1000 mg mdi ngay.

- Thu thap dit lidu v& eGFR it nhit 1 1in/nam & tit ca céc bénh nhan sir dung metformin, & bénh
nhan c6 kha niing tang nguy co suy than (vi du nhu ngudi cao tudi), chitc ning thin nén duge
danh gi4 thudng xuyén hon.

- O bénh nhén dang sir dung metformin va ¢6 eGFR giam xubng dudi 45 mL/phut/1,73 m2, danh
gia nguy co - loi ich cta viée tiép tuc phac do.
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Tuong téc thude: St dyng dong thdi metformin véi mot sb thubc 6 thé 1am ting nguy co nhidm
acid lactic lién quan dén metformin: nhimg thube 1am suy giam chirc nang thin dan t&i nhimg
thay ddi dang k& v& mit huyét dong, anh hudng t&i cin bing acid-base hodc lam ting tich liy
metformin [xem muc Twong tdc thuéc]. Vi vy, can nhic theo doi bénh nhan thudng xuyén hon.
Bénh nhan tir 65 tudi tré 1én: Nguy co nhiém acid lactic 1ién quan dén metformin ting 1&n theo
tudi ciia bénh nhan boi bénh nhén Ién tudi ¢6 kha nang bi suy gan, suy than, suy tim cao hon
nhitng bénh nhan tré tudi hon. Cin d4nh gid chirc ning than thuong xuyén hon dbi véi nhimg
bénh nhén 16n tubi.

Thice hién cdc xét nghiém chan dodn ¢6 st dung thudc can quang: Tiém thudc cdn quang c6

chira iod vio ndi mach & nhitng bénh nhan dang didu ti metformin c6 thé dén t6i suy giam cép ;%‘ﬁ
tmh chitc ning than vi gy ra nhiém acid lactic. Nglmg st dung metformin trudc hodc tai thoi (é
diém thyue hién chiéu chup c6 sir dung thude can quang ¢6 chita iod & nhitng bénh nhén ¢6 eGFR ‘:’3 A
ndm trong khoang 30-60 mL/phit/1,73 m?, nhimg bénh nhén ¢6 tién st suy gan, nghién ruou, ;2;)}
suy tim ho#ic nhitng bénh nhén s& st dung thudc can quang chira iod theo dudng dong mach. %«i
Diénh gié lai eGFR 48h sau khi chiéu chup va sit dung lai metformin néu chirc ning thén 6n dinh.

Phéu thudt hode cde thi thudt khdce: Su luu gitt thite &n va dich trong qué trinh phéu' thuét hodic

thue hién céc tht thuét khac co thé 1am ting nguy co giam thé tich, tut huyét 4p va suy than. Nén _.:\\
tam thoi nglmg stt dung metformin khi bénh nhén bi gi6i han luong thirc dn va dich nap vao. < ﬁ%i

i

' W%?é};%

Tinh trang gidm oxy hit vao: Qua trinh theo d6i hdu mii da ghl nhéan mdt s6 ca nhidm acid lactic

\;’;’}f 2
%

lién quan dén metformin xay ra trong bénh canh suy tim sung huyét cép (dic biét khi c6 kém

-

theo giam tudi mau va giam oxy huyét). Truy tim mach (séc}, nhdi mau co tim cép, nhi¥m khuin
huyét va céc bénh 1y khac lién quan dén giam oxy huyét c6 mdi lién quan véi nhidm acid lactic
va cling ¢6 thé giy nito huyét truée than. Khi nhitng bién cb ndy xay ra, nglmg metformin.

Ubng ruegu: Rugu ¢6 kha ning anh hudng dén tac dong cia metformin 1én chuyén hoéa lactat va
tir @6 ¢6 thé lam ting nguy co nhiém acid lactic lién quan dén metformin. Canh béo bénh nhén
khong ubng raou khi str dung metformin.

Suy gan: Bénh nhén suy gan cé thé tién trién nhidm acid lactic lién quan dén metformin do suy
giam thai trix lactat dan t6i ting ndng d6 lactat trong méu. Vi vy, tranh st dung metformin trén
nhitng bénh nhén da dwoc chin doan bénh gan théng qua bang chiing xét nghiém hodc 1am sang.
Chirc ning tim

Bénh nhén suy tim d& c6 nguy co giam oxy va suy thin. O bénh nhén suy tim man on dinh,
metformin c6 thé duogce sir dung néu theo d5i ddu din chirc niing tim va than.

Chéng chi dinh metformin & bénh nhén suy tim ¢p va khong bn dinh (xem Chéng chi dinh).
Ngudi l6n tudi

Do gi6i han vé dit liéu an toan didu tri trong giém nguy co hodc tri ho#n déi théo duong typ 2 ¢
bénh nhén trén 75 tudi, khong khuyén céo khéi dAu metformin & nhitng bénh nhén nay.

- Nhitng lwu y khéc !
TAt ca bénh nhan nén tiép tuc ché d6 an uéng ctia ho, v6i su phan bd déu dan lugng carbohydrat
an vao trong ngay. Nhitng bénh nhan qué can nén tiép tuc ché d6 &n han ché ning luong.

Nén thuc hién thudmg xuyén cdc xét nghiém thong thudng dé theo d6i dai thio dudng.



Dung metformin don trj liéu khong gy ha dudng huyét, mdc du vAy nén thén trong khi st dung
phbi hop metformin véi insulin hodc cc thude chéng d4i thdo dudng dang ubng khac (nhu cac
sulfonylurea hoic cac meglitinid).

V6 vién thubc ¢6 thé xuét hién trong phan. Nén thong bdo cho bénh nhan biét d6 13 binh thudng.

SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU

Thoi ky mang thai

Khi bénh nhan c6 ké hoach mang thai va trong subt thoi ky mang thai, khuyén cho khong didu tri
rdi loan kidm soét dudmg huyét hoic dai thao dudng véi metformin ma st dung insulin d& duy tri
mic dudng huyét cang gﬁ?m v6i mue binh thudng cang tbt, dé giam thidu nguy co bat thuong di
tat thai nhi.

Thoi ky cho con bit

Metformin diroc bai tiét trong stta me. Khong quan sat thiy tic dung c6 hai ndo & tré so sinh/tré.
nhil nhi bt sita me. Tuy nhién, vi dit liéu han ché, khong khuyén khich cho con bi trong khi diéu
tri v&i metformin. Cén nhéc gitra loi ich clia vide cho con bi va nguy co tim 4n cia nhiing tac
dung c6 hai trén tré nho ma cén quyét dinh ¢6 nén ngimg cho con b hay khéng.

ANH HUGNG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
DPon tri liéu metformin khong géy ha dudng huyét va vi thé khong téc dong dén kha ning 14i xe
va van hanh may moc.

Tuy nhién, bénh nhan nén dugc canh bio vé nguy co ha dudng huyét khi st dung metformin
cling v6i cdc thude ha duong huyét khéc (nhw cac sulfonylurea, insulin hodc cdc meglitinid).

TUGNG TAC, TUONG KY CUA THUOC

Khong khuyén cdo dung ddng thoi

Ruou

Ngé doc ruou lam tidng nguy co nhiém acid lactic, ddc biét khi déi, thiéu dinh dudng hodc suy
gan.

Cdc chdt cén quang chira iod

Phai ngung metformin truée hodc tai thoi diém thyc hién chin doan hinh anh va khong str dung
lai {t nhét 48 gmr sau d6, sau khi chic chén chitc nang thén d3 trd lai binh thuong.

Céac phdi hop cin thén trong

Mot vai thube 1am gidm chirc ning thén cé thé lam ting nguy co nhifm acid lactic, vi du
NSAIDs, thubc @ ché COX II chon loc, thube e ché men chuyén, thuéc dbi khang thu thé
angiotensin 11 va thude loi tiéu, dic biét loi tiéu quai. Khi ding cac thude nhu viy phbi hop véi
metformin, can theo ddi chit ché chirc ning than. :

Cdc thube gay ting diwong huyét ndi sinh (nhur glucocorticoid (todm than vé tai chd) vix cdce chdt
kich thich giao cam) ;

Neén theo d5i dudng huyét thudng xuyén hon, dic biét khi bét dau diéu tri. Néu cin thiét, didu
chinh lidu metformin trong qua trinh didu tri v6i cac thubc twong tmg va cho téi khi ngimg sir
dung.

Chét vén chuyén cation hitu co (OC 1)

Metformin 1 co chit ctia ca hai chét van 'chuyén OCT1 va OCT2.
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Diing ddng thdi metformin véi »

- Chét trc ché OCT1 (nhu verapamil) ¢6 thé 1am giam hiéu qua ctia metformin.

- Chéit cam tmg OCT1 (nhu rifampicin) ¢6 thé 1am ting hép thu & dudng tidu héa va ting hiéu
qué cua metformin. -

- Chét trc ché OCT2 (nhu cimetidin, dolutegravir, ranolazin, trimethoprim, vandetanib,
isavuconazol) ¢6 thé lam giam thai trir qua thin ciia metformin va kéo theo 1am ting ndng d6
metformin trong huyét twong

- Chét trc ché ca hai OCT1 v OCT2 (nhu crizotinib, olaparib) c6 the lam thay d6i hiéu qua va su
thai trlr qua thin cta metformin.

Do @6 can than trong khi dung chung cic thubc ndy véi metformin, dic biét & bénh nhan suy
than, boi vi c6 thé 1am ting ndng d6 metformin trong huyét tuong. Néu can thiét, liéu metformin
c6 thd duge xem xét didu chinh boi vi cée chit te ché/cam tmg OCT c6 thé 1am thay d6i higu
quéa ctia metformin.

Twong ky, ciia thude

Do khéng ¢6 cdc nghién cfru v& tinh trong ky cta thude, khong tn 13n thube niy véi cac thude
khac.

TAC DUNG KHONG MONG MUON
Céc téc dung khong mong mubn thudmg gip nhit 14 budn nén, ndn, tidu chiy, dau bung, mét
cadm gidc thém an.

Céc tac dung khong mong mubn clia thube duoc liét ké dudi ddy theo theo phan loai hé théng co
quan cua co thd va tin suit gap. Tan sudt duoc xdc dinh nhu sau: rit thuong gip & 1/10),
thudmg gip (>1/100 va <1/10), it gdp (>1/1000 va <1/100), hiém gap (> 1/10000 va < 1/1000) va
rAt hiém gap (<1/10000).

Trao déi chat va dinh dwiong:

RAt hiém gip:

- Nhiém acid lactic

- Giam hép thu vitamin B12 kéo theo giagm ndng dd huyét thanh khi diéu tri metformin kéo dai.
Cén xem xét nhu mot bénh 1y néu bénh nhan ¢ bidu hién thiéu m4u hdng cau khéng 16.

HE than kinh: '

Thuodng gip: Réi loan vi gic.

Hé tiéu héa: .

RAt thudng giip: R4i loan tidu hoa nhur budn ndn, nén;,tiétx chay, dau bung, gidm cam gidc them
an.

Gan mdt:

RAt hiém: Céc béo cdo riéng biét v& cdc xét nghiém chirc ning gan bét thudng hodc viém gan ddi
hoi phai ngung ding metformin.

Da va cde mé dudi da: ;

Rér hiém: Céc phan tmg da nhw ban d6, ngira, may day.

: QUA LIEU VA CACH XU TRi

Metformin khong géy ha dudng huyét véi lidu len dén 85g, mac du s& bi nhidm acid lactic trong

. trudmg hop nay. St dung qué lidu hoic nhitng nguy co di kém ctia metformin ¢6 thé giy ra
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nhidm acid lactic. Nhidm toan acid lactic 14 mét trudng hop cép ciru khén cdp va phai duoc nhép
vién didu tri, Phuong thirc hitu hiéu nhét d& loai bo lactat va metformin 14 thim tich mau.

PAC TINH DUQC LUC HOC

Nhém dueoe Iy: Thube didu tri dai théo dudong dudng ubng,

Ma ATC: A10BA02.

Metformin 12 mot biguanide c6 tdc dung chdng ting dwong huyét, lam giam dudng huyét co ban
va sau khi #n. Metformin khong kich thich tiét insulin, va vi thé khong gy ha dudng huyét.
Metformin hoat dong qua 3 co ché:

- Giam séan xuét glucose & gan bing cach trc ché tan tao dudng va ly giai glycogen.

- Tai co, gia tAng su nhay cam cta insulin, cai thién vigc s dung glucose & ngoai bién.

- Lam chim hép thu glucose & rudt.

Metformin kich thich st tdng hop glycogen & t8 bao bang cach tac dong 1én men glycogen
synthase.

Metformin gia ting kha nang vén chuyén cta tit ca cdc chit van chuyén glucose mang (GLUT).

PAC TINH DUQC PONG HQC P

Hép thu:

Sau khi ubng mdt lidu vién nén phéng thich cham, sw hip thu metformin bi tri hon ¢6 ¥ nghia
so v&i vién phéng thich tire thi véi Tmax 12 7 gi0 (Tmax d6i voi vién phéng thich tic thoi 13 2,5
gio). )

0] trang théi bn dinh, tuong tu nhu c6ng thirc clia vién phéng thich tirc thi, Cnax v& AUC khong
tang ty 18 véi lidu ding. AUC sau khi ding lidu don 2000mg metformin dang phéng thich chim
trong ty nhu quan st duoc khi ding lidu 1000mg, hai 1an mét ngay dbi véi dang phéng thich
thc thi.

Su bién thién Crmax va AUC clia timg c4 thé ddi v6i metformin dang phéng thich chém thi tuong
duong nhu quan sat dugce d6i v&i metformin dang phéng thich tic thi.

Ubng metformin dang phong thich cham khi d6i, AUC giam khoang 30% (Cmax V& Tmax khong
anh hudng).

Sir hép thu metformin tir dang bao ché phéng thich chim khdng bi thay @i béi thire 3n. Khong
¢6 su tich lily nao quan sat duoe sau khi ding liéu lap lai 1én dén 2000mg metformin dang phéng
thich cham.

Phan bé: Lién két voi protein huyét twong khong déng ké. Metformin phén chia vao hdng cu.
Nong @b dinh trong mau thip hon trong huyét twong va xuit hién véi khoang thoi gian xép xi
nhau. Té bao hdng cAu gén nhw dai dién cho ngan phan bd thit cdp. Thé tich phan b6 trung binh
tlr 63-276L. :

Chuyén héa: Metformin duoc bai tiét dang khong ddi trong nude tidu. Khong c6 chét chuyén
héa nio duoce tim thdy & ngudi.

Théi trir: D$ thanh thai clia metformin > 400 ml/phit, cho thiy metformin duge dao thai qua su
loc & cAu than va bai tiét & bng than. Sau khi ubng thubc, thoi gian bén thai kha kién khoéng 6,5
gio. d

Khi chitc ning than bi suy giam, @ thanh thai & than giam theo ty 1¢ clia creatinin va vi thé thai
gian bén thai ciia metformin bi kéo dai, din dén ting ndng d6 metformin trong huyét twong.

‘Cac dbi twong dic bidt: , _ , . ;
Bénh nhdn suy thdn: Dt ligu han ché trén bénh nhan suy thén trung binh va khong ¢6 wéc lugng
chéc chén vé& ndng d9 metformin trong co thé & nhém nay so véi chirc nang than binh thudng.
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Do @6, phai didu chinh liéu phit hop dya trén co s& can nhic hiéu qua 14m sang/mic &6 dung
- nap.

QUY CACH DONG GOI
Hop 5 vi, mdi vi d6i 20 vién nén phong thich cham.

BAO QUAN
Bao quan noi khé mét, duéi 30°C. Tranh 4nh sing va m.

HAN DUNG
36 thang tinh tir ngdy san xuét.

TIEU CHUAN CHAT LUQNG CUA THUOC

Nha san xuét.
- ] o
CO SU SAN XUAT :::‘:/%

INVENTIA HEALTHCARE LTD.
F1-F1/1, Additional Ambernath M.1.D.C., Ambernath (East), Thane 421506 Maharashtra State,
AnPo.
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Box of 4 blisters of 15 tablets:
7 INDICATION,

o 6 i gty i Sveegh
dietary’management and-exercise: aione ‘does not resuit in-adequate

Glucophage XR may be used as monotherapy or in combination ui ith of
agents; or with insulin.
3 DOSAGEAND METHOD OF ADMINISTRATION:

Adults with normal renal function (estimated glomerular filtrati
290 ml/minf1.73m3) |
Reduct/on inthe tiskor deloy of the et e 7dictiotes ;
Metformin should only be considered where intensiveTifestyle
B months ha Bdequate gfycacmu
The! therapy shoild tie'initiated with orie tablet  Ghicophiage XR- 50
" theevening meal. : i
After 10 to 15 dvs dose ddjustment: ori the 5asis of blod
Ecommiended (OGTTand -FPGandfor HoATevalies to be within thei
increasg of dose may imgrove gastro-intestinal toferability. The:m
1 - dose s'd tablets {2000 mg once daily with thé evering meal,
°  Itisrecommended to regularly monitor (every 3-6 months) the ghye: tatus (OGTI andl
“ior FPG andfor HbA1¢ value) as welt as the nsk factors lo cvaluatewheth treatment needsf
- to be continued, modified or discontinued; « {
+ Adecision to re-evaluate therapy is also requued lf the patscnt subsequently mpfcments
improvements to diet andfor exercise, or if changes to the medicat condutmn will afiow
Jincreased fifestyle interventions to be pussrb!c
. Monatherapy in Type 2 diabetes mefitus and combination with other oral antic
. The usiial starting-dose is one.tablet once daily.
o After 1010 15 days the doseshould bead}usted on the basis of blood glucose
A slow increase of dose may improve gastro-intestinal tolera
. .recommended dose is 4 tabl

@ maximum of 2000 mg once daily Wi eal. If glycaemi

" achieved on Glueophage XR'2000'myg onice daslv. Glucophage XR. 1000 mig tic:
should be considered, with both doses being given with. focd. If ‘glycagihic coiitrol is st
not achieved, patients may be sw1tchcd to standard melformm tablets to F max!mum duse
of 3000 mg daily.

In patlents already treatcd with metformin table
e d

coptrgl. The usual starting dose of Glucophage XR is one tablet once daily, while msulm dasage s
ad e basis of blood glucose meastrement

beadjusted based on renal fum:tlon Rtgularassessmentofrenal function’s necessary (se
Pr_ccuutxonsfarusc) L,

ee Pha acodynu
metformin Initiation is therefore not recomimiended in thésé patiénts (s

CONTRAINDICATIONS
*.::* Hypersensitivity:to metfordtiin or to any of the xcipie
¢ Any type of acute and chronic. metabolic acidosis (suth as
ketoacidosis).
o Disbeticpre-coma..... . e SRR
s, . Severe, fenal failure (eGFR < 30 Uminf

% i
Disease which may cause fissue hypoxia (esp:ually ac
disease) suchas:

DO G 15
¢ Hepaticinsufficiency, acute sleohol intoxication, a
PRECAUTIONS FOR USE..

Post-marketing cases of metformin-associated ia dosis -have tesultcd in deat

hypothermia, hypotension, and res;stantbradyarrhythmnas The onset of metformin- -35500igl

lactxc acidosis is often subtle, accompanied only by ifi h
id

aeidosis was charactéri
(without evidence of kétonuiria of ketonemia),
plasma levels generafly >5 pglml

Risk factors for metformin-associated lacticacidosis include renal i airiient, corcomil eof -
certairi drigs (e, carbonic anhydrase inhibitors stich as topwamate? age 65 yeirs old or greater,”
having a radiological study with contrast, surgery and other procedures, hypoxic states (e g acutc &
congestive heart failure), excessive aleohol intake, and hepatic impairment. :

>t gep acidos
anindreased factatelpyruvate ratio; and metfo

FR2586670




Steps o reduce the risk of and manage metformin-associated lactic acidosis in these high-risk

d method of administrotion,

T groups A provided in the package leaflet (see sections Dosage an

Contraindications,

Piecaitions for tse, Interactions).

\F metformin-associated lactic acidosis is suspected, immediately discontinue metfor

general supportive measures in a hospital setting. In metformin reated patieats with a diagnasis ot

strong suspicion of actic acidosis, prorapt hemodialysts is fecommended to carrec
remove accumulated metformin (metformin hydrochloride is

170 mtjmin under good hemodynamic conditions). Hemodialys

ymptoms and recovery.

:ducate patients and their families sbout the symptoms of factic acidosis
ur,instructthem todiscantinue metformin and reportthese symptoms ©
knovia and possible risk factors for metformin-as

e

dose adjustments: The starting dose is 500 mg metformin hydro
masimum dose is 1000 mg daily. - :
—  Obtain an tGFR alileast.annug\l\{j

development of tenal impairment {
I{(quentl.. o 5 oo

Druginteroctions

The concoraitant use of metformirwith specific drugs mey
lagtic agidosis: those (hatir}\pair fenal function, tesultin si

Radiologic’stu

of, or prior to, an

60 ml[min/1.73 m¥ in patients with a history of tﬁmﬂc impairment, alcoholism ot hedrt fail
be administered intra-arteial odinated contrast. Resevaluate:
the iniaging procedure, and restart metforminifrenal functionis stéblé

patients who wil

gnificait feral impairment. The risk of met

Admicistration of intravas

to reduce the riskof and manage metformin-associated lacticaci

“acidosls increases with the severity of refal impa\rment‘b’t&hm&"
the kidney. Clincal recommendations based upo en
sdeand method ofadministra tion:
Before initiating metformin, obtpin an estimated glomeéralar filtration a
Metformin s contraindicated in patients with an ¢GFR less than 30 mL i
Controindications). * T
. Metformin'méy b Uséd
absence of other conditions that may incréise (fie jisk of lac

i patients ity an eGFR

rease metfocmin accumulation.

Surgeryundotherpmcedures

Metformin mustbe discontinued at the Grme of surgery under general, spinal 8¢

Therapy may be éstarted o eailier thii 48 hours follgwing surgery or reslim

and provided that renal functidn hds beeti réevaluatéd add fourid tobe stablé.

Withholding of food and fluids during surgical or other procedures may inerease

depletion, hypotersion, and tenal 1m%ai(menl. Metformin should be terpdtarily di
: UG

patients have re
Hypoxicsta
Seyeral of the pos

Alcoholis knawn

Far patients with
Contraindications).

p
of acute congestive

with hyporemia have been assoc
suchan event oceurs, discontinue metformin, ... .
Fxcessive olcohol intake S
to potentiate the effect of metformin on lactate metabol
1030 increase the fisk of metformin-associated factic acidoss. Patients. !
against excessive al Jintake while receiving cietformi e
Hepdticimpairment
Patienté with fepa

Cardiac function
Patients withy }fljcart fa
t

take while recervi

Lo

inrease th isk of metformit
gnificant hemodynamic chang
jder more frequ

arketing cases of metformin-assodiated lactic acidosls
: heart faifure {farticularly ‘when accompaied by ypof
Cardiovascular collapse (shock), acute myocardial infarction, sepsis.and.
jated with lactic acidosis ard may cause prere

rminand institute

t the acidosis and

dialyzable with a dlearance of up o

te

the risk of m

onside

nsufficiency.

metfo S
metfoimif s substantial
m!.ngl function incliide (s

culat fodinated contrast agents in metformin-treated gatients

at sciite gecrease in renal function and the occurrence of lactic acidosis. Stop mmétform

jodiridted contrast imaging procedute il patiéits with an'eGFR betwee

fency. n patients with
oring of cardiag and renal function.
ection:

ic has often resulted in reversal of

and, if these symptoms
{heir healtheare provider.
sociated lactic acidosis,

dosis are provided

(PR A8 hours after

tin
ypoxem'la‘i.
is associated

nal giotemia. When

(see s

T

Reduction of tisk

Due to the limited thecapeu
patients 75 Years and older, me!

or delay of type 2 dlabetes in elderly

Other precautions

Al patentsshould
QOverweight patien

The usual laboratory

lan:

com fwith insuli
The tablet shells may be pr 2
USE IN PREGNANCY AND LACTATION ;-

Pregnancy

When the patient plans to become pregnantand duﬁng:ﬁiégnéﬁcy{ itis récommended

glycaemic contral

glucose levels a5 lose 0 10

Breast-feedin
Metformin
newborns/infants
duririg metfo
taking into age
EFFECTS ON AB
Metforfiin

combination with
IRTERACTION

continue their dietwitha reqular

ts should continue their energy-

tests for diabetes monitaring
| !

fin ot

restricted diet. i
should be performed regularly.
ghcautin

tic efficacy data in the reduction of risk af delay of type 2 diabetes in
tfoemin initiation is not recommended in these patients.

distributionof carbohydrateinteke during the day.

dvised when it is used in
ufess of:meglitinidesi " -
e advised thiat ths i normel.

Fatimpared

ot diabetes is not treated yith metformin but insulin be used to maintain blood
isk of mal

io human bieast il
Hi

tini 1red
coint the benefitof breast-feeding 2
LITY TO DRIVE AND USE MA_C,H\NES

joy dot not cause hypbglyc‘éér'ﬁiéé d
to diveor tysgachinesti- S AL A
Hawever, patients should be alerted to

mal as possible to reduce

in
owever, 3% _only_!i_mit;d data ;

the risk of hypoglycaemia

mal formations of the fogtus. .

N adierse effects Viere observed

other antidiabetic agents (e.g.sulghonylureas, insulin, or meglin'\tidcs). .

Concomitant use not recommended

Alcohol .

Alcohal intoxicationis assoct
malnutiition; of hepaticimpairment.”- * -
{ e«jcontrastbgmts_

I

Gesactitris Dosage and Method of administfal
Combinations requiring precautions, for use:

Sime medicinal

hic
lactic acidosis, &9, NSAIDs, including selective, cyclo-0Kygenast (coX)

“products can adversely affe

ated with aninceeased fisk offacticacidosis, par

o

i st be discontinied pror to of 3t the e ofthe imaginy proceduré ‘ind not restarted

Met
untilatleast 48 hoursafter, provided {hat renal function has been re-evaluated and found tobe stable,
it oy A

5

m
i

erve ln‘.br:éa's_tfcd
ate available, breastfeeding s not recommended

ticularly i _ﬁfeisﬁng,

13y ‘ncrease the sk of
nhibitors, ACE 'mhib‘\tors§

refore has fi0 effecton the abillty ‘

itment-A decision on tiethér 0 discdntiue breast féeding should be made, fi".
nd the potentialrisk to adverse effecton thé _ch'\ld. L

when metfoiraii-is used ins

angioténsin l receptor antagonistsand diuretics, especially oop diuretics. When starting or using such;

products in combination: with metformin, close monitoring of renal funcfion Is necessary.

Medicinol products with in trinsic hyperglycoemic activity (e glucocorticoids (systemic and !oco{
(outes)undsympdtﬁdmimeﬁcslz.. A {

More frequent blood glucose monitoriﬁg &\Sy'bc reéu‘m:d, csptci@l& atthe ticglnnfﬁg of tr:atmenl;;

disc

b’fgt‘mictabon tronspoi

p s )
Metformin s a substrate of both ransporters 0CTtand 0CT2:

Co-administeatio

o [nhibitorso

o,.., Inducers of OCTH [such ag,rifamp‘lcin} may Inerease gastrointestinal absorption and efficacy 9

metformin.
i

tformin

mination

Caution is {herefore adyised, €sp
coadministered with metformin, a
adjustment of: metformin may be
metformin.... .ot

UNDESIRABLE EFFECTS

* Iibtors of bot

n_gtm:tforminwmth..

£OCTI {such asverap'ahii] may reduce efficaty of netforein. . L

plas

of metformin.:

ly in patiént o
s metformin plasma concentration may increase. If needed, o
cansidered:as OCT inhibitor:

|F necessary, adjust the metformin dosage during theray with -the: other, drugand upon it

of metformin and thus fead toan increase
SRR
alter efficacy and ren

l
jmipai

rmet; wh'an',t'ht%z dugs &

Jinducers may alter the efficacy

In post fiarketing dataand in controlléd cliical studies, sdverst evenit reporting in patients lreagi
viith Glicophage XR was similar in nature and
Glucophage immediate release.

The folloiing a0versé feactio
Frequ:ncjesaredgﬁnggi_asfg\i

Metabalism
Very

Within each freque
I

il
nult

eI T
° lacticac‘)dosis(sccsecﬁonPrccuutfonsforuse}.

16 may oceur with Glicoha e XR
i lows: very cammon 2H10;
A100; cafe 2110000, 00, very rare <1[10000.

cy gou ping, adverse reactions are pre:
dondisorders . . .- i

severity to that feported in patients treated v

1001

pcorhmon 21 i

< of decreasing seriousné
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ase of vi with decrease of serum levels during long-term use of
metformin. Consideration 6f Siich an aetiology is recommended if a patient presents with
: megaloblastic anaemia, i
: Nervous system disorders

i Common:Taste disturbance,

i Gastmintestinal disorders :
& Verycommon: Gastromtestmaf d|sorders such as nausea, vomiting, diarthoea, abdominal pain and loss
: of appetite. These undesirable effects oceur most f;cquenﬁy during initiation of therapy and resclve
¢ spontaneouslyin most cases. Aslow increase of the dose may alsoi improve gastrointestinal tolerability.
i Hepatobiliary disorders

i Veryrorerlsolated reports of liver function tests abnormahtms or hepautss resolving upon metformin
- discontinuation.

Skin and subcutaneous tissue dis .

PHARMACUDYNAMIC PROPEFmES
- Oral anti-diabetics. *- e

ith artihypérgl
glucese ltdoes notshm 1t instli Secreticin and tierefor

n
- in musde, byi |ncreasr
and delay of i |ntestmal glucose absorpt

rofonged r
¢ possily dueto evening administration, and an increase in mg!yccndes may ocey
; Clinical effica
i Reduction in the risk or delay of type 2 diabetes mellituis -
: The Diabetes Prevention Pragran: (DPP} was a multicenter randomlsed contmﬂcd c!mxcal
i adults assessing the efficacy of an intensive ifestyle intervention or metformin:to preventor delay
¢ the development of type 2 diabetes mellitus, Inclusion-criteria were age 225 years; BMI 224 kgfm?
(222 kfm for Asian-Americans), and impaired glucose tolerance plus a fasting plasma glticose of
95 - 125 mafdl (or €125 mofdl for American Indians). Patients were either tieated with intensive
fifestyle intervention, 2x850 mg metformin plus standard lifestyle change, or placebo.plus standard
'3, lifestyle change. " :
The mean baseline valués of the DPP participants (n=3,234 fo¢ 2.8 vears) wét
+ 106.5£8.3 mofd fasted plasma glucose, 1646:17.0 mafdt plasma glucose wo
§ * glucoseload, and 34,0467 kgfm? BML. Intensive ifestylentervention asweltasmietformit slgnificantly
- reduced the risk of developing o avert diabetes compared to placebo, 58% (95% Cl 48- 66%) and 31%h
. (950 Cf 17-43%) réspectively, ™
i The advantage of the fifestyle intervention over mctforrm
i The patients who benefited most from the metformin treatmentwere aged below 45years witha BMI
; equal or above 35 kgfm?, a baseline glucose 2 h value of 96-11.0 mmolfl, 2 baseline HbATc equa{ or
- above 6.0% or with a history of gestational diabetes.
[To prevent one case of overt diabetes during the three years in the wiiole population of !hc DPP,
.9 patients had to participate in the intensive lifestyle group and 13.9 in the metformin group. The
4 point of reaching a cumutative incidence of diabetes equal to 508 was delayed hy about three y years
¢ in the metformin group compared to placebo. . . '
{ The Diabetes Prevention Program Outcomes Study (DFPOS} isthe long tem) foﬂnw up smdy uf the
- DPP including more than 87% of-the original DPP population for long-term follow up. -
mong the DPPOS participants (n=2776), the cumulative incidence of diabietes at year 15 is 62%
Qm the'placebo graup, 56% in, the:metformin group, and 55% in the mtenswe hfestyl: intervention
Crude ratés of diabetes nd 5.2 tases per. 100 person- yeais among the placebo,
tformin, and interisive lifestylé participants, réspectively. Reductions in the diabetes,risk of
8% (hazard ratio (HR) 0.82, 95% C10.72-0.93; p=0.001) for the metformin group and 27% (HR 073,
S% €1085-083; p<&0001] for the intensive lifestyle intervention group, when compared with the
p!acebu group.Fcran aggregate microvascular endpoint of nephropathy, retinopathyand neuropathy,
: the outcome wes not significantly different between the tredtment groups, butamong the participants
ho had ot develcped diabetes during DPPIDPPOS, the prevalence of the aggregate microvascutar
outcome was 28% lower compared with those who had developed diabetes (Risk Ratio 0.72; 95% Ct
1063-0.83; p<0.0001). No prospective comparative data for metformin on macrova
|n patlents with1GT andfor [FG andfor increased HbATC are dvailable. =

Published risk factors for type 2 diabetes include: Asian or black ethnic background, age above 40,
dysfipidaernia, hypertension, obesity of being overweight, Ist degree family history of diabetes, history
of gestational diabetes mellitus, and polycystic ovary syndrome (PCOS),

Consideration must be given to current national guidance on the def' nmon of predh,bctcs
Treatment of type 2 diabetes meflitus

The prospective (andomised studv (UKPDS) has established the
ghiicose control fn‘overvieight type 2 diabétic

as first-line therapy after diet failure. Analyss of the rcsults for overwelght patients treated with
metformin after failure of diet alone showed:

- a significant reduction of the absolute, risk of any, diabetes-related complicatio

in:the

metformiin group {298 eventsf1000 patient-years) versus et afone (4
ars), p=0.0023, and versus the combined® sulfony(urta and msuk‘
\(t 40.1 events/1000 patient-years), p=00034;
~ 4 significant reduction of. the absoly
5 eventsf1000 patient-years,
significant . reduction

evcntshoco panent—

~ 2 sngnmcant Tedudt i tiofi:
- 11 events1000 patient-years, diet alone 18 events{1000 patient-years (p~001 :
For mttfurmm used as second-fine therapy, in combination with.a. sulfonylurea, benefit.rega
dlinical outcome has not been shown.
In type 1 diabetes, the combination of metforminand insulin.has been used:in selected patlcnts, but
the clinicat benefit of this combination has not been formally established.
PHARMACOKINET!C PROI o
Absorptxon :
After an oral dose of the prolonged refease tablet, metformin absorption i
conipared to the immediate-release l’abtet with a Tmax at 7 hours (Tmax o
tablet s 2.5 hours).
At steady state, similar to the immediate-release formulation, Cmax and AUC are not pr
edtoéhc admg;ste‘ dase. Th if 3

When the pmlongcd release tablet s admmsstcrcd in fastmg con
{both Cmax and Tmax:are unaffected). )
Metforein absarption from the prolonged- -refease fofriulat
No acéuiutation s observed after repeated administratiod o
release tablets.
Distribution .
Plasma protein binding is neghglble Mctformm partmons int erythrocytes.
than the plasma peak and appears at approximately the same tifne. The red blood c8ll$ iost fikely
represent a secondary compartment of distribution. The meart volume of distribiition (Vo) s ranged
between 63-276L

Metabohsrn

When renal funcnon is impaired, renaf clearanceis decreased in praportiod to thatof crcatlmne and 4_ TA TH A A
thus the efimination haff-life is prolonged, leading 0 mcreased ltvc[sof mctformm in‘plasma. = H )
Characteristics in specific. gmups of patlcnfs ! W CH [

Renal impairment: 5 iy

The available data in subjects with modcra(e rena! |nsuffxc1ency are scarce and no re_liabre eshmahon
of the systemic exposure to metforrmin in this subgrotip as compared fo sub;ects \mth riormal renal
function could be made. Therefore, the dose adaptation Should be madé_ efficacy]
tolerability considerations (see sectton Bosdge and method of administratio

STORAGE .

Store below 30°C..

SHELF-LIFE

36 months from manufacturing date. .,
SPECIFICATION

I house.

MANUFACTURED BY;

Merck Sante s.as.

2 rue du Pressair Vert, 45400 Semoy, France i TeoiteTaT

DATE OF REVISION OF THE TEXT: follow MOS 5 Odated 4 Maf 2014and CCDS 70 dated 2 May 2016,




* Néubinh nhan da dude didu tr] voi metformin’ i i khdi 34y Glucophiage XRnéri tudng
dudng véi ligu dang hang ngay cda vien-metformin‘phéng thich tac thi. Nhang bgnh
nhan duge diéu trj vai metformin vai lidy trén 2000 ma/ngay, khdng khuydn cdo
chuyén sgnggonglycophagc)(R.__’ vl i, s mel
Néu dy dinh'chiuyén t mot thude tr dsi théo dudng dang u
thide d6 va kndi ddu Glucophage XR véi lidu chil dinh rén,
10V insul| N s S L

THONG BAG'CHO BAC S¥ HOAC DUTE SY*Nii{

g khde: rigung 51 ding
MUGN GAP PHAI KHI, SU DUNG THUGC '
LR

THANH PHA|

dap's

Metformin va insulin ¢6 thé duge dung trong tr lidu, plidi g a8 dat dilde kidi S0t duting
Sahlt e IR huy@t tdt han. Liéu khdi ddu thang thuding clia Glucaphage XR a6t vienmot 140 mdi ngay,
"Tanh phidir hagt éhat: Metfan Lrong khiliéu Iugng insulin duge didu chinh trén ca sd cicxétnghiem do dudng huyée. .-
0mge ..o e e eet Suythdn . ... . -
-Théahphdn to dige:Natri carb xymethylcell lose, iypromellose 2208; magn ip.fmh i4 ch ),
DANG BAO CHE Pt C et gRm i vl heo s i ng
Vitn nén phdng thich keo a1 Vidn nén teén hai mat 1, méi g Khbang 50-83 mil/phut/1,73 v,

Meiformin co thé sd dung trén bénh nhan suy than''cs’ eGFR tréng khodng 30"
mb/phid1,73 m’ chl trong truang hgp khong ¢é céc didu kign khac co the [am tang nguy co
nhiem:dcid-lactic-va theo si chinh fiéu nhu: sau:’Liéu khdi dau 1a 500 mq.metformin
bydrachlorid ngay 1 14n. Lidu taT da I 1000mgmbingdy. . . .o

Chéng chidinh metformin trén b2nh nhan c6 eGFR dugi 30 ml/phdt/1,73 m?

Ngudi an tudi . ... 3 , ‘

‘Qlry CACH BOKG 661
“HOp 4V, méivi 15 uiei.

gidmnguy cd hodc trl hodn ! [ {
qud can b tidn 0 tho duéng (1 Ioa g

ap duanig tuyet ot (1FG), Vafliost tang HEA 1) v ¢6'
ngudi cd 4p dung vige thay ddi 161 sdng tich cyle trong von

liéu diing metformin nén duge dity

h o seye ol s
3 ngudi cao tudi, ligu, t \
than thuding xuyén (xem'mucThgn

4nh gid chdc nang

R L T A N ek e e ong v Lgiich ¢ M'nguy to hogc tri Hoain sut Khgi atdai lﬁﬁbﬂuéngb‘m‘l_'ch’da-édbé
”‘_"’"96"‘7““”"?&"";’(“;’3?*;"°:;.":f’{‘.‘-‘é’3”j“‘.'f’“"’.‘” thiet lab 5t nhai trén 75l (Yem myc Dupe IyE figef v do 86 khong khuyéh cho:
Nea iép tyc didu chinh Idi sding khi b3ta4i dang'm ddu metformin & Ahiing bgnkinhan nay fxem muc Than trging kil sidun -
héthychignitydoy e Binh nhi B

Do thiéu 60 g, Giiécphage X khohg nen st dung cho té
. SAeop; nge !
‘CHONG CHIBINH s s i
Ya el . Mancémvmmetfa‘rminho;ct;étcutadug'chaa k :
ichddama: ° b Batky thé nae:cia nhidm toan chuyén héa c4p fiodc man fink (nhu nhigm-acid factic,
*"'F”etgébi"h”ha'éq”i:{ft’"ﬂ;“h‘hd" g - o-himtoanthécctondodsithdodudng). 1 - |y
s e o st ool o Tiéri homme d4i thio duong :
i Suy.thdnnrig (dg loc cdu th
trong khisirdung).

G
quékich budng tring (PCOS).
+ Diéu tri ddi tha

4 13p,.thé di

16m nguy cdhodc trihodnsy khdiphat doithéo dueng typ ;
Metformin chl nén dugc xem xét khi vige diéu chinh I6j sdng tich ey
A g'mang € 's0dtdudng hiiyét thich higp:

Lomg

dugedity.chinh dya trén ca sd cc xét nghigm do
higm.dung nap glucose dudng udng (06TT) va/hoze
: inh tidtng]

yElicacaid trieda tha
glucost huyét ltic doi (FPG) VA, iy
tang liéu cham cd thé cdi thign kha nang dii g ap
khuyéncaols 4 vieh (2000 mg) matldnmdingay cding véi bita ¥n 14

. KhuyEn: cdo kiém .tr?thu.on :xuyen. tinh, trang. dusng huygt (m#i. 32
i h cdcyé

! &)

eAey€u g nguy co dé ddn

e’ o

Qu trlnh gidm sét hau mai da ghinhan nhiing ca ¢ quan d&n metformin,
bdo gdim'cd truang hdp tdvaig; gidm than nhit, tut huy€t p; loaninhip cham kéo dai. Knei
phét cda tinh.trang nhiém acid lactic lien quandén metformin thuting: khong d& phat hipn,
kém theo cde trigu ching khong dign hinh nhu khd chiv, dau cd, suy hd hdp, lo md va day
Nhigm acid lactic lien qua ), metformin dudc dic trung bang.néng 66 lactate tan,

r i nol/L), khodna trdng anion (ma 0ng ¢6.biing chilng cla ceton nigy
pyriate v ndng 4 etformin huyét tudng nei chin:

finh ddnh ¢
 thign ché do an'Vafhos 0 d0ng, Hodé n¥u sy th
Vige c: thigp 161 s6ng dugc tang cdting,
trorig

i : fe
doithéo'dubng typ 2va ket higp vai che thude te dei théo duémg darigudng’

» 7 Li&ikhdiddu thong thueng la motvidnmdingay. - .
¢+ Sau 10 d&n 15 ngdy, idu dung nen duge dity chinh'difa trén cd'sd G4c x
" Guding huyét Sy tang liéu cham c6 the ci thign khd ning dung nap o diiéi
.. .Liéu taida duge khuyén cdo 14 4 vien mai ngdy. e
+.. Nen tang lidu ti t 500 mg méf 10-15 ngay dén t6i ga 2000 mg mét |4n mdi ngay

20" nguy ca'eda ahiem acid lattic Heh quan aén‘metfarmmin bao gdm'siry thi, so Hiin
ddng thoi voi mot'sé thude hhdt:dinh’ (vi dy cac chdt e ché carbonic"anhyidrase nhi
stopiramate), tu 65 LU brdvEn; o6 thuté hign:chdn-dodn hinh 3nh sa dung-thude cdn quan

‘ph3u thugt va thyie hifn edethd thuat khdé, tinh trang thi€u oxy (vidy suy tim sung huyé?

bida In tdi, Néu khong dat duge sy kiém sodf dusng huyét vel Glucophags XR 5000 ' &p), udng ahiéy cugu visuy gan.:
mot l4n mdi ngdy, ¢ thd xem xét Glucphage XR 1000 mg hai 140 mdingayivdica hai  iCachien phapgid
liu dung trong ba 4n. Néu vn chua dat duge sy kiém soat dudng huyét, bénh nhan c6- énh phan cé ng
212, th€ chuyén sang dung dang metfarmi

higu nguy covaxdtrinhi
: cd ¢4 ca0 duge trinh
1009 thiengv6ijity 61923000 momdingdy: ‘mucLiduling v cdeh ing Chdngchig

4

macid factic lign quan dén metformin d nhai
J.tigt.trong to hudng ddn sa dung thuéc {xe
n trong khist!dyng, Tuang tac thueg).




_khuyén cdo nhidm gidp glém thidu nguy cdva XU trl thh
. metformin cy thé nhu sau:

R inh {eG
.= Chéng chi dinh metformin trén bénh nhan cd. EGFH dua» 30 mLJphmh 73m’

: xuyén hon

- Nguy-¢d nhigmi‘acid lactic fign quan' & metfnrrmn

Néu cé nghi ngd nhigm acid lactic fién quan dén metformin, nén ngiing si dung metformin,
nhanh chéng dua bénh nhan dén bénh vién va tién hanh cac bign phap xdt tef. ( nhang bcnh
nhan da diéu trj vdi metformin, d3 dugc chén don nhidm acid lactic hogc nghi ngd ¢o khd
nang cao bj nhiém acid lactic, khuyén cdo nhanh chéng thdm téch mau @€ diéu chinh tinh

trang nhiém acid.va logi b6 metformin bj tich ly.(metfarmin hydcoclorid od thé thdm tach .
& dung Iye tot). Thdm tich mau

duge vdi 6 thanh thai dén 170 mifphat trong diéu kign h
o6 thé lam ddo ngue trigu chuing va hi phyc.
Hudng ‘d3n cho bénh nhan.vs ngusi 3
nhing trigu chiing nay xdyr ra,cén ngUng thudcva bso cdo nhng triéu chitng nay cho blesy.
D6 vdi mi yéu t8 1am tng nguy cd nhidm acid lactic fien quan dén metformin, nhing
trang nhi€m acid-facticlién quan dén

Suythdn, : TR
Nhilng ca nhrém aqd Iactlc laen quan dén metformin trong q tr]nh 4t thude hiu mai
x3y ra ch yéu trén nhitng bEnh nhan bj suy than ning. Nguy.cdtich Ir)y metformin va nhigm

acid.| factic lién quan dén metformin ting I&n theo muc 4§ nghiem trong ciia'suy.thdn bi --
ya.trén chic néng thin . -

metformin duge thi trd chit yéu qua than. Khuyén cdo lam san,
ctia bénh nhan bao gém fxem muciéuligng v cachding): .
~Trudc ki khai d4u diéu tri vi metformin cdn do muc dol Iuc

(xem myc
Chéng chidinh).

+ Metformin c6.thé sﬂ dyng trén :bénh. nhén suy-thdn cé: eGFR trong khoéng

30 - 59 mUphutf1,73 m'chi trong trudng hgp khdng o6 cac didu kién khac o6 the [am ting
- nguy co nhiém acid factic va theo su chinh lidu nhu sau: Liéu khdi d4u |2 500 mg metformin *

hydrochlorid ngay 114n. Lidu t3ida 13 1000 mg mingay... .-

~Thu thap da ligu vé& eGFR it nhdt 1 13n/ndm 4 t4t cd cde bénh nhan s dung- metformln (o
bénh nhan cd nguy cd tién trién-suy than (v dy nhu ngudi cao:tud), chdc n.’ang than nén
dudc danh gid thudng xuydn han.

- G bgnh nhan dang s dung metformin va c6 <GFR gidm xudng dudi 45 ml/phutﬁ 73 m dénh

g nguy cd - Igi fch eda vige tiép tue phdcdd.
Tuong tac thude o

‘Sdung rig thesi metformin Vi migt s6 thudt cd thé lam taing nguy cd nhiém acid lactm lign
“quan @@ m:tformm nhiing

lidc Tam suy'gidm chie nang than dan i nhing thay ddi
dang k& v& mdt huyét dong;'dnh hudng tdi can bing acid-base hodc lam ting tich lay
metformin- fxem myc Tuong toc lhudc) Vs v:!y cén can nhdc theo doi bEnh nhén thudng

Bénhnhan ti65 tubitrolén

thet' tud’l'cﬁa behh nhéh bai
bénh nhan ldn'tudi c6 kh& hang bi suy gan; sty than, sty a0 hon'nhiing benh nhan ré
tudi hon. Can danh gid chdc ndng thén thitdng xuyen han d61 vdi bénh nhén k?n tum
Thyc hifn chdn dodn hinh Gnh cd sitdung thu6c can quang
Tiém thude cdri quang ¢6 cha iod véo ndi migch d nhang bgnh nhan dang didgdtr metformln
<6 thé dan t6i suy gidm cdp tinh chite niing than va gay ra nhiém acid factic. Mgelrig st dung
metformin trude hodc tai thei diém thye hign chdn dodn hinh anh ¢6 s0 dung thude cén
quang ¢ chifa iod dnhng bénh nhan cé eBFR ndm trong khodng 20 - 60 mL/phatf1,73 m*,

- dnhing bénh nhan o tién s suy gan, nghién rugu, suy tim hoded nhing banh nhan.sé st
dyng thude cin quang chia iod theo dudng dﬁng mach :Danh gid faf eGFR 48 gig sau khi -

thyc hign chan dodn hinh dnh va st dung lai metformin néu chicnang than 8n dinh. -
Phéu thugt hoge cac thi thugtkhdc
Phéi ngung metformin tai thai diém tign hanh phiu thuat cé gdy mé toan than, gdy té ngosi
mdag eing hodc -ty sdng. Vige didu-ti] c6.th€ bit ddu laikhdng sdm hdn 48 gid sau phiu -
thugt hode sau khi bat ddu lai s nudi dudng qua duéng tidu hda va véi didu ktgn chuc nang
than da duge ddnh gid lai va cho thay da 6n dinh.

- Suagung st dung thite n va chdt dng trong qud trinh phiu thuat hodc thyc hign céc thd
heatkhéc oo thé ting nguy cd gidm thé tich, tut huy&t 4p va suy than. Nen tam thdi nging

s dung metformin khi bénh nhan bi gidi han Iuvng thirean vﬁ chitldngduavio. ..
Tinh trang thigu o, ; .

Quitrinh theo dai hau miai da ghi nhan matsdea nhlém acid Iactxc Ixen quan dén metformm
xdyra trong bénh cdnh suy tim sung huyét cfp (d3c bigt khi cd kem.theo gidm. tudi mau va
qidmoxy huyét).

Tryy tim mach (s6c), nhéi médu cd tim cdp, nhi€m khun huyét va céc benh Iy kiise hen quan
dé gidm oxy huyét c6.mdi lién quan vai nhiém acid lactic v cling c6 thé gay nita huy:t
_tride than. Khinhang bién ¢& néyxév ra, ngling metformin, -

U(ng rugu
Redu cd khd nang dnh hur!ng d‘én hrEU qud cla mezrormln ien chuyén héa factatevd t d 6]

it lam t3ng nguy cd nhiém acid lactic lign quan dén metformin. Cdnh béu benh nhédn khdng :

uéng rugu khi st dung metformin.

Swgan A
Béth nhan suy gan cd th tién teién nhim acid lactic litn quan dén metfor,
thida suy gidm thdi tri lactate ddn tdi ting n6ng 86 lactate frong mdu. Vivay, tranh sd dyng ©

meformin trén nhang bénh nhan @ duge chan doan bgnh gan thOng qua béng chl]ng xét “-

ngligm hoiic [am sing.

Che ndng tim

Beh nihan suy tim dé co nguy cd gidm oxy va suy than. 0 bénh nhan sty tim man 6n dlnh
meformin cé thé duge st dung néu theo dal déu d3n chieniing timva than.,

Ching chi djnh metformin & bénh nhan suy tim c8p va'khong 6 dinh’ (xem mie Cho’ng chf

im nguy cd hoac tn hoan su khai ph
Doyidi han v& da ligu an todn didu tri trong gaém nguy cd hosic trl hoan d4i théo duﬂng p2
dtnh nhdn trén 75tudi, khéng khuyén cao khdi ddu metformin 4 nhilng bénh nhan nay.

5

- ning lugng. :
: Nén thychign thudng xuyén cie xét ngmgm thﬁng thuding 48 theo dai d4i thao duang
+ Ding metformin don tri ligu khéng g3y ha qudng huyét, mic-di vay nén than trong khi sd

. chiing cﬁa nhlém acid Iacnc va, néu

“Bon trf ligu metformin kiidhig gay ha ddong huy&t va vi'thé khidhg fac dong dén khé ndrig l4i

* Ng@ d6¢ rugu c6 lin quan d€n ting nguy ¢6 nhitm acid lactic, dé biet trong trudng hop

._‘thmr diéu chinh, lidu metformin trong qu4 trinh diéy trf véi cde thude tuang dng vi chu toi

.Céechétvan chuyén catronhuuco[ OCU

«  Cée chdt dc ché.OCT2 {nhu cimetidine, dolutegravir; iazi trvmetopnme,

“» Ccchdtiechécd OCT1 va OCT2 (nhu erizotinib, olapanb) o thé Iam thay ddn hleu qué
"Do d6,cdn than trong khi ding chung ede thiide ndy vdi metformin, dac bigt d banh nhan suy

-#-chinh fiéu metformin vi céc chit de chclc:im ung OC!' o6 thé iam thay dﬁ“ higu qué cla- -
- metformin, ¥

JTAC DUNG NGOAIYCUATHUGC ¢ !
: . Trong céc da ligw hau mai va trong cée thd nghlem lam sang c(: nhém ching, béo cdo v& bign

néyco

* thudng g3p 21/1.000, <1{100; hiém gip 21/10:000, <1{1.000; rét higm gdp <1/10. 000, .

-gidmdén.
‘Réiloan chuyén hda va dinh dugng

Nhilng Ivu § khac
Tat cd benh nhan nén ti€p tuc ché @ 3n udng cta ho, vdi sy phan bd déu d%n lugng
carbohydrate 3n vio trong ngay. Nhﬂng bénh nhdn qué can 2n tlép tuc chédg dn han ché

dung phéi hdp metformin vdi insulin hoac cdc thube chdng dai théo d (3ng dang ang khac
{nhu cdc sulfonylurea hoze cdc meglitinig).. -
V8 thudc cd thé xudt hign trong phan. Nén théng bso cha bEnh nhan bigtds (2 blnh thuang

SU DUNG CHO PHU NI €0 THAI VA CHO CON U
Thii ki mang thai

Khi bénh nhan cd k& hoach mang thai v3 trong suét thai ky mang thai, khuyén co khong
-diéu tri 18i loan kigm soat Gueng huyétftién ddi thdo dudng hodc ddi thie dudng vai
metformin ma s2 dyng insulin @€ duy ti mde dudng. huyét cang gén vdl mac binh thusng
¢ang tdt, € gidm thidu nguy co bitthucng di tétthax nhl E
Thisi ky cho con 6 :

Metformin duge bai tiét trong sda me, Khdng qugn sat thsy tac dung ©6 hai nao‘d'tré 56 i
sinhftré nha nhi bu sita me. Tuy nhign, vi da ligu han ché, knong khuyén khich cho' <oni bu
trong khi didu trj véi metformin. Can nhic gitia Il ich clavige cho.con bii va nguy
cda nhiing tdc dyung ¢é hai trén tré nhd ma cdn quyétd;nh cdnénngling choco

ANH HUONG BEN KHA NANG LA XE VA VAN HANH MAY MGC

xeva vin hanh mdy moc.
Tuy nhién, bénh phan nén duge cdnh bao vé nguy co ha dudng huyét khi & dung metformin
cting vdicde thude ha duang huyét khée (nhucécsulfonyluma, insulin hofic cée meglitinid).

TUONGTACTHUAC

K&t hap khong khuyen ding
Ruigu

nhin ddi, suy dinh dudng, hoacsuy gan.
cchdt can quang cd chdeiod

Két hgp’ o than trong
Mot sd thude cé thé lam thay @i chllc ndng than theo hudng bAtlgi,
acid lactic, nhu thuéc khang viém khong steroid (NSAID), bao g8m céc chdt e ché cyclo-
axygenase (COX}  chon loc, chat de ché men chuy(n, chat @6 van thy thé angiotensin Il va
cdc thube Idi tiéu, dc bigt cac thudc igi tiéu qual. Khi bit ddu st dung hodc dang st dung !
nhiing thudcnay ket hop véi metformin, cdn theo doi ch3t che chdc ndng than,
Cac thuc cé hoat tinh ting auiing huygtndi tai (vi dy:cae glucocorticoid {ding duiing todn f
thanva tgichd)vacacchdted hogttinhkich thich giag comj . !
Nen theo doi dudng huyét thudng xuyen han, dic biet ngay khi bdt déu dxéu tri. Néu can

hingding st dung.

Metformin la ca chit cda cf hai chdt van chuyé'n QCT1 v4 OCT2. Sa dung chung rnetfnrmm

vét ..

o Cic chét Utech@ OCT1 (nhu vcrapamnl) cd thé tam gidm higu qud cda metformin.

»  Chitcdm dng OCT1 (nhu rifampicin) cé thé tam tang hép thu & duding titu hda va ting
higuqua cia metformin.

+ vandetanib, isavuconazole) cd thé fam gidm thdi trif metformin qua than va do dé dén
dén t3ng n6ng d6 metformin trong huyét tudng. -

va su thai trit qua than cia metformin.

thén, vi ndng do metformin trong huyét tudng c6 thé tang. Néu cén. 6 thé xem xét diéu

6 bt lgi & bénh nhan didu trj voi Glucophage XR tudng tu v tinh chdt vA muc d nghiem
trong nhu da b4o cdo & bénh nhan diéu tri voi Glucophage phdng thich tue thi.

Nhiing phdn ng b4t I sau c6 thé xdy ra khi didu trj vi Glucaphage XR. X
Tan 56 duge dinh nghfa nhu sau; rét thudng gip 21/10; thuéng gip 21/100, <1110; khong

Trong mGi nhém tdn s6, cde phdn ting batigi duqc lrlnh Ay theo thi tymuc dg nghiém trong

Ro'thle’mgép {
Nhiém acid factic fxem muc Ihﬁn trongkhtsudung)

* Gidm hdp thu vitamin B12 kém theo sy gidm ndng d9 trong huyét thanh khi dung
metformin [3u dai. Khuyén cdo xem xét dén nguyén nhan ady néy bénh nhan bj thiéu
mau héng cdu khéng 16.




Riloan hé thin kinh
Thudng gdp:Réiloanvi gidce.
Rdiloantieuhda +, .. i
Rét thuing gap:Chc réi loan tieu hOa nhy buon nén, ndn, tidu chév, dau bung va chén 5n Cac " trung (PCOS):. -
t4c dyng ngog y-nay xdy ra thuting xuyen hon trong giatdoan bt ddu diéu trjva:ty héi phuc = Cdnxémxéthudng din quéc gia hnen hénhvédmh nghm tién dm théo dudng
1+ trong hdu hétcée truting hap. Su ting lidu cham cdthé cdi th:én dung nap dduong tituhda, ¢ Didu'tr] #4i thio dudngtyp 2 *
Rdiloanganmat: . :: ' Nghign cu ngdu nhidn tién cau (UKPDS) da chﬂng minh hitu qud Jau dar trodig vite kiém
Rathiém ggp:Cac bdo cdo néng bxetvéxétnghcem chdcnéng g:m ba’nhuang hoa:vlém gan *#sodt dudng’ huyét tich cyé & benh nhan dai thdo dudng typ 2 qud ‘can’ duge diéy f vei
- dai hdj phdi ngung didu tri; . ... = frll B etfgimin phong thich tie thl nhu I”cu phép dléu tr] khdn d4u Sau khi thdt bai vai ché do an
Mm@m ;
Rathiémgiip:Cdc phdnung trén da Ak 6an a8 ng 3, may day,

QUALIEY - .., 3
Mctformm khong gdy. ha dudng huyétvdl héu 1en dén 85 g. méc dir sa bi nhi&m acid lactic

- trong, trudng hgp.ndy. S0.dung qud l1&u hodic nhang nguy co.di, kem cda mctformnn cd thé

" g4y ranhiém acid lactic. Nhi¢m acid lactic 13 mot truang hop cdp.clu khdn cdp va phai duge -
nhap vign didu tri. Phuang thac hau hidu nhit 6 logi bd lactate va m:tfnrmm i thimtach -

*: Cac'yéu té nguy co 34 cong b cho dai théa duding typ 2 baa gém: Chilng tde nguti chau A
“Hogce.da dén, tudi-trén 40, (6i loan lipid maw, cao huyét 4p, béo phi hojic thila can, tén s gia
*dinh ddi thdo duting mde d¢ 1, uén Sl] déx thdo dusng thar kv, VA hoi chdng qua krch budng

Gidni ¢d yiighta figliy o tuy:t ddi céc b:én chung lign quari‘dén ‘ddi thao dudn [} nhOm
dung mctformm (29,8 ca benh/1000 benh nhan- nam) sa véi nhéin &n kiéng (43,3 ca
b&nh{1000 bénh nhan-n&m), p = 0,0023, s0 vdi nhém phor hup sulfany(urea va nhdm msulln
don tr{ (40,1 ca b&nh/1000bgnh nhan-ndm), p =0,0034; -
= Gidmi ¢4y nghta'nguiy cd tuRtddi ty ¢ td vong lién Guan dén'déi théo duﬂng \Idy nhém
metformin 14 7,5:¢a hEnthOO benh nhan—nam nhém chl #n kleng la 12 7 ca bg h/moo
b¢nhnh2n—nam,p=0017 wdeie g :
- Gidm ¢6 ¥ nghla nguy cd tuyet déi tj |e 2 Vong todn- bo voi nhémi: merformm A135¢ca
benhf1000 bénh nhan-nam-d6i voi nhém chi%n kieng 14 20,6 ca banh/ 1000 bgnh nhan-nam
+ (p=0,011), va ddisvai: nhom-phéi: hyp. sulfonylurea-va nhém insulin ddn tr| i 18 9 ca
b&nh/1000 benh nhan-nim (p =0,021); i
= Gidm ¢6 ¥ nghta nguy co tiyat ddi nhéi mau ¢g tim: d nhdm metformin 1 1 1 ca benh[moo
-+bénh Ahdn=n¥m;nhéim chl an kieng l4-18 ca bgnh/1000 benh nhan-nam (p=0,01): -
+ Khissddyng métforiin k&t hgp vai- su[funylurca nhu phuung-lhllc tr[ -ligu hang 2, ii. l:h vé
higu qud l3m s2ng chua duge chung minh. - i
“+ : Béi vdi-bpnh dai thdo dudng typ 1, vige kéb hcp m:tformln Vi in dugc.thue
++ nhang.bénh"nhan'cd ctign loe nhuug higu quélam séng cla ket hdp nay chua chmh Lhuc
dugcethta nhan. K g ‘
—larnchﬂm hip thuglucosed rugt ; B
Metformin kich thich sy t6ng hdp glycogen d t€ bao bing cdch tac dang | IAr\ men glycog:n ’ DUUC BONG HUC
synthase. Hap thu .
Metformin gia téng X khé nang,van chuyén la tatcd cde chd tvan chuyén glucose qua méng . Saukhi ugng mt liéu vién phdng thich kéa dai, sy hdp thu metformin cham laic
GLum.” i - vdjvign ghdng thich tac thi vdiTmax1a 7 gia (Tmax ddivdivign phéng thich tacthi 122 Sg|d]
nqudl, ngodi tdeddng trén dudng huyé( metformin dang phdng thich r 0 trang thai &n dinh, tuang.tu nhu cdng thure cda vién phdng thich tdce thi, Cmax va AUC
. -, .28 lgi cha sy chuyén hoalipid, Biéu ndy g2 . ! ua cac nghiln cuu lam i1+ khoNg tang:mot cdch ty 1@ vdi lidu dung. AUC sau khi ding lidu dan 2000 mg metformin dang
¢ liéu diéd ¢ d g thich fuc thi I phdng thich kéa dai tuong ty nhu quan st dugc khi dung liéu 1000 mg, hai I4n mot ngay i
vdi dang phang thich tuc thi.
Su bién thign Cmax vi AUC cla tiing cd the dai voi metformin dang phong thnch kéo GAI thi
ong dudngn nhu quan sét dugt d6i vl metformin dgng phong thich tic thi.;. o
Khi udng vién phong thich kéo d4i luc déi, AUC gidm khodng 30% (ci Cmax \ra Tmax déu
khdng bj dnh huding). .
Sythdp thu metformin t dang bao ché phdng 40 dai khong bj thay ddi bai thacan, -
hong ¢6 syt tich 1y ndo, quan sdt duge sau khj diing I{éu I:p lai Icn ﬁén 2000 mg rnctformm
_dgng. ph6ngkhych keo dai :

9
(AtOBA()‘Z auang da day TUptva chiyén hida) )
Metformin la motbiguanide cd tac dung chéng ting dudn huyg, Iém gidm duang huyet cg
bén vé sau khl én il ki duang

Lign kctvm proitm huyét tudng khOng déng kc Mctfarmm phan chla vao hdng cdu: Ndng do
dinh trong mau th8p hon-trong huy&t tudng va xust hign véi khudng thdi gian xdp x! nhau. Té
bio héng caugén nhu dai di¢n cho ngdn phan b thit cﬁp The tich phAn bd trung birih t 63-

[ g can
thxep Idl 's6ng tich cyc, hoac metforiln 2x850 g kéni' (heo‘thay 4616 Sig tieu ¢chusn,
hogc gid duge kemtheo thay ddi|i song tiguchun,
Gid tr] ban ddu trung binh cla ngudi tham gia DPP. (n%3.234 fag 3
- 50,6+10,7; glucose hiy&t tudng Iué doi 106,583 nig/ I glucose hU‘I‘-‘t tUUng 164,6417,0 w1, Metformin‘duge bdi Uct dang khcng ddf (rong nudc tidu Khong. o chét chuyén hha néu
mgfdl 2 givsau &n, va BMI 34,046,7 kg/m’. Can thigp 6] s3ng tich cyc ciing nhu didu trf bing i+ duge imthdydngudi- . .-
* metformin fam gidm:déng kénguy ¢o tién trién dai thio duorig'so vai gid duge, tuung Ung  Théi trir
58% (khoéng tin cy 95%; 48-66%) va 3 1% (khodng tin cay 95%: 17-43%) 1. DY thanh thai cda mietformin s 400 mllphl)l chuthﬁ
Lgifch cda can thiép6i s6ng so vdi metfarmin cao han & ngudi lan tudi:: . 7o+ cdu thanva bél hetd 6ng than. Sau khl udng thudc; th
Nhing bénh nhan. dude lgi ich-ahiéu nh4t ti metformin ¢ tudi duak45, vai BMI béng hoge  gig. o . :
tén.35 kofen' , gid tri glucose 2 gigisati 3n ban ddu 9,6-11,0.mmolfl, HbAtc ban ddubing  Knichaenang than m suy gidm, do thanh thdi & than gidm theo 1 I¢ cda creatinin VAVl i thei
hogctrén 603 hogees tiénsid g4l thao dudngtha -+ gian ban théi cda metformin bj kéo d2i, dan din ting nong ﬂo mctformm trong huyét tumg
+- BEphong chdng mot trytnghdp déi thio duang trong ba ndm trong toan bo dan sdcua DPP, ¢/ Djctinh chanhsimbenki nhan dic bigt:-.
6,9 banh nhan phdi tham gia vio nhém I6i sdng tch eyeva 13,9 4 nhom meformin.Mdc dat Suy thin
h an ¥ iyl

1% éc dai thao dlﬁmg cong ddn bing 5% 42 b} ‘Cée dalidii high thei'tren cacadi tuqng sy ‘than: brdirg* ‘bl 14 Hiém va kho g'cs &clugng
“hdc ehin vé néiig dg‘metfoimin trofig ¢d th trong phan Ahdm nay so voi cde ddi tung co
. +. chdc nang than binh thudng. Do d6; phdi diéu:ehinh-liéu phi higp tréricorsd can' nhé;

" qu 1=msanglmac d6 dung nap fxem mycLidu lugng v cach ding).

Program Ouwltcomcsiétudy‘ (DPPOS)) o MOt nghién
hon 87% dansd DPP g6c déth:n doidai han

/18 idd daithao Hidha déiia ddi vao
ndim thu35 4 62% d'nhém!dong gid: uqc 56% & rihém metformin, va'55%:¢ nhém can’’

Béo quén 4usi 30°C.

»

Ty I¢ tha @4i thda dudng 15 7:0:5; g-hgpm nhan-ndm tudngdng vd

hém gid duge, meétfoeniin, va 67 s6ng-tich eye: Nguv cd daithdo dudng gidm 18% [ty sd Ui

10 (HR) 0,82, khodng tin cdy 95%: 0,72:0,93; p=0,001) d6i vdi.nhom, matformin va27% (HR

E 0,73, khodng tin ctly 95% 65-0 83; p<0, 0001] déiydi nhém can rh:gp 161 sdng t] g«j_c, khi Tl'éuchuﬁncosd

P sosé ih vf nhém gid duig ; = ’

i véi ket cye mach mau nhé g€ pbaa bg hthAn,

qud khong khdc bigt ddng k& gida cc nhom didu trf, nhung trong 56 nhing, gc,i _rfn gia'

khong tién trién dal thdo dudng trong DPP[DPPOS tﬁn sudt Q0p bidn ‘od. i

289% thdp hon so'vai ngudsi cd i vl

63-0,83; p<0,0001).
nh ti

ng 02/05/201
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