Rx

Glumeform 750

Metformin hydroclorid 750 mg x"

DE xa tim tay tré em.

Doc ky hudng dan s dung trude khi dung.

Thudc nay chi dung theo don thudc.

THANH PHAN CONG THUC THUOC:

Thanh phan hoat chat: Metformin hydroclorid ............coccoevvevenee.. 750 mg

Thanh phan ta dugc: Hypromellose 2208, natri carboxymethy! cellulose, magnesi
stearat, colloidal silicon dioxyd.

DANG BAO CHE: Vién nén giai phong kéo dai.

Mo ta san pham: Vién nén dai, mau trdng hodc trang nga, hai mat tron, canh va
thanh vién lanh lan.

CHI DINH: Diéu tri di thdo dutng typ 2 (khéng phu thudc insulin) 6 nguoi trut’jng

thanh, dac biét 6 ngudi béo phi, sau kh| da ap dung che dd 4n kiéng va tip thé duc

don thuan khong hiéu qua.

Glumeform 750 XR ¢ thé dugc dung nhu don tri liéu hodc phdi hgp véi cac thudc tri
déi thao duting duting udng khac hodc vai insulin.

CACH DUNG, LIEU DUNG:

Luuy: UBng ca vién Glumeform 750 XR, khdng bé hodc nhai vién thudc.

Liéu khuyén céo:

Liéu kh&i dau doi véi bénh nhdn dang khong st dung metformin la 500 mg, mot
lan/ ngay, dung duting udng. Néu bénh nhan khong gap phan ting c6 hai duting tiéu
hoa va can phai tang liéu thi c6 thé dung thém 500 mg sau moi khodng thdi gian
diéu tri t 1 dén 2 tudn. Liéu dung ctia metformin can dugc can nhac diéu chinh
trén tling bénh nhan cu thé dya trén hiéu qua va do dung nap ctia bénh nhan va
khdng vugt qua lieu toi da dugc khuyén cao la 2000 mg/ ngay.

Nguai lon:

Glumeform 750 XR dugc chi dinh cho nhitng b&nh nhan da dugc diéu tri bang
metformin (dang giai phong tiic thi hodc giai phdng kéo dai).

Lieu Glumeform 750 XR nén tudng ducng véi lieu hang ngay cua metformin
(dang giai phong tifc thi hodc gidi phong kéo dai), toi da la 1500 mg udng vao biia
an toi.

Sau 10 - 15 ngay diéu tri nén kiém tra su tuong thich vé liéu lugng ctia Glumeform
750 XR dya trén viéc do lugng dudng huyét.

K&t hgp vdi insulin: DOi v6i bénh nhan da dugc diéu tri metformin phdi hgp voi
insulin, liéu Glumeform 750 XR nén tudng duong v6i liéu hang ngay clia metformin,
toi da 1a 1500 mg udng vao bita an t6i, trong khi liéu insulin dugc diéu chinh dua
trén viéc do lugng duting huyét.

Ngudi cao tudi: Liéu dung clia thuc nén dugc diéu chinh dua vao chifc nang thén.
Can thuding xuyén danh gia chiic nang thén.

Tré em: Do chua co dit liéu, khong nén dung Glumeform 750 XR cho tré em.
Khuyén cao st dung thudc trén bénh nhan suy than:

- Danh gid chdc ndng than truGe khi khai dau diéu tri v6i metformin va danh gia dinh
ky sau do.

Chdng chi dinh metformin trén b&nh nhan ¢ eGFR dudi 30 mL/ phat/ 1,73 m®.
Khong khuy&n cdo khdi ddu diéu tri v6i metformin 6 bénh nhdn c6 eGFR ndam trong
khoang 30 - 45 mL/ phat/ 1,73 m”.

0 bénh nhan dang sif dung metformin va c6 eGFR gidm xudng dudi 45 mL/ phat/
1,73 m?, danh gid nguy cd - lgi ich khi tiép tuc diéu tri.

Ngting st dung metformin néu bénh nhan cé eGFR giam xudng dudi 30 mL/ phit/
1,73 m* [xem muc Chéng chi dinh, muc Canh bao va than trong].

Glumeform 750 XR c6 thé dugc st dung & b&nh nhan suy than miic do trung binh
(40 thanh thai CICr tif 45 - 59 mL/ phat hodc mic lpc cau than eGFR tif
45 - 59 mL/ phat/ 1,73 m?) chi khi khong c6 cac yéu td khdc lam tang nguy co
nhi@m toan lactic va phai diéu chinh liéu nhu sau: liéu khoi dau la 500 mg hodc 750
mg metformin hydroclorid, 1 1an/ ngay. Liéu toi da la 1000 mg/ ngay. Chuc nang
than nén duge theo doi chat ché (moi-3 -6 thang).

Ngirng st dung metformin khi thuc hién xét nghi&@m chan doan hinh anh c6 sif
dung thudc can quang chifa iod.

Trén nhitng bénh nhan c6 eGFR nam trong khodng tif 30 - 60 mL/ phat/ 1,73 m*,
trén nhiing b&nh nhan co tién st bénh Iy vé gan, nghién rugu hodc suy tim, hodc
trén nhiing b&nh nhan sé sl dung thudc can quang chiia iod qua dudng ddong mach,
ngiing metformin truéc hodc tai thoi diém thuc hién xét nghiém chan doan hinh
anh co st dung thudc can quang chia iod. Danh gia lai chi sd eGFR sau khi chiu
chup 48 gid st dung lai metformin néu chdc ndng than on dinh [xem muc Canh
bao va than trong].

CHONG CHi DINH:

Bénh nhan suy than nang (eGFR dudi 30 mL/phat/1,73 m*) [xem muc Canh bdo va
than trong].

Qua man voi bat ky thanh phan ndo cla thudc. Bénh nhan da co tién sif qua man
vai metformin.

B&nh nhan toan chuyén hoa cap tinh hodc man tinh, bao gom ca nhiém toan ceton
do tiéu dudng.

Céc trudng hop cap tinh c6 thé lam thay doi chiic ndng than nhu: mat nude, nhiém
khudn nang, soc, tiém chat can quang c6 chia iod.

C4c trudng hgp bénh cap tinh c6 thé gay giam oxy md nhu: suy tim mat bu, suy hd
hdp, con nhdi mau ca tim, soc.

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

CANH BAO VA THAN TRONG KHI DUNG THUGC:

Nhiém toan lactic

Qua trinh giam sat hadu mai da ghi nhan nhiing ca nhiém toan lactic lién quan dér
metformin, bao gdm ca trudng hgp tif vong, gidm than nhiét, tut huyét ap, lear
nhip chdm kéo dai. Khai phat cla tinh trang nhiém toan acid lactic lién quan dér
metformin thuding khdng dé phat hién, kém theo céc triéu chiing khdng dién hink
nhu khé chiu, dau cd, suy hd hap, 16 md va dau bung. Nhiém toan acid lactic lién
quan dén metformin dugc ddc trung bang nong do lactat tang 1én trong mau

(> 5 mmol/L), khodng tréng anion (khong c6 bang chiing clia keto niéu hodc keto
mau), ting ty 18 lactat/pyruvat va nong do metformin huyét tuong néi chung tang
> oug/mL.

Y&u t6 nguy cd clia nhiém toan acid lactic lién quan dén metformin bao gém suy
than, st dung dong thai v6i mot so thudc nhat dinh (vi du cac chat tic ché carbonic
anhydrase nhu topiramat), tu 65 tudi tré 1&8n, c6 thuc hién chiéu chup sl dung thudc
can quang, phau thudt va thuc hién cac thl thudt khac, tinh trang giam oxy hit vao
(vi du suy tim sung huyét cdp), udng nhiéu rugu va suy gan.

Cac bién phap giam thiéu nguy co va xu tri nhiém toan acid lactic lién quan dén
metformin 6 nhdm bé&nh nhan c6 nguy ¢d cao dugc trinh bay chi tiét trong td huéng

dén sl dung thudc (muc Cach ding va lieu dung, Chong chi dinh, Canh béo va thén

trong, Tuong tac thubc va St dung thudc trén nhiing déi tugng déc biét).

N&u nghi ngd co toan lactic lién quan dén metformin, nén ngiing st dung metformin,
nhanh chéng dua bénh nhan dén bénh vién va tién hanh cac bién phép xi tri. 0
nhifing bénh nhan da diéu tri v6i metformin, da dugc chan doén toan lactic hodc nghi
ngd ¢ kha ndng cao bj toan lactic, khuyén cdo nhanh chéng loc mau dé diéu chinh
tinh trang nhiém toan va loai bd phidn metformin da bj tich liy (metformin
hydroclorid c6 thé tham tach dugc véi do thanh thai 170 mL/phat trong diéu kién
huyét dong luc tot). Loc méau co thé lam dao ngugc triéu chitng va hdi phuc.

Hudng dan cho bénh nhan va nguti nha vé céc tridu chling cla toan lactic va néu
nhitng triéu chiing nay xay ra, can ngung thuéc va béo céo nhiing trigu chiing nay
cho bac si.

Pai voi mdi yéu to lam ting nguy o nhiém toan lactic lien quan dén metformin,
nhiing khuy&n cdo nham gidp giam thiu nguy co va x{ tri tinh trang toan lactic lien
quan dén metformin, ey thé nhu sau: — - e e

Suy than: Nhiing ca nhiém toan lactic lién quan dén metformin trong qua trinh gidm
sat thudc hdu mai xay ra chd yéu trén nhiing bénh nhan bi suy than nang. Nguy cd
tich 10y metformin va nhiém toan lactic lién quan dén metformin tang I&én theo muc
dd nghiém trong cla suy than béi metformin dugc thai trir chl yéu qua than. Khuyén
cdo |am sang dya trén chiic nang than ctia bénh nhan bao gom [xem muc Cach
dung va lieu dung, Dugc ly Iam sang].

- Tru6c khi khoi dau diéu tri v6i metformin can ugc tinh miic do loc cau than (eGFR)
cua bénh nhan.

- Chéng chi dinh metformin trén bénh nhan c6 eGFR du6i 30 mL/ phit/ 1,73 m’
[xem muc Chdng chi dinh].

- Khdng khuy&n cdo khai dau diéu tri vai metformin 6 bénh nhan cé eGFR nam trong
khoang 30 - 45 mL/ phit/ 1,73 m”.

- Thu thap dif lieu vé eGFR it nhat 1 l1an/ndm & tat ca cac bénh nhdn su dung
metformin, & bénh nhan cé kha ndng tang nquy co suy thdn (vi du nhu nguGi cao
tudi), chiic nang than nén dugc danh gia thudng xuyén han.

- § bénh nhan dang str dung metformin va c6 eGFR gidm xudng du6i 45 mL/ phit/
1,73 m?, danh gid nguy cad - lgi ich cua viéc tiép tuc phac do.

Tuong tic thudc: St dung ddng thdi metformin véi mot s6 thudc c6 thé lam ting
nguy co nhiém toan lactic lién quan d&n metformin: bénh nhén suy gidm chic nang
than dan t6i nhiing thay déi dang ké vé mit huy&t dong, anh hubing

t§i can bang acid-base hodc lam tdng tich Iy metformin [xem muc Tuong tdc
thudc]. Vi vay, cdn nhac theo doi bénh nhan thuting xuyén hon.

Bénh nhan tir 65 tudi trd 1én; Nguy cd toan lactic lién quan d&n metformin tang I&n
theo tudi cia bénh nhan boi b&nh nhan cao tudi cd kha nang bi suy gan, suy than,
suy tim 16n hon nhiing bénh nhén tré tudi hon. Can dénh gia chic ning than thuding
xuyén han déi véi nhiing b&nh nhan I6n tudi.

Thuc hién cdc xét nghiém chan dodn cd st dung thuéc cdn quang: Tiém thudc can
quang vao ndi mach § nhiing bénh nhan dang diéu tri metformin c6 thé dan téi suy
giam cap tinh chiic ning thén va gay ra toan lactic. Nguing st dung metformin trudc
hodc tai thai diém thuc hién chiéu chup cé sif dung thudc can quang c6 chia iod 0
nhiing bénh nhan c6 eGFR ndm trong khodng 30 - 60 mL/ phat/ 1,73 m®, nhiing
bénh nhan co tién sl suy gan, nghién rugu, suy tim hodc nhiing bénh nhan sé su
dung thudc can quang chira iod theo duting dong mach. Danh gié lai eGFR 48 gid sau
khi chiéu chup va stf dung lai metformin néu chiic nang than on dinh.

Ph4u thudt hodc cdc thu thudt khdc:

Can ngung st dung metformin khi ti€n hanh cac phau thuat thdng thudng, gay té tay
sdng hay ngoai mang cting. Chi st dung lai it nhat 48 git sau dé hodc khi bénh nhén
c6 thé dinh duGng dudng miéng trd lai hodc dugc danh gia lai chiic nang than.

Sy luu gilf thdc dn va dich trong qua trinh phau thudt hodc thyc hién céc thi thuat
khac c6 thé 1am ting nguy co giam thé tich, tut huy&t ap va suy than. Nén tam thoi
nguing st dung metformin khi bénh nhan bi gi6i han lugng thiic an va dich nap vao.
Tinh trang gidam oxy hit vao: Qua trinh theo ddi hdu mai da ghi nhdn mot s ca
nhiém toan lactic lién-quan dén metformin xay ra trong bénh canh suy tim sung
huy&t cap (ddc biét khi c6 kém theo gidm tuGi mau va giam oxy huygt). Truy tim
mach (s6c), nhdi mau ca tim ¢ap, nhiém khudn huyét va cac bénh ly khéc lién quan
dén giam oxy huyét c6 mai lién quan véi toan lactic va ciing c6 thé gay nito huyét
trugc than. Khi nhitng bi€n co nay xay ra, ngiing metformin.

Ubng rugu: Rugu c6 khd nang anh huéng dén tac dong ctua metformin I&n chuyén
hoa lactat va tif d6 co thé l1am ting nguy cd nhiém toan lactic lién quan dén
metformin. Canh bao b&nh .nhan khdng udng rugu khi st dung metformin.

Suy gan: Bénh nhan suy gan co thé tién trién thanh toan lactic lién quan dén
metformin do suy giam thai trif lactat dan t6i ting ndng do lactat trong mau. Vi vay,
tranh st dung metformin trén nhitng b&nh nhan da dugc chin doan bénh gan thong
qua bang chdng xét nghiém hodc lam sang.

Thay thé metformin bdng insulin trong trudng hgp nhiém khudn ning, chan thuong
sau phau thuét, co thai.

Nguy cd cao thi€u oxy mdu va suy than ¢ bénh nhan suy tim. 0 nhitng bénh nhan suy
tim man tinh 6n dinh, metformin co thé dugc si dung, tuy nhién can gidm sat
thudng xuyén chuc néng tim va than.

Doi vGi bénh nhan suy tim cap tinh va khdng on dinh: chdng chi dinh.

Lién quan dén ta dugc mudi natri:

San phdm nay chifa 0,143 mmol (hay 3,289 mg) natri cho mdi liéu udng. Do d6 can
st dung than trong 6 b&nh nhan c6 ché dg an giam natri.

sU DUNG THUOC CHO PHU NU €O THAI VA CHO CON BU:

Chéng chi dinh thudc cho phu nii ¢6 thai. Phy nit cho con bi cdn cdn nhac nén
ngling cho con bl hodc ngiing thudc, can ¢l vao miic dd quan trong cla thubc voi
nguai me.

ANH HUGNG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC:
Glumeform 750 XR khéng gay ha dudng huyét khi dung don ddc. Tuy nhién, can
than trong khi k&t hgp thudc v6i cac thudc tri dai thao duding khac vi nguy cd ha
duting huyét. ’

TUONG TAC, TUGNG KY CUA THUOC:

Tang tac dung/ Poc tinh: Nong do va doc tinh cla metformin cd thé ting bai
cephalexin, cimetidin, cdc thudc can quang cd iod.

Giam tac dung: Nong do va tac dung clia metformin ¢ thé giam bdi corticosteroid
(ubng, hit, tiém), cac chat tuong tu hormon giai phéng LH, somatropin.

Thitc udng chifa con c6 thé lam tang ti 1é nhiém toan lactic, c6 thé gy ha duting
huyét.

TAC DUNG KHONG MONG MUON CUA THUOC:

Tac dung khdng mong mudn (ADR) thutng gap nhat 1a vé tiéu hba. Nhiing tac dung
nay lién quan dén liéu va thudng xay ra lic bat dau diéu tri, nhung thudng 1a nhat
thai.

R4t thuding gap (ADR >1/10): Roi loan tiéu héa: ndn, budn ndn, tiéu chay, dau bung
va chan an. Céc tac dung nay xay ra thuding xuyén hon trong giai doan bat dau diéu
tri va thuong tu khoi trong hau hét cac truding hap.

Thuding gdp (1/100 < ADR < 1/10): Rdi loan vj giac.

R4t hiém gap (ti 18 < 1/10 000): Rai loan dinh dung va chuyén héa: nhiém toan
lactic; giam hap thu vitamin B12. Rdi loan da va mo du6i da: ban do, ngifa, may day.
Théng bdo cho bac si nhiing tdc dung khdng mong mudn gdp phai khi st dung
thudc.

Hudng dan cach xi tri ADR:

C6 thé tranh nhiing ADR vé tiéu hoa néu udng metformin vao bifa an va tang lieu dan
tiing budc.

Khi dung dai ngay c6 thé c6 nguy cd gidm hap thu vitamin B12 nhung it quan trong
vé 1am sang va han hiiu méi xay ra, thi€u mau hdng cdu khong 16. Diéu tri nhiing
trudng hop nay bang vitamin B12 c6 két qua tot.

Can luuy ngling diéu tri metformin néu ndng do lactat huyét tucng vu’ot qua 5 mmol/
lit.

Suy gidm chiic nang thdn hodc gan la mgt chi dinh bat budc phai ngling diéu tri
metformin.

Khi bi nhdi mau co tim hodc nhiém khudn mau, bat budc phai ngling dung metformin
ngay.

Khong dung hodc han ché ung rugu do ting nguy cd nhiém acid lactic.

N&u ngudi bénh nhin déi kéo dai hodc dugc diéu trj véi ché do dn c6 lugng calo rat
thap thi tot nhat 1a ngling dung metformin.

QUA LIEU VA CACH XU TRi:

Khong thay giam duding huyét sau khi udng 85 g metformin, mdc du nhiém toan
lactic dd xay ra trong truding hop do. St dung metformin qua liéu hodc c6 nhiing yéu
t6 nguy cd dong thdi co thé gay nhiém toan lactic. Phuong phéap hiéu qua nhat dé loai
bd lactat va metformin 12 thAm phan mau.

DAC TINH DUQC LUC HQC:

Ma ATC: A10BAO2

Glumeform 750 XR la thudc tri dai thdo dudng véi thanh phan hoat chat la
metformin, thudc nhdm biguanid. Metformin l1am giam ndng do dudng huyét co ban
va sau khi dn. Thudc khdng gay kich thich tiét insulin, vi thé khong gdy ha dudng
huyét. Metformin tac dung qua 3 co ché: giam san xudt glucose & gan bang céch (c
ché tan tao duding va phan hiy glycogen; tai co, gia ting sy nhay cam cua insulin,
cai thién viéc st dung glucose 6 ngoai bién; 1am cham hap thu glucose G rudt.
Metformin kich thich sy tong hgp glycogen 6 té bao bang cach tac dong Ién men
glycogen synthase.

Thudc gia ting kha ndng van chuyén cla tat cd céc chat van chuyén glucose qua
mang (GLUT).

Ngoai tdc dung chdng ting dudng huy&t, metformin con ¢6 anh huéng co Igi 1&n
thanh phan céc lipid mau & nhiing bénh nhan bj dai thao dudng typ 2. Thudc lam

giam nong-do triglycerid,-cholesterol-toan-phan-va-LDL-cholesterol. - Khong nhan

thay tic dung tuong tu doi v6i vién giai phong kéo dai.

DAC TINH DUQC DONG HOC:

Hap thu:

Sau khi ubng dang phéng thich kéo dai, thai gian hdp thu metformin gia tdng dang
k& vi gia tri Tmax 1a 7 git (dang phong thich tic thi la 2,5 gid).

0 trang thai can bing, tuong ty nhu dang phong thich tlc thdi, cac gia trj Cmax va
AUC khong tang tuyén tinh theo liéu dung. Khi udng liéu 2000 mg phong thich kéo
dai, gia tri AUC thu dugc tuong duong udng liéu 1000 mg x 2 lan/ ngay dang phdng
thich tdic thoi. Su thay ddi cdc gid tri AUC va Cmax trong clung 1 cé thé thi tuong
dudng nhau gitta dang phong thich kéo dai va phong thich tic thoi.

Gi4 tri AUC gidm 10% khi udng thudc (dang phong thich kéo dai) trong diéu kién
nhin in, con cac gia tri Cmax, Tmax khong bi anh hudng. Su hap thu thudc khéng bi
anh hudng bdi thanh phan dinh duBng trong bita an. Khdng c6 sy tich tu thubc khi
udng lieu ldp lai dén 2000 mg dang phong thich kéo dai.

UBng lidu dan 1500 mg Glumeform 750 XR, ndng dd dinh trong huyét tuong dat dugc
la 1193 ng/ ml sau 4 - 12 gi6 (trung binh 5 gi0).

Khi sif dung liéu 1500 mg trén cac ddi tugng nhin dn va &n udng day da, gia tri Cmax
va AUC thu dudc la tudng dudng nhau gitia Glumeform 750 XR va Glumeform 500 XR.
Phan bo:

Gan v6i protein huyét tuong khong déang ké, metformin phan bd vao céc té bao hong
cau. Nong do dinh trong mau thdp hon ndng dg trong huyét tuong va céc gia tri nay
dat dugc tai cung mot thai diém. T& bao mau dong vai trd nhu la mot ngan phan bo
thif hai, thé tich phan bd trung binh tii 63 - 276 L.

Chuyén hoa:

Metformin dugc bai tiet dudi dang khdng déi trong nudc tiéu, khong tim thay bat ky
chat chuyén hda nao trén nguoi.

Thaitru:

DO thanh thai & than cla metformin > 400 mL/ phat, diéu nay cho thdy rang
metformin dudc loai bd bdi su loc qua cdu thdn va bai tiét cla ong than. Sau khi
udbng, thai gian ban thai cia metformin khoang 6,5 gid.

Khi chiic ning than bi suy gidm, dd thanh thai giam ti 18 theo creatinin dan dén thoi
gian ban thai bi kéo dai lam ting ndng do metformin trong huyét tuong.

Nhdém déi tuong dic biét

Suy giam chic nang than:

Chua c6 nhiéu dif lidu trén bénh nhan suy than cling nhu cac di liéu so sdnh vé miic
do phai nhiém v6i metformin gitia b&nh nhan suy than va bénh nhan khée manh. Do
d6 viéc diéu chinh liéu dung can dugc thuc hién duya trén hiéu qua [dm sang va su
dung nap cta bénh nhén.

QUY CACH PONG GOI: Hop 3 vix 10 vién.

HAN DUNG: 36 thang ké tir ngay san xuat.

BIEU KIEN BAO QUAN: Noi khd, nhiét do khdng qué 30°C, tranh anh séng.

TIEU CHUAN: TCCS.

San xuat tal: Moi thdc mac vé san pham,

CONG TY CO PHAN DUGC HAU GIANG - Chi nhanh nha may dugc pham DHG tai Hau Giang (@022 3899000 |
L6 B2 - B3, Khu cdng nghiép Tan Phd Thanh - giai doan 1, x3 Tan Pha Thanh, huyén Chau Thanh A, tinh Hau Giang E-mail: dhgpharma@dhgpharma.com.vn
DT: (0293) 3953454 e Fax: (0293) 3953555 www.dhgpharma.com.vn



