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750 ms

Metformin hydrochloride

Prolonged release tablets
C

Bioequivalence documented drug
Box of 3 blisters x 10 tablets

THANH PHAN: Metformin hydrochloride 750 mg va c4c ta dugc
viia da 1 vién.

CHIi DINH, CACH DUNG, CHONG CHi BINH VA CAC THONG
TIN KHAC: Xem trong t& huéng dan st dung thuéc kem theo.
BAO QUAN: Nhiét do khong qué 30°C, tranh &m.

TIEU CHUAN: TCCS.

DE XA TAM TAY TRE EM.

DOC KY HUONG DAN SU DUNG TRUOC KHI DUNG.
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Reliv *
Cd s san xuét:
CONG TY CO PHAN DUGC PHAM RELIV
Khu A, s6 18, dusng Lé Thi Soc, 4p 2A, xa
Tan Thanh Tay, huyén Ca Chi, thanh phé
Hb Chi Minh, Viét Nam.

WHO-GMP

PK/Visa
S8 16 SX/Lot No.:
NSX/Mfd:
HD/Exp:
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R Thuéc ke don

750 me

Metformin hydrochloride

Vién nén phong thich keo dai

Thuéc c6 tal liéu ching minh tuong duong sinh hoc
Hop 3 vi x 10 vién

COMPOSITION: Metformin hydrochloride 750 mg and excipients
q.s. for 1 tablet.

INDICATIONS, ADMINISTRATION, CONTRAINDICATIONS AND
FURTHER INFORMATION: Refer to the package insert.

STORAGE: Temperature not exceeding 30°C, protected from humidity.
SPECIFICATION: In-house.

KEEP OUT OF REACH OF CHILDREN.

READ PACKAGE INSERT CAREFULLY BEFORE USE.

Reliv

Manufacturer:
RELIV PHARMACE
STOCK COMPAI
Zone A, N° 18,

WHO-GMP
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Bioequivalence documented drug
Box of 1 bottle of 30 tablets

=

COMPOSITION:
Metformin hydrochloride 750 mg and
excipients g.s. for 1 tablet.

INDICATIONS, ADMINISTRATION,
CONTRAINDICATIONS AND
FURTHER INFORMATION: Refer to
the package insert.

STORAGE:

Temperature not exceeding 30°C,
protected from humidity.
SPECIFICATION: In-house.

KEEP OUT OF REACH OF CHILDREN.
READ PACKAGE INSERT CAREFULLY
BEFORE USE.

Reliv ™ WHO-GMP
Manufacturer:
RELIV PHARMACEUTICAL JOINT
STOCK COMPANY

Zone A, N° 18, Le Thi Soc street,
hamlet 2A, Tan Thanh Tay commune,
Cu Chi district, Ho Chi Minh city,
Vietnam.

Reliv ™

R Thuéc ke don

COBIMET K

750 ms

Metformin hydrochloride

.

Thubc ¢ ta liéu chung minh tuong duong sinh hoc
Hép 1 lo 30 vien

SBK/Visa:

S6 16 SX/Lot No.:
NSX/Mfd:
HD/Exp:

THANH PHAN:
Metformin hydrochloride 750 mg va cac
ta dugc viia du 1 vién.

CHi BINH, CACH DUNG, CHONG CHi
BINH VA CAC THONG TIN KHAC: Xem
trong t& hudng dan st dung thuéc kem
theo.

BAO QUAN: Nhiét do khong qua 30°C,
tranh &m.
TIEU CHUAN: TCCS.

DE XA TAM TAY TRE EM.
DOC KY HUONG DAN SU DUNG
TRUOC KHI DUNG.

Reliv WHO-GMP
Co sd san xuét:

CONG TY CO PHAN DUQC PHAM
RELIV

Khu A, s6 18, duéng Lé Thi Soc, 4p 2A,
xa Tan Thanh Tay, huyén Cu Chi,
thanh phé H& Chi Minh, Viet Nam.

THANH PHAN:

TIEU CHUAN: TCCS.
DE XA TAM TAY TRE EM.

huyén Cu Chi, thanh phé H6 Chi Minh,
Viét Nam.

Metformin hydrochloride 750 mg va cac ta dudc via du 1 vien.

CHI BINH, CACH DUNG, CHONG CHIi BINH VA CAC THONG
TIN KHAC: Xem trong t6 hudng dan st dung thudc keém theo.

BAO QUAN: Nhiét do khong qua 30°C, tranh &m.

DOC KY HUONG DAN SU DUNG TRUGCC KHI DUNG.

WHO-GMP

V.

.Thuéc ke don

Co s6 san xuat: CONG TY CO PHAN DUGC PHAM RELIV
Khu A, sé 18, dudng Lé Thi Soc, 4p 2A, xa Tan Thanh Tay,

COBIMET

750ms

Metformin hydrochloride

l_

humidity.

SPECIFICATION: In-house.

in hydrochloride 750 mg and
et.

INFORMATION: Refer to the package insert.
STORAGE: Temperature not exceeding 30°C,protected from

KEEP OUT OF REACH OF CHILDREN.

S8 16 SX/Lot No.:
HD/Exp:

Manufacturer:

READ PACKAGE INSERT CAREFULLY BEFORE USE.

RELIV PHARMACEUTICAL JOINT STOCK COMPANY
Zone A, N° 18, Le Thi Soc street, hamlet 2A, Tan Thanh Tay
commune, Cu Chi district, Ho Chi Minh city, Vietnam.
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TO HUO’NG DAN SU DUNG

Vién nén phong thich kéo dai

DOC KY HUONG DAN SU DUNG TRUOC KHI DUNG.

THANH PHAN: Cho 1 vién
Thénh phan hoat chdt: Metformin hydrochloride 750 mg.

Thanh phén té dirge: Hypromellose, povidone, colloidal anhydrous silica, magnesium stearate.

DANG BAO CHE: Vién nén phéng thich kéo dai (vién nén dai, mau tring dén triing nga, hai miit
tron).

CHI PINH

- Lam giam nguy co hojc lam chdm su khéi phdt bénh dai théao dudng tuyp 2 ¢ ngudi 1én, bénh
nhan thira cén bi rdi loan dung nap glucose (IGT) va/ hodc suy giam glucose méu lic doéi (IFG),
va/ hodic tang HbA1C 1a nhitng ngudi:

+ C6 nguy co cao méic bénh dai thao duong tuyp 2 10 rét va

+ Van dang tién trién thanh dai théo dudng tuyp 2 méc di da tich cue thyc hién thay déi 16i séng
trong 3 dén 6 thang.

biéu trj bang thude nay pha1 dua trén diém sb rai ro két hop v6i cac bién phép kiém soat dudng
huyét thich hop va bao gdm bang ching co nguy co cao vé tim mach.

Thay déi 161 song cn duge tiép tuc khi bt dAu didu tri bang metformin, trtr khi bénh nhan khéng
thé lam nhu vay duoc vi ly do strc khoe.

- Didu tri dai théo dudmng tuyp 2 & nguoi 16n, dic biét & cic bénh nhén thira can, khi 4 dp dung ché
d6 an kiéng va tap thé duc chua du dé kiém soat dwong huyét. Thube c6 thé duoc st dung nhu don
trj liéu hogic két hop véi ce thude udng tri dai thao duong khéc, hodc véi insulin.

Ghi_chii: 1GT: Réi loan dung nap glucose (Impaired glucose tolerance); IFG: suy giam glucose
mau lic déi (Impaired fasting glucose) 1a 2 tinh trang tién d4i thao dudng.

LIEU DUNG VA CACH DUNG

Liéu dang

Nguwoilén cd chie ning thin binh thuong (GFR > 90 mL/ phiir)

- Lam giam nguy co hodc lam chdm su khéi phat bénh dai thao duong tuyp 2.

+ Chi xem xét str dung metformin khi d tich cye thue hi¢n thay déi 16i song trong 3 - 6 thang ma
chua kiém soat duoc dudng huyét ddy du.

+ Nén bét dau dung liéu 500 mg vién phéng thich kéo dai, 1 1an mdi ngdy cung bira dn tdi.

+Sau 10 - 15 ngay didu chinh lidu dya trén co s6 céc phuong phép do dudng huyét duge khuyén
cdo (do OGTT va/ hodc FPG va/ hoiic chi s& HIbAIC nim trong pham vi binh thudng). Viéc ting
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liéu chdm c6 thé cai thién kha ning dung nap coa da day- rudt. Liéu khuyén cdo tbi da 1a 2000 mg,
1 1an mdi ngay cing bita in tdi.

+ Can theo ddi dinh ky (mdi 3-6 thang) v& tinh trang duong huyét (do OGTT v&/ hoiic FPG v/
hozic chi s6 HbA1C) ciing nhu céc yéu td nguy co dé& danh gid lidu c¢6 cin tiép tuc didu trj, didu
chinh lidu hogc ngimg didu tri.

+ Ciing cén tai danh gia viée didu tri néu sau dé bénh nhén thye hién cai thién ché do an udng va/
hoac tap thé duc, hodc c6 thay dbi tinh trang stc khoe cho phép ting sy thay doi vé 16i séng.

- Pon tri liéu ddi thdo duong tuyp 2 va két hop véi cac thude ubng trj ddi thao duong khac:

+ Liéu khai dau thong thuong la 500 mg vién phong thich kéo dai, 1 1dn mdi ngay.

+ Sau 10 - 15 ngay didu chinh liéu dya trén co s& cac phuong phap do duong huyét. Viée tang
lidu cham c6 thé cai thién kha néng dung nap cia da day-rudt. Liéu khuyén cdo ti da la 2000 mg
mdi ngay.

+ Viée ting lidu cén duge thue hién timg ndc 500 mg sau mdi 10 - 15 ngay, dén tbi da 2000 mg, 1
1an mdi ngdy cling bita #n tdi. Néu viéc kiém soat dudng huyét chua dat duoe véi lidu 2000 mg, 1
1n mdi ngay, c6 thé xem xét dang liéu 1000 mg 2 lan mdi ngdy, voi ca hai lidu dugc ding cung
véi thire dn. Néu dudmg huyét vin khong duoc kiém soat t5t, bénh nhan c6 thé dugce chuyén sang
dung vién metformin chudn véi lidu t6i da 3000 mg mdi ngay.

+ O nhitng bénh nhan da duoc diéu trj bang vién metformin, lidu khai dau cua vién phong thich
kéo dai phai twong duong véi lidu hang ngay cua vién metformin phéng thich ngay lap tie. O
nhitng bénh nhin duge didu tri bing metformin véi lidu trén 2000 mg mdi ngdy, khéng nén
chuyén sang ding vién phong thich kéo dai.

+ Néu mudn chuyén tir mot thude udng trj dai théo dudng khéc: Phai nglmg sir dung thube d6 va
bt dau str dung metformin vién phong thich kéo dai vai lidu chi dinh néi trén.

+ Vién metformin phéng thich kéo dai loai 750 mg va 1000 mg 1a danh cho céc bénh nhan da
duoc diéu tr bing vién metformin (giai phong kéo dai hodc ngay lap tuc).

+ Liéu diing metformin phong thich kéo dai loai 750 mg hodc loai 1000 mg phai tuong duong v6i
lidu ding hang ngay cla vién metformin (giai phong kéo dai hodc ngay lap tic), dén lidu ti da
1500 mg hofic 2000 mg tuong ting, ubng cling bita n toi.

Diing két hop véi insulin

Co thé str dung két hop metformin véi insulin dé dat dugc sy kiém soat dudng huyét tét hon. Liéu
khéi ddu thong thudmg clia vién phong thich kéo dai 1a 500 mg, 1 lan mdi ngay, trong khi lidu
dung insulin duge didu chinh dua trén co s¢ do dudng huyét.

D6i véi cac bénh nhén da dwoe diéu tri béllg ligu phap két hop metformin véi insulin, lidu vién
phéng thich kéo dai 750 mg hodc 1000 mg phai twong duong véi lidu hang ngay cua vién
metformin dén t6i da 1500 mg hogic 2000 mg tuong (g, ding vao bita an tdi, trong khi liéu dung
insulin dugc diéu chinh dya trén co sé do dudmg huyét,

Nguwoi cao tudi

Do tiém ning suy giam chic ning than & nguoi cao tudi, nén diu chinh lidu metformin dua trén
chire néing than. Can dinh ky danh gia chirc nang thén,

Loi ich cta vige giam nguy co hogic lam cham sw khéi phat bénh dai théo duong typ 2 & bénh nhan
tir 75 tudi trér ién chwa duoc thiét 1ap va do d6 khong nén ding metformin & nhitng bénh nhan nay.
Nguwoi suy thin
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Can dénh gia do loc cdu than (GFR) trudc khi bat ddu didu tri bang cac thude co chita metformin
va it nhit 1a danh gia hang nam sau dé. O nhitng bénh nhén c6 nguy co tién trién nng hon vé suy
than va & ngudi cao tudi, chire nang than phai duge danh gid thuong xuyén hon sau moi 3-6 thang.

GFR Tong litu t6i da méi oy
i . B Xem xét bo sung
(mL/ phit) ngay
Xem xét giam lidu lién quan dén suy giam chirc
Tu 60 - 89 2000 mg B -
ning than.
Twr45-59 2000 mg Céac yéu t6 co thé lam tang nguy co nhiém acid
lactic cAn duoc xem xét trude khi bit dau s dung
Tir 30 - 44 1000 mg metformin.
Liéu khoi déu cao nhat 1a mot nira lidu t6i da.
<30 - Chdng chi dinh dung metformin,
Tré em

Do chua c6 dir liéu, khdng nén dung metformin vién phong thich kéo dai cho tré em.
Cdch dang: Thube dung theo dudng udng cung bira an toi.

CHONG CHI PINH

- Qué mn cam v6i metformin hay véi bét ky thanh phin nao cua thude.

- Céc dang nhidm toan chuyén héa cap (nhu nhiém toan lactic, déi thdo duong nhidm ceton).

- Tién hon mé dai théo duong.

- Suy than nang (GFR < 30 mL/ phut).

- Céc tinh trang cép c6 kha niing thay dbi chtre ning than nhw: Mét nude, nhiém khudn ning, soc

- Céc bénh c6 thé giy thiéu oxy & md (dic biét 14 bénh cdp tinh hodc lam ning thém bénh man
tinh) nhu: Suy tim mét b, suy hé hip, mai bj nhdi mau co tim, sbe.

- Suy gan, nhiém doc rugu cdp tinh, nghién ruou.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Nhiém toan lactic

Nhiém toan lactic, mdt bién chirng chuyén héa rat hiém gap, nhung nghiém trong, thuong Xay 1a O
ngudi suy giam chirc ning thin cép hogic bénh tim mach hodc nhidm trang huyét. Su tich liy
metformin xdy ra khi suy giam chire ning thin cdp va lam tang nguy co nhiém toan lactic.

Trong trudng hop méat nude (tiéu chay ning hodc nén, sbt hodc giam lugng chét léng udng vao),
can tam ngung st dung metformin va lién hé véi chuyén gia y té.

Céc thude c6 thé 1am suy giam chire ning than cép (nhw thude chéng tang huyét ap, thudc loi tiéu
va cac NSAID) cin thén trong khi bit déu str dung cho céc bénh nhén diéu tri bang metformin.
Céc yéu t6 nguy co khic ciia nhidém toan lactic 1a udng qua nhidu rwou, suy gan, dai thao duong
chua duge kiém soat ddy du, nhidm ceton, nhin &n kéo dai va cac tinh trang lién quan dén thiéu
oxy, cling nhu st dung dong thoi céc thude c6 thé gay nhifm toan lactic.

Cén thong bdo cho bénh nhan v/ hodc ngudi chim séc bénh nhan biét vé nguy co nhidm toan
lactic. Nhiém toan lactic dwoc dic trung baoi chimg khé thd do acid, dau bung, chudt rit co, suy
nhugce va ha than nhiét sau dé 1a hon mé. Trong truong hop nghi ngd ¢6 triéu chimg, bénh nhan
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nén ngimg ding metformin va tim dén bac s ngay lap tic. Két qua xét nghiém cén lam sang la
giam pH méu (< 7,35), ting nong do lactate huyét tuong (> 5 mmol/ L) va ting khoang tréng
anion va ty 1€ lactate/ pyruvate.

Chure néng thén:

Cén danh gia t6c do loc cu than (GFR) trude khi bit diu didu tri va danh gid déu didn sau do.
Metformin chdng chi dinh & nhitng bénh nhan ¢6 GFR < 30 mL/ phut va phai tam ngung sir dung

khi ¢6 cac tinh trang lam thay doi chirc ning thén.

Chire nang tim

Bénh nhén bj suy tim cé nhidu nguy co bi thiéu oxy va suy than. O nhitng bénh nhan bi suy tim
man tinh 6n dinh, ¢6 thé sir dung metformin véi su theo dai déu dan vé chirc nédng tim va than.

Déi v6i cac bénh nhan suy tim cip tinh va khéng én dinh, chéng chi dinh dung metformin.

Neudi cao tudi:

Do dit ligu vé& hiéu qua diéu trj trong viée giam nguy co hodc lam chdm bénh tiéu duong typ2 &
bénh nhén tr 75 tudi trdr 1én con han ché. Khong khuyén céo dung metformin & nhitng bénh nhan
nay.

Dung cac chat can quan iod:

Str dung tiém mach cac chét can quang chira iod ¢6 thé gay bénh than do thube can quang, dan dén
su tich ty metformin va tang nguy co nhiém toan lactic. Can ngung sit dyng metformin truée hoic
tai thoi didm tién hanh chdn doan hinh anh va khong duge ding lai sau it nhit 48 gid, véi didu
kién 1a da danh gia lai chirc nang than va cho thdy 6n dinh.

Phau thuét:

Phai ngung str dung metformin tai thoi diém phau thuét can gy mé toan than, cot séng hodc ngoai
mang cung C6 thé diéu tr lai khong sém hon 48 gi¢r sau phau thuat hosic bit diu lai dinh dudng
bang an ubng va véi didu kién 1a da ddnh gia lai chire ning than va cho thay on dinh.

Cac than trong khac:

Tét ca bénh nhan nén tiép tyc ché do #n kiéng cung viéc phan bd luong carbohydrate déu din
trong ngay. Bénh nhan thira can nén tiép tuc ché do an udng han ché nang luong,

Cén thyc hién déu dan cdc xét nghiém can 1am sang thong thuong dé theo doi bénh dai thdo
dudng.

Diing metformin don thuan khéng bao gi¢y gdy tut dudong huyét, mic du nén than trong khi st dung

két hop voi insulin hodic thube ubng tri dai thio duong khac (cac sulphonyluré hodic cac
meglitinide).

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

Phu ni ¢6 thai

Bénh dai thao duong khéng dugce kiém soat trong lic mang thai (thai ky hodc thuong xuyén) c6
lién quan dén tang nguy co bat thudng bam sinh va tir vong chu sinh.

Mot sb it dit lidu vé viée sir dung metformin & phy nit mang thai cho thdy khéong lam ting nguy co
bt thuéng bam sinh. Cac nghién ctru trén dong vat cho thay thube khong gdy tac hai lién quan dén

viéc mang thai, sy phat trién cta phéi thai hodc thai nhi, sy sinh san hodic sur phat trién sau khi
sinh,
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Ngudi ta khuyén céo ring khi bénh nhén c6 ké hoach mang thai va trong khi mang thai, viée kiém
soat dudmg huyét kém hozc bénh déi thao duong khong nén didu tri bing metformin. Déi véi bénh
ddi thdo dudng, nén sir dung insulin dé duy tri mic dudng huyét cang gin mirc binh thudng cang
tot dé giam nguy co di tat cia thai nhi.

Phuy nit cho con bu

Metformin duoc bai tiét vao sita me. Khong thiy c6 tac dung phu & tré so sinh bt me/ tré so sinh.
Tuy nhién, do dir li€u con han ché, khong khuyén cao cho con bu trong qué trinh didu tri bing
metformin, Cin quyét dinh viéc c6 nén nging cho con ba khong, c6 tinh dén loi ich cua viée cho
con bt va tiém nang nguy co anh hudng xau dén tré.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

Don tri liéu bang metformin khong gdy tut duomg huyét va do d6 khong anh huong dén kha ning
1ai xe hodc vén hanh mdy mée. Tuy nhién, cac bénh nhan cn canh gidc vé nguy co ha dudng
huyét khi sir dung metformin két hop véi cae thude tri déi thdo duong khac (nhu cac sulphonyluré,
insulin hodc meglinitide).

TUONG TAC, TUONG KY CUA THUOC
Twong tic ciia thude

Khéng nén ding két hop

Rirgu

Nhiém doc rugu 6 lién quan dén ting nguy co nhiém toan lactic, dic biét trong trudng hop nhin
an, suy dinh dudng hoic suy gan.

Céc chdt can quang chira iod

Phai ngimg sir dung metformin trude hodc tai thoi diém tién hanh chén doan hinh anh va khéng
duge sir dung lai cho dén it nhit 48 gitr sau d6, véi diéu kién 1a da danh gia lai chirc niing than va
cho thiy 6n dinh.

Cén than trong khi ding két hop

Mot s6 thube co thé anh huéng xdu dén chirc ning thin ¢6 thé lam ting nguy co nhiém toan lactic,
nhur cdc NSAIDs, bao gém céc chét e ché cyclo-oxyase (COX) II chon loc, céc thude tre ché
enzym chuyén (ACE) céc thude déi khang thy thé angiotensin II va céc thube loi tiéu, dic biét la
cée thube loi tiéu quai. Khi bit diu hogic sir dung céc thude dé két hop véi metformin, cin theo dai
chit ché& chirc nang than.

Cdc thuéc ¢é hoat tinh ting dwomg huyét nji sinh (nhie cdc glucocorticoid (dimg toan théan va tai
ché) va cdc thuée giong giao cani).

Cén theo doi duong huyét thuomg xuyén hon, ddc biét 1a khi mai bit diu didu ti. Néu can, phai
diéu chinh lidu metformin trong khi diéu tri véi thube khac va sau khi ngimg thude.

Cdc chat van chuyén cation hitu co (OCT)

Metformin 12 co chét ciia ca hai chét vin chuyén OCT1 va OCT?2.

Duing két hop metformin véi:

+ Céc chat tre ché OCTI (nhw verapamil) ¢6 thé lam giam hiéu qué cua metformin.

+ Thube gdy cam tng OCT1 (nhwr rifampicin) c6 thé lam ting hép thu qua duong tiéu hoa va hiéu
qua cua metformin.
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+ Céac chit e ché OCT2 (nhu cimetidine, dolutegravir, ranolazine, trimethoprim, vandetanib,
isavuconazole) ¢6 thé lam giam sy dao thai metformin & thin va do dé din dén ting nong dod
metformin trong huyét tuong.

+ Céc chét trc ché ca OCT1 va OCT?2 (nhur crizotinib, olaparib) ¢6 thé lam thay ddi hiéu qua va sy
dao thai metformin & than.

Do dé, cén phai thin trong, dac biét & nhitng bgnh nhén bi suy than, khi nhiing thudc nay dugc
dung két hop v6i metformin, vi ndng do metformin trong huyét tuong c¢6 thé ting. Néu cin, xem
xét diéu chinh liéu metformin vi cdc chét tc ché/ gdy cam (mg OCT ¢6 thé lam thay dbi hidu qua
ctia metformin,

Twong ky ciia thude

Do khong c6 céc nghién ciru vé tinh tuong ky cta thudc, khong tron 1an thude nay véi céc thude
khéc.

TAC DUNG KHONG MONG MUON CUA THUOC

Trong céc dit lidu sau tiép thi va trong cac nghién ciru 14m sang c¢é doi chimng, cac phan tmg bét loi
& bénh nhén diéu trj bang metformin vién phong thich kéo dai c6 tinh cht va mic dé niing twong
tw nhu béo céo & cae bénh nhan duge didu tri bing metformin phong thich ngay lap tirc.

Trong khi didu tri, cac phan tmg bt lgi phd bién nhét 1a budn ndn, non, tiéu chay, dau bung va
chan #n, hau hét cac trudng hop déu tu khoi.

Céc tac dung khéng mong muon sip xép theo phén loai va thn suft duoc ligt ké trong bang sau:

Phian logi réi | R4t thwong | Thudng it giip Hiém gip | Rét hiém gip
loan gip gip (= 1/1000 | (= 1/10000 | (< 1/10000)
(=1/10) (= 17100 - < | -<1/100) | - <1/1000)
1/10)
Chuyén hoa va Nhiém toan lactic,
dinh dudng gidam  hap  thu

vitamin B12, giam
11611g do trong
huyét thanh khi
ding  metformin
dai han, Can xem
xét bénh nguyén
néu bénh nhan bj
thiéu méu dai hong
cu.

H¢ thin kinh Réi loan vi
giac.

Pudng tiéu héa | Budn non,
non, tiéu
chay, dau
bung, chan in

(thuong  xay
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ra khi méi bt
dau didu i
va da  sb
trudng hop tu
khoi.  Tang
liéu nhe ciing
c6 thé cai
thién su dung
nap thude.

Gan — mét Mot vai  trudong
hop cé biét bj bét
thuong xét nghiém
chic  ning gan
hodc viém gan, sé&
khoi khi ngung

thudc.
Da va moé dudi Céc phan tng da
da nhu phat ban, ngira
ngdy, may day.

THONG BAO NGAY CHO BAC Si HoAC pUQC SI NHUNG PHAN UNG CO HAI GAP
PHAI KHI SU DUNG THUOC

QUA LIEU VA CACH XU TRi

Khéng thiy bi tut duong huyét khi dung liéu metformin lén dén 85 g, tuy nhién nhiém toan lactic
da xay ra trong nhiing trudng hop nay. Qué lidu cao hoidc nguy co khi dung két hop clia metformin
c6 thé dén dén nhim toan lactic. Nhidm toan lactic 12 mét cp ciu y té va phai duge didu tri tai
bénh vi¢n. Phuong phap hiéu qua nhit dé loai bo lactate va metformin 14 thim téch mau.

DPAC TINH DUQC LUC HQC

Mi ATC: A10B A02. Nhém thube: Thude chéng déi théo duong (uéng), dan chat biguanide.
Metformin la mét biguanide c6 tac dung chéng tang duding huyét, lam ha glucose huyét tuong co
ban va sau khi an. Thude khong kich thich bai tiét insulin, va vi thé khong gy tut dudng huyét,

Co ché tac dung

Metformin hoat déng qua 3 co ché:

- Gidm sy tao thanh glucose & gan bang cé4ch e ché tan tao dudng va phan huy glycogen

- Trong co, gia tang sy nhay cam cua insulin, cai thién vige str dung glucose & ngoai bién
- Lam chém sy hip thu glucose o rudt

Metformin kich thich su tong hop glycogen ndi bao bang cach tdc dong Ién enzym glycogen
synthase.

Metformin gia tdng kha niing van chuyén cua tat ca cdc chit van chuyén glucose & mang (GLUT).

O nguoi, ngoai tac dung trén dudng huyét, metformin phong thich nhanh con tao thuén loi cho sy
chuyén hoa lipid. Didu nay da duoc chimg minh qua céc nghién ctru 1am sang trung va dai han cé
dbi chimg & céc lidu didu tri: metformin lam giam mirc cholesterol toan phan, cholesterol ty trong
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the“ip (LDL cholesterol) va triglyceride. Metformin ¢6 cong thirc giai phong cham ciing da dugc
ching minh 13 ¢6 tic dung tuong tu, ¢ thé 1a nhd viée sir dung vao budi tdi ma sy tang
triglyceride co the xay ra.

DAC TiNH DUQC PONG HQC

Hip thu

Sau khi uéng mdt liéu metformin phong thich cham, sy hép thu metformin bi tri hoan cé y nghia
so vol vién phong thich tire thi véi Twaxla 7 gior (Tmax 12 2,5 gid & vién phong thich tirc thi).
O trang théi 6n dinh, twong tu nhw cong thirc cta vién phong thich tire thi, Cnax va AUC khéng
ting mjt cach ty 18 véi lidu dung. AUC sau khi dimg liéu don 2000 mg metformin dang phong
thich kéo dai twong ty nhu quan sét thiy khi dong lidu 1000 mg, 2 1dn mét ngay doi véi dang
phéng thich tirc thi.

D¢ bién thién trong timg ngudi ctia Cmax va AUC dang phong thich kéo dai thi ¢6 thé so sanh nhur
quan sat duoc ddi véi metformin dang phong thich tire thi.

Khi vién phéng thich kéo dai duge dung trong tinh trang déi, AUC giam 30% (ca Cimax v Timay déu
khong bi anh huéng).

Su hap thu metformin trung binh tir cong thirc vién giai phong kéo dai hiu nhu khong bj thay dbi
boi thanh phén bita n.

Khéng ¢6 sy tich liiy nao duge ghi nhdn sau khi ding 13p lai t6i 2000mg metformin duéi dang
vién nén giai phong kéo dai.

Sau khi uéng mét liéu 1500 mg ctia vién Metformin phong thich cham 750 mg, ndng d¢ dinh trung
binh trong huyét twong 14 1193 ng/ ml dat dugc véi gid tri trung binh Ia 5 gidr va trong khoang tir 4
dén 12 gio.

Metformin phéng thich chdm 750 mg dwgc chimg minh 1a twong duong sinh hoc voi Metformin
phong thich cham 500 mg ding liéu 1500 mg v& mét Cinax va AUC & céc dbi tuong khoe manh &
tinh trang no hodc dai.

Sau khi uéng mét lidu duy nhét & ang thdi no mét vién Metformin phéng thich cham 1000 mg,

ndng do dinh trung binh trong huyét tuong 1a 1214 ng/ ml dat dugc trong théi gian trung binh 1a 5
gio (trong khoang tir 4 dén 10 gid).

Metformin phéng thich chdm 1000 mg duoce ching minh la twong duong sinh hoc véi Metformin
phong thich chdm 500 mg ding liéu 1000 mg vé mit Cpax va AUC & céc dbi tuong khée manh &
tinh trang no hoic déi.

Khi vién Metformin phéng thich chdm 1000 mg duwoc dung trong tinh trang no, AUC ting 77%
(Cinax tang 26% va Tuax hoi kéo dai khoang 1 gio).

Phiin bé

Thube gén két véi protein huyét tuong khong déng ké. Metformin phén chia vao hong, cau. Nong
do dinh trong mau thap hon trong huyét tuong va dat duoc tlong khoang thoi gian gan béng nhau.

Té bao héng cdu gan nhu dai dién cho ngan phan bd thar cép. Thé tich phan bd trung binh tir 63-
276 L.

Chuyén hoa

Metformin duogc bai tiét trong nuéc tidu & dang khong ddi. Khong c6 chét chuyén héa nao dugc
tim thiy & nguoi.
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Thai triv
D¢ thanh thai ctia metformin > 400 ml/ phit, cho thdy metformin duge dao thai qua s loc & cdu

thdn va bai tiét & éng than. Sau khi ding qua dudng udng, thoi gian ban thai bidu kién 1a khoang
6,5 gio.

Khi chire niing thén b suy gidm, do thanh thai ¢ than giam theo ty 1& cua creatinine va vi thé thoi
gian ban thai ctia metformin bi kéo dai, din dén ting ndng d6 metformin trong huyét tuong.
Ngueoi suy thdn

C6 rét it di liu & cac dbi twong bi suy thén vira va chua lam duge uée tinh dang tin cdy nao vé
ndng do tiép xtic toan than véi metformin trong phan nhém nay so véi cac dbi twong c6 chire ning
thén binh thuong. Do dé, viée diéu chinh lidu nén duge thyc hién dya trén xem xét vé hiéu qua
trén 1dm sang/ kha ning dung nap.

QUI CACH DONG GOI

Hop 3 vi x 10 vién (vi nhom - PVC)

Hop 1 lo HDPE x 30 vién,

BAO QUAN: Noi nhiét d khong quéa 30°C, tranh Am.

HAN DUNG: 30 théng ké tir ngay san xuét.

TIEU CHUAN: TCCS

CO SO SAN XUAT: CONG TY CO PHAN DUQC PHAM RELIV

Dia chi: Khu A, s6 18, dudng Lé Thi Soc, Ap 2A, Xa Tan Thanh Téy, Huyén Cu Chi, Thanh phd
H& Chi Minh, Viét Nam
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