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Metformin hydrochlorid 500 mg
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THUOC NAY CHI DUNG THEO PON THUGC
DE XA TAM TAY TRE EM
POC KY HUONG DAN TRUGC KHI DUNG. NEU CAN THEM THONG TIN Gi, XIN HO!
oowne o o>< KIEN BAC SY
THONG BAO CHO BAC SY HOAC DUQC SY NHUNG TAC DUNG KHONG MONG
MUGON GAP PHAI KHI SU DUNG q:c%

By

THANHPHAN

Thénh phdn hogt chdt: Metformin hydrochlorid 500 mg tuong duong vdi metformin base
390 mg.

Thanh phdn ta dupc:Natr carboxymethy! cellulose, hypromeliose 2208, magnesi stearate.

DANG BAO CHE

Vién nén phdng thich kéo dal. Vign nén tron hai m3t 16, m3u tring G€n tréng ng, mot mat
dap 500", i

QUY CACH DONG GOI -
HOp 4 vi,mdivi 15 vién,

CHI DINH
*  Lamgidm nguy co hojc tri hadn sy khdi phét 41 thao dudng typ 2 6 bénh nhan I3 ngudi
10n qud can bj tién dai thao dudng (ri logn dung nap glucose (IGT) vé/hojc gidm dung
ngp dudng huyé€t doi (IFG), va/hogc ting HbA1c*) va cd thém cac yéu t6 nquy co™, 9
ngUdi c6 dp dyng viée thay @5 I6i sGng tich cyc trong vong 3 8€n 6 thang nhung van
khong dat dugc hipu qud kiém soadt dudng huyét thich hop. . .
Nén 1i€p tyc Giéu chinh I6i s6ng khi bat 84u ding metformin, trd khi bénh nhan khéng
thé thyc hién vi ly do y khoa
* Giam dung ngp dudng huyét doi 100-125 mg/d| va/hodc r6i logn dung nap glucose
140-199 mg/d! va/hoac HbA1c 5,7-6,4%);
** Cac yé€u t6 nquy co 42 biét bao gém béo phi, tubi, cao huy€t 4p, bEnh tim mach, tién
s gia dinh c6 d4i thao GUang, r6i logn lipid mau, 64 thao uong thai ky,va hoi ching
bubng trong A3 nang (PCOS).
*  Difu tr| @ai thao duong typ 2 4 nguoi I0n, dc biét 4 bénh nhanqua ¢an, khi ché 30 an
ki€ng va tap thé duc don thudn khong hibu qui trong ki€m soat dudng huyét
‘ Glucophage XR c6 thé€ Gugc dung nhu don trj li8u hodc phéi hgp voi cac thubce trj 84
théo duong duong ubng khac hogc vai insulin | S

UEU LUONG VA CACH DUNG | wibrion,

Ngudi 18n 6 chic ning thin binh thudng (80 loc cdu thin uéc lugng (eGFR) > 9

mL/phit/1,73m")

Lom giGm nguy co hogctri hodin sy kndi phdt d6i thbo Audng typ 2

*  Metformin chi nén dugc xem xét khi vigc diéu chinh I6i s6ng tich cyc trong 3 6&n 6
thang khdng mang lai két qua ki€m soat dudng huyétthichhgp. 8 YR B0sh

* = Vigc diéu tri nén bt d4u voi mot vien Glucophage XR 500 mg mot 14n mdi ngdy cing
vOib0a an t4l. -

*  3au 10 @én 15 ngay, lifu ding nén dugc diéu chinh dya trén co sd cic xét nghiém do
dudng huyét (cac gia trj cUa thd nghiém dung nap glucose duding udng (OGTT) va/hozc
glucose huyét luc d6i (FPG) va/hozc HbA1c phdi :wa trong gidi hgn binh thudng). Sy
ting liu cham co thé cdi thien khd ning dung nap 8 dudng titu hoa. Liéu t6i 6a dugc
khuy€ncaola 4 vién (2000 mg) mét14n mdi ngay cling véi bda &n tBi. -

*  Khuyén céo kifm tra thuéng xuyén tinh trang uong huyét (mdi 3-6 thang) (gid b
OGTT va/hogc FPG va/hogc HbA1c) cing nhu cac yéu 16 nguy co A€ dénh gid vitc diéu tr)
co nén ti€p tyc, thay d6i hogc ngung.

e Can quyét djnh dénh gia lal diéu trj nu sau 36 bEnh nhan 4p dung cAc bibn phap cAi
thién ch€ do an valhogc van dong, hodc néu sy thay d6i @iéu kien y t& cé thé cho phép
vitc can thitp 161 s6ng dugce tang cuong.

Dan trj Ifu trong 401 thoo Auong typ 2 v két hgp voi cac thudc trj 86/ thao dudng dong ubng

khoc L L, TR 2

»  Litukhdi d4u thong thuong Ia motvitn mdi ngay. | B g

*  Sau 10 d&n 15 ngay, lifu dung nén dugc diéu chinh dya trén co s8 cac xét nghi¢m do
duong huy€t Sy tang lifu chgm o thé cdi thign khd nang dung nap 8 dubng titu héa.
Lifyu 161 da duge khuyéncaola 4 vien mbingay.

*  Néubgnh nhan da dugc ditu trj voi metformin, liéu khdi ddu Glucophage XR nén tuong
duong vdi |iéu dung hang ngay cua vien metformin phéng thich tuc thi. Nhilng bénh
nhdn duge diéu try vdi metformin vai li€u trén 2000 mg/ngay, khong khuyén cdo
chuy€n sang dung Glucophage XR.

«  Néudy dinh chuyén to mot thubc tri dai thao dudng dang ubng khac: ngung s dung
thubc 36 va khdi ddu Glucophage XR vai liéu chidinh nhu trén.

Ké&thgp vaiinsulin .

Metformin va insulin cd th€ duge dung trong trj litu phéi hgp d€ dat duge ki€m soat dudng

huy£t t6t han. Liéu khdi ddu thong thudng cla Glucophage XR 14 mot vien mot [4n mi ngay,

trong khili€u lugng insulin dugc Giku chinh trén co sd cac xét nghi¢m do dudng huyét.

Suy thén

Danh gia chuc nang than trudc khi khdi ddu diéu trj voi metformin va 8anh gia dinh ky sau 4.

C6 thé xem xét gidm liéu tay theo sy suy gidm chic nang than trén bénh nhan ¢ eGFR trong
khoang 60-89 mUphut/1.73 m’. : | .
Metformin c6 thé sd dyng trén bnh nhan suy than c6 eGFR trong khodng 30-59
mL/phdt/1,73 m’ chl trong trudng hgp khong c6 cdc diku kign khac ¢6 the 13m tang nguy ¢
nhiém acid lactic vA theo sy chinh liéu nhu sau: Liéu khdi d4u 13 500 mg metformin
hydrochlorid ngay 114n. Liéu tdi 3a 14 1000 mg mdi ngay. | .
Chdng chi dinh metformin trén benh nhan c6 eGFR dudi 30 mL/phut/1,73 m’.

Ngudi ldn tubi i iV PG VG, _\

Do khd nang suy gidm chuc nang than d ngudi cao tudi, liéu ding metformin nén duge didu
chinh dya trén chudc ning than. Cén danh gid chdc nang than thutng xuyén (xem myc Thgn
trongkhisddyng). | | SRR

Lol ich cda vige 1am gidm nquy cd hoac tri hoan sy khdi phat d4i thdo dudng typ 2 chua duge
thi€t [3p 6 b&nh nhan trén 75 tubi (xem myc Duge lue hoc) va do d6 khdng khuyén céo khdi
dau metformin 4 nhang bénh nhan nay (xem myc Th@n trongkhistdyng). -~ .
Bénh nhi wr | ) 5 ‘ |
Do thi€u dligu, Glucophage XR khong nén sU dung cho tré em.

CHONG CHi BINH
«  MZncdm vai metformin hojc b4t cd t4 duge nao. St
« Bt ky th€ ndo cda nhikm toan chuy€n h6a cdp hodc man tinh (nhu nhifm acid lactic,
nhiém toan thé ceton do d4i thao dudng). t . |
» - Tién hon mé di thdo duong. Ty a0 0 M R
*  Suythanngng (do lpc cdu thin udc lugng (eGFR) < 30 mL/phut/1,73 m’) {xem myc Thdn
_ - trongkhisidyng). . el teiit e r ol
o  Cactruong hgpcéptinh ¢ khd ning Iam bién dBichucnang thinnhy:.
- matnuéc, | _ R
- nhifm tring n3ng,
- <Be Wl
«  Bgnh c6 thé gay nén tinh trang thi€u oxy moé (d3c bigt bénh cp tinh, hojc tinh trang
*© 1 nang thém cdabénh mantinh) bt b Ditg bsol 92 .
o Cesuytimmdtbla, oo oD L \ ¥
- suy ho hdp, | B > : i , L
-nhéi maucotimganday, | . i i, , vy
- s6c | | s
Suygan, nhiém dfc rugu cdp tinh, nghién rugu, e _

THAN TRONG KHI SUDUNG

Nhiém acid lactic .

Qua trinh gidm st hau mai da ghi nhan nhang ca nhiém acid lactic lién quan dén metformin,
bao gém cé trudng hgp td vong, gidm than nhigt, tut huy€t ap, loan nhip cham kéo dai. Khdi
phat cua tinh trang nhiém acid lactic lien quan dén metformin thudng khong dé phat hign,
kém theo cac trigu chung khong dién hinh nhu khé chju, dau cg, suy hé hdp, |d md va dau
byng. Nhim acid lactic lién quan d€n metformin dugc dac trung bang néng d¢ lactate tang
Ién trong mau (>5 mmol/L), khodng tréng anion (ma khéng ¢6 bdng chung cua ceton nigu
hogc ceton méu), tang ty I¢ _»Q»vascﬁﬁ va ndng 0 metformin huyét tuong ndi chung
tang >5 pg/mL o . 1 |

Y€u 6 nguy ca cua nhikm acid lactic litn quan dén metformin bao gém suy than, sU dyng
déng thoi voi mot s6 thube nhdt dinh (vi dy cdc chdt Uc ché carbonic anhydrase nhu

,
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N€u c6 nghi ngd nhidm acid lactic lién quan dén metformin, nén ngung su dyng metformin,
nhanh chéng dua banh nhan d€n benh vién va tién hanh cac bién phap xuJ tri. O nhang benh
nhan 43 diéu tri voi metformin, 43 duge chdn dodn nhiém acid 1actc hoge nghl ngd cd khi
nang cao by nhifm acld lactic, khuyén cdo nhanh chong Gna tach mdu @€ diéu chinh tinh
trang nhi€m acid v logi b metformin bj tich |ay (metformin hydroclorid cé th€ thdm tach
dugc véi 39 thanh thai dén 170 mL/phut trong diéu kign huy€t 40ng lyc t6t). Thdm tach mau
cd thé13m ddo ngugc trigu chung va héi phyc. S .

Hudng din cho bénh nhan va ngudl nha vé cac triéu chdng cua a:_ma acid lactic va, :m.c
nhing trifu chdng nay xdy ra, cdn ngung thudc va bao cdo nhing triéu chung nay n.:o bac sY.
Ddi voi mdi yéu t6 lam tang nguy cd nhiém acid lactic lién quan dén an#o.sas. nhdng
khuyé€n cdo nhdm gitp gidm z_zmc nquy cd va xu tri tinh trang nhiém acid lactic lién quan dén

metformin cu th€ nhu sau:

Suythgn

Nhang ca nhiém acid lactic lien quan dén metformin trong qua trinh giam sdt sc.an hdu ma
x3y ra chd y€u trén nhng bénh nhan bj suy than ndng. Nguy o ﬁ.—n: Oy 3&“_5:_: va ::_ma.
acid lactic lién quan dén metformin ting Ién theo muc d nghiém trong cua suy than bd
metformin duge thai trd chy yéu qua than. Khuyén cdo 13m sang dya trén chuc nang thin
cua bénh nhan bao gdm (xem myc Liéu lugng vacachdung): :

- Trudc khi khdi d4u didu trj voi metformin cdn do muc df lpc cdu thgn &.X tinh .nm..ma.

= Chéng chl dinh metfarmin trén bénh nhan c6 eGFR dudi 30 mU/phut/1,73 m’ (xem muc

Chéngchidinh).

- Metformin c6 th€ s) dyng trén bénh nhan suy thin cé eGFR trong khodng
30 - 59 ml/phat/1,73 m'chi trong trudng hgp khdng cd cac diéu kién khac c6 thé lam tang
nguy ca nhiém acid lactic va theo sy chinh liéu nhu sau: Liéu khdi ddu |13 500 mg metformin
hydrochlorid ngay 1 4n. Liéu téi da [a 1000 mg mdi ngay. .

- Thu th3p da litu vé eGFR it nhdt 1 1dn/ndm 4 tdt cd cdc bénh nhan su dyng metformin. d
bénh nhan ¢6 nguy co tién trién suy than (vi dy nhu nguadi cao tudi), chuc nang than nén
dugc danh gia thudng xuyén hon. :

- 0 bgnh nhan ang sd dung metformin va c6 eGFR gidm xubng dudi 45 mL/phit/1,73 m’, danh
gi4 nquy cd - Igi ich cua viée tiép tuc phac dé.

Tuang toc thubc n
S dung déng thai metformin vdi mot s6 thube co thé [am tang nguy conhiém acid lacticlign
quan dén metformin: nh@ng thudc 13m suy gidm chde ndng than din t0i nhing thay ddi
84ng k& v& mat huyét dong, dnh hudng tdi can bang acid-base hogc [am tang tich Iy

* metformin (xem myc Tuong tdc thudc). Vi vay cdn can nhic theo doi bénh nhan thudng
“Xuyén han.

Bénhnhén tu65 tuditrdlén

Nguy co nhiém acid lactic lién quan dén metformin tang lén theo tudi cua bénh nhdn bdi
bénh nhan 10n tudi c6 kha ning bj suy gan, suy than, suy tim cao hon nhang b&nh nhan tré
tudi han. C4n'ddnh gia chdc nang than thudng xuyén han d6i vdi benh nhan dn tubi.
Thychién chdn dodn hinh dnh ¢6 st dyng thubc cén quang . i

Tiém thudic cdn quang cd chua iod vao ndi mach d nhang bénh nhan dang diéu tri metformin
¢6 th& din téi suy gidm cdp tinh chde ndng than va gdy ra nhiém acid lactic. Ngung sU dung
metformin trudc hoic tai thai di€m thyc hién chdn dodn hinh dnh cd su dyng thudc can
quang cd chua iod d nhang bénh nhan c6 eGFR ndm trong khodng 30 - 60 mL/phat/1,73 m’,

'@ nhing bé¢nh nhan cé tién s suy gan, nghién rdgu, suy tim hodc d nhiang bénh nhan sé sd

dung thubc can quang chda iod theo dudng ddng mach. Danh gid lai eGFR 48 gid sau khi
thyc hién chdn dodn hinh dnh vasd dung lai metformin néu chde nang than 6n dinh.

Phdu thugt hodic cac thd thudtkhdc

Phdi ngung metformin tai thoi di€m tién hanh phiu thuat cé gy mé toan than, gdy té ngoal
mang cung hogc tly séng. Vige diéu trj ¢ thé bat ddu lai khdng sam hon 48 qidy sau phiu
thugt hogc sau khi bat ddu Iai sy nudi dudng qua duang tidu héa va vai diéu kién chde nang
than da duge danh gid 13i va cho thdy d3 6n dinh. T

Sy ngung su dyng thuc an.va chdt 1dng trong qua trinh phdu thugt hodc thyc hién cac th
thugt khdc cd thé tang nguy co gidm thé tich, tyt huy&t 4p va suy than, Nén tam thdi ngung
su dyng metformin khi b&nh nhan bj gidi han Iugng thuc an va chat 1dng dua vao.

TNnh trgng thi€u oxy

Qua trinh theo doi hu maj da ghi nhan mot s6 ca nhidm acid lactic lién quan d&n metformin
xdy ra trong benh cdnh suy tim sung huyét cp (dic biét khi cd kém. theo gidm tudi mau va
gidm oxy huyét). , |

Tryy tim mach (s6¢), nhéi mau ca tim cdp, nhifm khudn huy&t va cic bénh Iy khéc lién quan
dén gidm oxy huyét cd mdi lién quan vdi nhim acid lactic va ciing c6 thé gdy nita huyét
trudc than. Khinhang bién ¢d nay xdy ra, ngiing metformin.

Ubng rugu | . .

Rugu cd khd ndng dnh hudng dén hiéu qud cda metformin |&n chuyén hda lactate va t dé cé
th€ lam tang nguy ca nhiém acid lactic lién quan dén metfarmin. Canh bdo bénh nhan khdng
udng rugu khi su dyng metformin,

Suygan . v
Bnh nhdn suy gan cd thé tién tri€n nhiém acid lactic lién quan dén metformin, Diéu nay co
thé do suy gidm thdi trd lactate ddn tdi ting ndng d¢ lactate trong mau. Vivdy, tranh s dung
metformin trén nhdng benh nhan da duge chdn dodn bénh gan thdng qua bing chung xét
nghiém hogc lam sang.

Chde ndng tim

Benh nhan suy tim d& c6 nquy ca gidm oxy va suy than. 0 bénh nhan suy tim man &n dinh,
metformin c6 thé duge su dyng néu theo doi déu d3n chuc nang tim va than,
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Nhdng luu ¥ khic

T3t cd bénh nhin rén 1iép tye ché @8 4n ubrg cla ho, ¥@ s phan b4 ddy In luong
carbohydrate in vio trong ngay. Nhing benh nhin qua cin réa L tue oné 40 3n han ché
nang lugng.

N&n thyc hign thudng xuyen cic xét nghiém thing thulting 4 theo 401 48 thdo duding.

Dung metformin don tri iy kbdng gly ha Gutrsg huyst, mde gl vy nén thin trong ki <)
dung phdi hgp metformin vdi imsuiin hode cie thule cndng 22 do Cudng derg uling kivic
(nhu cac suifonylurea nodc cic megiitimd|

Vd thudc cd thé xudt hign trang phan. Nén thing bido cho bénh nhan bét 40 1 binh thuong.

SUDYNG CHO PHY NT CO THAI VA CHO CON B0

Thai ky mang thai

Khi bgnh nhan cd k€ hogch mang thai va trong sudt thai &y mang thai, thuylin 4o khéng
diu trj r8i logn kiém sodt dudng huyét/tién &3 thio Giomg hode &8 thio duong voi
metformin ma s dung insulin 0¥ duy tri mdc dudng huyét cing gdn «0i me bieh thudng
canq tét, d€ gidm thi€u nquy co bt thudng dj 13t thai nhi

Thai ky cho con bi

Metformin dugc bai tiét trong sda me. Khdng quan sat thdy tic dung cf hai rao & tré so
sinh/tré nh{ nhi bu sda me. Tuy nhién, i 4 li8u han ché, kndng khuyén khich cha con by
trong khi diéu trj vai metformin. Can nhic gila ig ich clawide cho con ba vl nguy co tiém fn
cua nhdng tdcdyng cé hai trén tré nhd ma cdn quyét dinh b nén ngdng chacon bu.

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

Bon trj litu metformin khOng gdy ha dudng huyét va vi the khiing tic Gong 4fn kng ring 14
xe va van hanh may méc.

Tuy nhién, bénh nhan nén dugc canh bdo vé nguy cd hy dudng huy€t khisd dung metformin
cung vdi cac thube h dudng huyét khac (nhu cac sulfonylurea, insulin hadccde meglitimd).

TUONG TAC THUGC

K&t hgp khdng khuyén diing

Rugu

Ng@ doc rugu cd lign quan dén ting nguy co nhiém acid factic, &3e bitt trong trudng hop

nhjn doi, suy dinh dudng, hogc suy gan.

Cacchdtcénquang cd chiroiod

Phdi ngung s dyng metformin trudc hodc tal thoi diém lam chdn dodn hinh dnh va khdng

duge sU dung lai cho tdi it nhat 48 gid sau dd, vai didy kign chde ndng than 83 duge dinh ga

lai va cho thdy d3 6n dinh, xem cac myc Lifu [Ugng va cach dang va Than trong khi sd dyng.

K&t hgp cdn thin trong

Mot sd thude cd thé 1Am thay d6i chde nang than theo huang bdt lgi, [am tang nquy conhiém

acid lactic, nhu thudc khang viém khang steroid (NSAID), bao gém cdg chdt Jc ché cyclo-

oxygenase (COX) [l chon loc, chdt Uc ché men chuy€n, chit ddi van thy thé angiotensin Il va

cac thudc lgi tidu, dic bigt cac thude lgi ti€u quai. Khi bat ddu sd dyng hode dang sd dung

nhang thudc nay k&t hgp voi metformin, cdn theo doi chdt ché chdc ndng than,

Cac thubc co hogt tinh tdng duding huyét ngi tai (vi dy: céc ghucocorticoid (dung duong todn

than va tgi chd) va cbcchdt oo hogt tinh kich thich giao cdm)

Nén theo doi duang huyét thudng xuyén hon, djc bigt ngay khi bt ddu diéy tri. Néu cdn

thiét, diéu chinh liéu metformin trong qua trinh diéu tr) vai cac thude tyong Ung va cho tdi

khi ngung sudyng.

Cac chdtvan chuy€n cation hdu co (OCT)

Metformin |4 co chit cda cd hai chdt van chuyén OCT1 va OCT2, Sd dyng chung metformin

voI

. Cacchédtucch&QCT1 (nhu verapamil) cé thé [3m gidm hi¢u qud cua metformin.

»  Chédtcdm ung OCT1 (nhu rifampicin) co thé lam tang hdp thu d dudng tidu hida va ting
hi¢u qud cua metformin. |

e - Cac chdt uc ché OCT2 (nhu cimetidine, dolutegravir, ranolazine, trimetoprime,
vandetanib, isavuconazole) ¢ thé lam gidm thai tru metfarmin qua than va do @8 ddn
dén tang ndng dd metformin trong huyét tuong.

»  Cacchdt dechécd OCT1 va OCT2 (nhu crizotinib, olaparib) oo thé [am thay ddi higu qud
va sy thdi trd qua than cta metformin, |

w2 PP

Do dé, ¢dn than trong khi ding chung cac thudc ndy voi metformin, dc biftd bénh nhan sy -

than, vi ndng d® metformin trong huyét tuong co th€ tang. N&u cdn, cd thé xem xét didu
chinh liéu metformin vi cae chdt Uc ché/cdm Ong OCT co thé lam thay d6i hidu qud cua

‘metformin.

TAC DUNG NGOAI Y CUA THUGC

Trong cac di lifu hau mai va trong céc thd nghiém [dm sang o6 nhodm chung, bdo cao vé bién
cd bat lgi d bénh nhan diéu trj voi Glucophage XR tuang ty vé tinh chdi va mde dd nghiém
trong nhu da bao cdo 9 bénh nhan diéu trj voi Glucophage phdng thich tuc thi,

Nhang phdn Ung bdt I9i sau od thé xdy ra khi diéu trj voi Glucophage XR.

T4n sé duge dinh nghfa nhu sau: rit thudng gap 21/10; thudng gdp 21/100, <1/10; khGng -~

thudng gap 21/1.000, <1/100; hiém g3p =1/10.000, <11 000; rdthiém gip < 1/10.000.
Trong mdi nhdm tdn s6, cdc phdn dng bdt (gl duge trinh bay theo thd wy mue 48 nghiém trong

far

. | . topiramate), tdf 65 tudi trd Ien, cd thyc hig¢n chdn dodn hinh dnh sl dyng thudc cdn quang, : . . ) . . «
* Nentang lify 10 500 mg mbi 10-15 ngay dén 161 da 2000 mg mgt énmbingdysdo.  phdu thugt va thyc hign cdc thd thut khac, tinh trang thiéu oxy (vI dy suy tim sung huyét Chdng chi dinh metformin 9 bgnh nhan suy tim cdp va khong dn dinh xemmyc Chdng chi * - Rdthiémgop: i a3
bia an 161 NEu khong dat dugc sy kifm soat duong huyét voi Glucophage XR 2000 mg ¢4p), ubng nhiéu rugu va suy gan, . ‘ L&A _ _qsg ( «  Nhifmacid lactic (xem myc Th@n trong khisi dyng).

mét i6n mbi ngay, oo thé xem xét Glucophage XR 1000 mg hai [4n mdi ngay, voi c3 hal
li€y dung trong b0a an. N€u van chua dat dugc sy kifm soat duding huyét, bénh nhan cd
thé chuyén sang dung dang metformin thong thudng vdi liu 16i da 3000 mg mAingay,

Cacbipn phép gidm thi€u nguy cova xd tri nhiém acid lactic lién quan dén metformin d nhom
bénh nhan c6 nguy co cao duge trinh bay chi tiét trong td hudng ddn sU dyng thube (xem
mycLiéulugng va cach ding, Chdngchl dinh, Thn trong khi st dyng, Tuong tée thudc).

Lam gidm nguy ¢ ._o.n tri hodn sy khdi e__..».n. dai thio n.a_:__n typ 2 3 nguoi l6n tudi

Do gidi han vé da ligu an toan diéu trj trong gidm nquy co hodc tri hodn ddi thao dudng typ 2

dbenh nhan trén 75 tudi, khong khuyén cdo khdi ddu metformin d nhing bénh nhan nay.

Gidm hdp thu vitamin B12 kém theo sy gidm ndng dQ trang huy&t thanh khi dung
metformin Iau dal. Khuyén cdo xem xét d€n nquyén nhan nay néu bénh nhan bi thiéu

mau hdng cdu khdng |4,




R&iloan he than kinh
Thuting o poR&i loan vi giac.

Cac yéu t6 nquy cd da cong b6 cho d4i thdo duong typ 2 bao gm: Chiing toc nguodi chau A
hodc da den, tudi trén 40, r6i loan lipid mau, cao huyét 4p, béo phi hogc thila can, tién su gia
dinh @41 thao dudng mue do 1, tién sd d4i thao dudng thai ky, va hoi ching budng tring da

|| i
' . : . . nang (PCOS).
- Rdt thuting gdp-Cac r6ilogn titu hda nhu budn ndn, ndn, titu chay, dau byng va chanan. Cdc A auc aia hibn hanh vé dinh ngha tién 44i thdo dudn
9 - o ndv xdv ra thudng xuyen hon trong giai doan bt d4u diéu tri va ty héi phuc Cén xem x€t hudng ddn quoc gia by v
tic dyng ngozi  ndy xdy ra thudng xuyt ke Ditu tr] @i théo Audng typ 2

trong hu hét cac trudng hop. SY tang libu cham co the cdi thign dung nap d dudng tieu hoa.

Rdiloangan mat | .
RAt hiém odp-Cac bao céo rikng bitt vé xét nghi¢m chdcnang gan bat thudng hodc viém gan

Metformin khdng gay ha dudng huyét vai liéu I&n dén 85 g, mic du s& bj nhi¥m acid lactic
trong trudng hop nay. SU dung qua liéu hodc nhilng nguy co di kém clia metformin c6 thé
gay ra nhifm acid lactic. Nhifm acid lactic 1& mot trudng hop c&p cuu khdn cp va phai dugc
nhap vién diéu tri. Phuong thuc hdu hitu nh4t d€ logl bd lactate va metformin Ja thdm tach

mau.

DUQC LUCHOC

Thu6c didu trj a1 thao dudng dudng ubng.

(A10BA02: Dudng da day rudt va chuyén hda)

Metformin 13 mOt biguanide ¢6 tac dung chéng ting duding huyét, Jam giam dudng huyét ca

:éur;e va sau khi an. Metformin khong kich thich tiét insulin, va vi thé khdng gay ha dudng
t

Metformin hoat ddng qua 3 caché.

- giém san xudt glucose d gan bang cach Uc ché tan tao dudng va phan hiy glycogen

- tai co, gia tang sy nhay cam cda insulin, cdi thign vite su dyng glucose d ngoai bien

- 1am cham hdp thu glucose d ruft |

Mettf:rmin kich thich sy t6ng hop glycogen d t€ bao bing cach téc dong Ién men glycogen

synthase.

?éig%nnin gia tang kha nang van chuy&n cula tdt ca cac chat van chuyén glucose qua mang

0 ngudi, ngoai tac ddng trén dudng huyét, metformin dang phong thich tuc thi con tac ddng

06 |oi cho sy chuyén hoa lipid. Di€u nay da dugc chung minh qua cac nghién cdu 1am sang co

nhom chung trung va dai han 4 cac liéu diéu tri: metformin dang phéng thich tuc thi lam

gidm cholesterol toan phén, cholesterol ty trong thdp (LDL cholesterol) va triglyceride. Khéng

nhan thdy tac dung tuang ty d6i vdi vien phdng thich kéo dai, cd thé 14 do uéng vao budi téi

va c6 thé xdy ra ting triglyceride. |

Hitu qua lam sang

Gidm nguy co hodc tri hodn dai thao dudng typ 2

Chuang trinh phong chéng d4i thdo Gudng (Diabetes Prevention Program (DPP)) [2 mét

nghign cuu I4m sang ngdu nhién da trung tam c6 nhém chlng 4 ngudi I16n danh gia hitu qua

cua viéc can thiep I6i s6ng tich cyc hodc metformin G€ phong ngua hogc tri hoan sy phat

tri€n Gai thdo Guong typ 2. Tidu chichon Iyala > 25 tudi, BMI2 24 ka/m* (> 22 kg/m’ d6i voi

ngudi My g6c A), va r6i loan dung nap glucose kém theo glucose huy€t tuong luc déi tu 95 -

125 mgld! (hoac <125 ma/dl d6i voi nguodi My gbe An). Bénh nhan dugc diéu trj bang can

thiep 161 s6ng tich cyc, hoac metformin 2x850 mg kém theo thay ddi I6i s6ng tiéu chudn,

hoZc gid dugc kém theo thay d6i I6i s6ng tiéu chusn. Yod VE B '

Gi4 tri ban d4u trung binh cda ngudi tham gia DPP (n=3.234 trong 2,8 ndm) 13 tudi tu

50,6+ 10,7, glucose huyét tuong luc doi 106,5+8,3 ma/dl, glucose huyét tuang 164,6+17,0

ma/dl 2 0 sau 3n, v BMI34,0+6,7 kg/m* . Can thiép 16i s6ng tich cyc cGng nhu diéu trj bang

metformin 13mgidm d4ng k€ nguy co tién trién dai thdo Gudng so vai gia dugc, tuong ung

Nghién cuu ngdu nhién tién cdu (UKPDS) d3 ching minh hiéu qud lau dai trong vige kiém

soat duang huyét tich cyc d bénh nhan dai thdo dudng typ 2 qud cAn dugce diéu trj voi
metformin phéng thich te thi nhu liéu phap diéu tri khdi ddu sau khi thdt bai vai ch& dg 4n

, 6! hdi phdi ngung ditu tr. (iéng cho thay:
R&iloan dava mO dugi da . : ; : (8 :

> . - Gidm ¢6 v nahia nquy cd tuyft d6i cac bién chung litn quan d€n d4i thao dudng 0 nhém

RAt hi€m g0p-Cac phan Ung trén da nhu ban 36, ngua, may day. dor:g mctf»;)?r%?n (23.8\' ca benh/1000 benh nhan-n3m) 0 VAl nhém 3n kieng (433 ca

QuA LEu bénh/1000 benh nhan-nam), p = 0,0023, s0 vai nhém ph6i hgp sulfonylurea va nhém insulin

dori 1} (40,1 ca bénh/1000 bgnh nhan-ndm), p = 0,0034; | |
- Gidm cd'y nghta nguy cd tuyét d6i ty 1¢ t0 vong lién quan dén dai thao Buong: véi nhom
metformin 14 7.5 ca benh/1000 benh nhan-nam, nhém chl dn kiéng |3 12,7 ca b¢nh/1000

bénh nhan-nim,p=0,017, |
- Gidm cd y ngha nguy ¢d tuylt d6i ty 1§ tu vong todn bo: vl nhém metformin 13 13,5 ca
bénh/1000 benh nhan-n3m ddi voi nhom chi an kiéng 13 20,6 ca‘bgnh/ 1000 b¢nh nhan-nam
(p = 0,011), va d6i vdi nhém ph6i hgp sulfonylurea v nhém insulin don trj la 18,9 ca
bénh/1000 benh nhan-n3m (p=0,021); |

- Gidm ¢d y nghra nquy cd tuygt ddi nhéi mau co tim: & nhém metformin 12 11 ca bénh/1000
benh nhan-ndm, nhém chl 4n kiéng 14 18 ca bgnh/1000 bénh nhan-nam (p=0,01).

Khi st dung metformin k&t hop voi sulfonylurea nhu phudng thuc trj liéu hang 2, 1¢i ich vé

hitu qud 1am sang chua dugc chang minh. e ’
DEi vai benh d4i thao dusng typ 1, vige k€t hop metformin v4 insulin dugc thyc hign trén

nhang bénh nhan ¢6 chon loc nhung hiéu qué 1am sang cda k€t hgp nay chua chinh thuc
duoge thda nhan.

DUJC DONG HOC

Hédp thu |

Sau khi u6ng mot liéu vien phong thich kéo dai, sy hdp thu mctformin cham lai ct}v nghlg o)
vdi vien phéng thich tde thi vdi Tmax fa 7 gi¢ (Tmax d6i vdivién phdng thich tQC thila 2,5gid).
0 trang thai 6n dinh, tuong ty nhu cong thuc ctia vién phéng thich tdc thi, Cmax va AUC
khong tang mot cach ty ¢ voi liéu dung. AUC sau khi dung liéu don 2000 mg metformin dang
phong thich kéo dai tuong ty nhu quan sat dugc khi dung liéu 1000 mg, hai ldn mot ngay déi

vdi dang phéng thich tuc thi.

. Su bién thién Cmax va AUC cua tung ca thé d6i voi metformin dang phéng thich kéo dai thi

tuong duong nhu quan sat duge ddi voi metformin dang phdng thich tdc thi. .

Khi u6ng vién phéng thich kéo dai lic doi, AUC gidm khodng 30% (ca Cmax va Tmax déu
khong bj anh hudng). ;

Sy h4p thu metformin tu dang bao ché phong thich kéo dai khdng b thay ddibdithdcdn.
Khong c6 sy tich lGy ndo quan st dugc sau khi dung liéu 13p |3i I&n dén 2000 mg metformin

- dang phong thich kéo dai.

Phinbd

Lién két véi protein huyét tuong khéng dang ké. Metformin phan chia vao héng cdu. Néng do

dinh trong mau th&p hon trong huyét tuong va xust hig¢n voi knodng thdi gian xdp xi nhau. Té
bao héng c4u g4n nhu dai dién cho ngan phan b6 thd c4p. Thé tich phan b6 trung binh td 63-

276 L
Chuy€n héa

Metformin dudc bai tiét dang knng d6i trong nudc tiéu. Khong cé chat chuy&n héa nao

dugc tim thdy d ngudi. -
Thai tri
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589% (khodng tin cay 95%: 48-669%) v& 3 1% (khodng tin cay 95%: 17-43%). D6 thanh thai clia metformin > 400 mi/phut, cho thdy metformin duge dao thaiqua sy loc d
Lgi ich cda can thigp 16i s6ng so véi metformin cao han & ngudi [6n tubi. c4u'than vA bai ti€t & 6ng than. Sau khi ubng thubc, thai gian ban thdi kha kién khoang 6,5
Nhang bénh nhan dugc Igiich nhiéu nhat t0 metformin cd tudi dudi 45, véi BMI bang hogc gio. |

trén 35 kg/m®, gié tri glucose 2 gi s3u &n ban 3u9,6-110 mmol/l, HbA1c ban ddu bang Khi chdc nang than bj suy gidm, dd thanh thdi 4 than gidm theo ty & cia creatinin va vi the théi
ho3c trén 6,0% hogc c6 tién sd 34i thao dudng thai ky. Y . gian ban thai ctia metformin bj kéo dai, ddn d&n tang néng dd metformin trong huygt tuang.
DE phdng chng mot trudng hop d4i théo dudng trong ba nam trong toan bp dans6 cua DPP, . pXc tinh clia nhém benh nhan d3c bidt

6.9 bénh nhan phéi tham gia vo nhém 16i s6ng tich cyc va 13,9 6 nhém metformin. M6c dat Suy than ' :

ty méq i thao dudng cHng dén bing 50% A4 bj tri hoan khodng ba nam 0 nhém dung 1+ 4 g lieu hién thdi trén cdc dbi tugng suy than trung binh [a hi€m va khdng c6 udc lugng
metformin sovol giadugc. . _ M G , chic chin vé néng d6 metformin trong ca thé trong phan nhém ndy so vdi céc ddi tugng cd
Nghién cOu két eyc Chuong trinh phong chéng dai thao dutng (Diabetes Prevention chuc ning than binh thudng. Do d, phdi diéu chinh liéu phu hgp trén cd sd can nhdc higu
Program Outcomes Study (DPPOS)) 12 m§t nghién cdu theo doi dai han ctia DPP bao gém qua 1am sang/muc d¢ dung nap (xem myc Liéu lugng va cach ding).

hon B7% d4n s6 DPP g6c dé theo dbi dai han.

Trong s6 nhng ngudi tham gia DPPOS (n=2.776), ty 1¢ mc dai thdo dudng cong dbn vao BAO QUAN
nam thi 15 12 62% & nhém dung gi4 duge, 56% 8 nhoém metformin, va 55% d nhém can Bdo qudn duai 30°C.
thiép 16i sbng tich cyc. HAN DUNG
Ty | tho d3i thao dudng 12 7,0, 5,7 va 5,2 trudng hgp m®i 100 bénh nhan-nam tuong Ung voi . ‘
nhém gid dugc, metformin, v I6i s6ng tich cyc. Nguy co dai thao duong giam 18% (ty s6 rdi 36 thdng k€ tU ngay sén xudt.
| ro (HR) 0,82, khozng tin cAy 95%: 0,72-0,93; p=0,001) d6i v6i nhém metformin va 27% (HR TIEU CHUAN
| 0,73, khong tin cay 85%: 0,65-0,83; p<0,0001) d6i vi nhém can thiép I6i s6ng tich cye, khi Tisu chudn cd'sd
| s0 sanh véi nhom gia dugc. :
i D6i vai két cuc mach mau nhd gop bao gbém benh than, bénh vong macva benh thdn kinh, két SAN XUAT TAl:
‘ qué khong khac biet dang k€ gida cac nhém diéu trj, nhung trong s6 nhdng nguoi tham gia Merck Sante s.a.s.

2 rue du Pressoir Vert, 45400 Semoy, Pha p.

NGAY CAP NHAT NOI DUNG T0 HUGNG DAN SU DUNG THUGC: theo MDS 5.0 ngay
04/03/2014 va CCDS 7.0 ngay 02/05/2016.

khong tién trién d4i thao dudng trong DPP/DPPOS, t4n sust gdp bi€n c6 mach mau nhd 12
28% th4p hon so voi ngudi c6 tién trién dai thao duong (Ty I¢ nguy c0 0,72, khodng tin cy
95%:0,63-0,83; p<0,0001).

Khéng c6 da liu so sanh tién cdu d6i vai metformin trén két cyc mach mau I6n d benh nhan
o6 gidm dung nap glucose va/hogc gidm duding huy€t d6i va/hogc tang HbATC.
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