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Metformin hydrochlorig 750 mg =~ g
"ﬂhnehuhgng!ﬂﬂfﬁb‘ﬂﬁ“ N -

THUGC NAY CHI DUNG THEO DON THUGC VA cﬁmsﬂi DUNG
o€ xa TAM TAY TRE EM ) Ngudi 18n 6 chic ndng thin binh thudng (83 loc
POC KY HUGNG DAN SU DUNG TRUGC KHI DUNG cfuthinudclugng (eGFR) = 90 mL/phit/1,73m’)
THONG BAD NGAY CHO BAC SY HOAC DUGC SYNHONG  [om gigm nouy oo "oﬁctrfﬁoﬁnsuihmpburdm thoo dusang
PHAN UNG CO Hal GAP PHAI KHi SU DYNG THUGC tpp2
NEU CAN THEM THONG TIN Gi, XIN HOIL Y KIEN BACSY  «  Me

in ol nén duqucfn X8t khi vide @& chinh 167
tehioyge crgaﬂnﬁﬂﬂngthonnmang fsi k€tqud

-

THANHPHAN <oat8udrns huykt thich hop.,
ahn hogt chdt ) yitn nén phong thi Ja%y ° Viedtutipia it wwﬁwm
plian nogl c LSRN Rily -
faride 750 mg tu‘cmg duong 'ﬁ Ty n%tu%ﬁhﬂaﬁn
metformin base. * 5a. 108€n 1Sngay, lituding nén duge ditu chinh dya
Thénh phdn té dugc: Natrl carmellose [natri trén cd 59 cac xét nghitm 60 dudng huyét (cdc gid trj
B Carboxymethylcellulose), hypromellose (hydroxypropyl tua thil nghi¢m dung njo glucose Sudng udng (OGTT)
methylcellulose 2208), magnesium stearate, va/hoge glucose huyét luc d6i (FPG) vafhogc HbAle
D - phdi pAm trong gidi han binh th Uang). Sy tang liéu
ANG BAO CHE c23mesd 1€ cdi thign knd nang dung nap 8 dudng tidu

Vign nén phong thich kéo dai. Vién nén ddi hai mat I&L miuy

Merck' 750 Mg I 2 vien (1500 mg) mot Idn mdinady cang voi
bdas
QUY CACH BONG GOI » Knuykn'tss 1 1ra thuling xuybe tinh trang duong
e HEp chla 02 Vix 15vien, = % g&:fﬂ Tz Mnﬂﬁ%ﬂﬁh:m?ﬁmw w?r,
: 1] rhucae yéu td nguy co g€ danh gid vige didu
P i c‘g tue, tha[ﬂé" i hojc ngung.

* Lam gidm nguy co hogc tel hodn sy khéi phat 84; thic
dudng typ 2 4 binh nhan 13 ngudi dn qué cdn bj tién &4

%J vEtdinn d4nh gid l3i 8idu tri néu sau d6 benh nhin
4 : : 8 r.ar'g cic hutn phap :ﬁl Ihltr chl.‘ dp an vifhuac vin
thdo dudng (rGi logn dung nap glucose (IGT) vafhodc

HBATC") v& cd thdm céc yfu td nguy co™, & ngudi co dp n tlﬂﬁp “5 5‘5"9,"“"‘“"9 aiap.

dyng vidc thay a0 I6i séng tich cyc trong véng 3 &én 6 aﬂ“  trong d4i thdo dubing tp 2 hofe phéi hgp vdi céc

. théng'n vin khéng &3t duge higu qud kifm sost :.hudc hﬁodudngg&fdngmd;ngum
e et b eXRF50 mg difc dung A€ dikUt duy tchio™

Nén tifn tuc @ifu chinh i6i sng khi bdt du ding
metformin, trd hi bénh nhdn khdng tne thyc hifnvi iy do
vkroa

* Gidm dung n3p Gusng huyét doi 100~125 moldi valnode
r6i loan dung ngp glucese 140-193 mafdi va/hojc HbATC

rh.'mgbtrh nhan dang duge diéu trj vai metformin [dang
prongthich tuc thi hosc phéng thich kéo d3i).

Li¢u lugno edaGlucopnage XR 750 mg nén tong duong
voi lidd ding hing ngdy cdz metformin(dang. phdng
thich tile thi hogophdng thich kéo dail. tdi daia 1500mg

57-6.4%}; uling véo bda an ti.
Cac yEu 16 nguy co €3 bif1 630 gém béo phi, wdi, @0 . Sau 10.@én 1 wmmuaw;mgghmﬁ1
huy®t 4p, bénh tim mach, tikn sd ‘gz dinh cd, dai thao ,ﬁmg@.‘ age XR 750 mg da y&, \i‘lﬂﬂbmﬂﬁg

Gudng, 18i logn lipid mdu, 441 th:laduﬂng thai kf, v4 hoi dueing b ah
YalE i pipee s [y
WWH} e s s h‘d hcfpl-ﬁ fm ‘: : s .

o Difutr dal'hﬁc—dﬁﬂﬂg 1o 2 & ngudi ldn, datblﬂd nh
nhan Gua cdn, khi ché 8¢ 2n kgng va t3p thé dﬁt‘bgﬂn Nh@ng s2nh nhan dh duge didu tri metformin phti hop véi

thudn khdng hifu qud trong kiém soat dudng. huyét. insulin, lidu gng cia Blucophage XR 750 mg nén tuang
Glucqphagc XR oo té duge dung nhu don te ligu hode ﬂfﬂﬂg vl hiudﬁng hbngngay cua ﬂ’ﬂ.t'fﬁfﬂ'ﬂl'l.-{&ﬂi lsnﬂmg
phoi hop voi céc thuéc tri d4i thao dudng Eudng uéng uling vic 803 dnté, trong khi litu ugng cua insufin duge digu
khdc hoac véi insulin. chinhdys trén vige do lugng dudng huyet.
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- metformin hydrochlorid ngdy 1 lin.

Su?ﬂ#n i

Danh gid ¢hic nang thin trude khi khdi ddu didu tr voi

metforminva ddnh gid dinh kirsau dé.

C6 thé xem xét gidm Ii!u thy theo sy suy gidm chie nang thin

trén benh nhan c6 ¢GFR trong khodng 60-89 mL/phdt/1,73 m',

Metformin c6 thé s dyng trén binh nhan suy thin cd ¢GFR

trong khodng 30-59 mlfphat/1,73 m’ c'Ll.mng truong hag
6ng £6 cAc diéu kikn khac co thé Iam ting nguy; i!macid

~ lactic v theo sy chinh lifu nhu sau: h‘u khoi u 500 mg
ity 16ida 15 1% mg mdi
- ngay,

Chéngchl dinh mctformln tr!nb'FrJh nhdncd E‘EER dudi
30mifphdt/1,73 m’ e

~ Nagutsi 1n tudi .
Vi tiém tang khd ndng gidm chic nigg trgn d nhing ﬁltwwg
ngudi [9n tudi, liéu dang cda metformin hydrochloride
diéu chinh dyfa vao chdc nang thin. Cin thudng xuyén
chic ndng than {xem myc Nh?nga da’b: {vécanh
ding thudt). E

Lgi fch clia vie 15m gidm naguy co hoac trl hoan sy khdi phat dsi
thao dudng typ 2 chua duge thiét I3p  binh nhan drén 75 wdi
{xem muyc Dige Iye hod vé do do khdng khuyén cdo «hdi ddu
metformin @ nhOng bénh nhan nay (xem myc Nhling iuv i dc
bigtvirconh bdo khiding thude).

Tréem
Dokhong <60 liéu, khéng nén ding Glucophiage x&ﬁmu sréem,

|::H6HG CHI BJNH l
“ M3n cdm vai metformin hogevel bsrcmnanhwn niocta
thudc.

*  Bét ky th€ nao cla nhifm toan chuy€n héa cdp hojc man
tink (nhu nhiém acid lactic, nhitm toan the ceton do dai
thido dudng).

* Tiénhdnmé dai thio dudng.

» Suy thin ngng (do Joc cdu thin uoc: hrong"IeGFm
< 30 mUphit/1.73 m') (xem i myc Nhing Ity riﬂéﬁ prvo
conhbdokhidingthuéd

+  Cac trudng hop cdp tinh cd khd ndng lam !ha?dlﬁ clﬂ.’lc nérg
than nhit: mat nude, nhigm trung

+ " Céc bpnh cd the gay nén tinh trang x&p‘no 613 b:et
bénh ¢4p tinh, hoje¢ tinh trang ngng t cda binhiman
tinh) nhit: suy tim mat bl, suy hd hdp, nhﬁ:mﬁco tim gén

“ 3y, s8¢,
«  Suygan,nhiém docrugu clp tinh, ching ngmgnnmu
» Chocon bu.

NHUNG LUU ¥ DAC BIET VA CANH BAO KHI DUNG THUSC
Nhifm acid lactic

Qua trinh giam sat hjy mai 43 ghi nhin nhing ca nhiém acid
lactic lién quan dén metformin, bao g8m cd truding hop 10 vons,
gném than nhibt, tyt huy&t 4p, loan nhip cham kéo dii, Khai phat
cGa tinh trgng nhim acid lactic Iién guan 8% metformin
thudng khong d& phat hign, kém theo céc trifu chung khdng
di€n hinh nhu kho chiu, dau co, suy ho hidp, lo mo va dau bynag.
Nhidm acid lactic lién quan @€n metfarmin duge dic trung bing

ﬂh glﬁ

=

)

-

o khi
L™

néng 40 lactate tang tén trong mau [>5 mmolfL), khodng tréng
anion (ma khdng ¢6 bing ching cua ceton nigu hojc ceton
mdu), tang 1y I& lactate/pyruvate va ndng 40 metformin huyét
1ang néichungting >5 pgiml..

Yéu 18 nquy co clia nhidm acid laciic Tibn quan aén metformin
30 96m suy than, s dyng ddna thai vai mdt s& thudc nhdt dinh
[vi dy cAc chit e ché carbonic anhydrase nhy topiramate), I 65 |
tudi 11 [&n, cé thyc hitn chdn dodn hinhdnh sd dung thufic cn
quang, phdu thuat va thyc hign cac thd thudt knac, tinh trang
thiu oxy (vi dy suy tim sung huyét cip), udng nhidu rigu va suy
gan.

Cac bign phap gidm thifu nquy ca v ) trl nhikm acid lactic lién
quan d€n metformin & nhém b2nh nidn cd nguy co cao duge
trinh bay chi tiét trong & hudng din st dyng thudc (xem myc
Lidu lugng vé coch sirdyng, Ching chl dinh, Nhiing Juu y dc bipt
vi cOnh bao khi ding thudc, Tuong tac thudd.

NEu c6 nghi ngd nhikm acid lactic lién quan dén metformin, nén
nging sut dyng metfarmin, nhanh chang dua binh nhin dén
bénh vién va tin hanh cac bidn phap i tri. O nhdng ofnh nhan

- d3 diéu tri voi metformin, @5 duge chdn dodn nhidm acid lactic

hodc nghi ngd cd khd ning cao b nhikm acid lactic, khuyén cdo
nhanh chéng thdm tdch mau € difu chinh tinh trang nhifm
acid va logi bd metformin bj tich I0y [metformin hydroclorid ¢d
thé thdm tach duge voi 89 thanh thdi dén 170 mLiphut trong
diku kign huyét dong luc t6t). ThEm tach mau ¢6 thé 1am ddo
nguge trigu chung va hii phuc.

Hudng din cho bénn nhin va ngudi nha vé cace tritu ching cla
nhiém acid lactic va, néu nhang trigy ching ndy xdy ra, cén
nging thudcva bdo cao nhidng trieu chdng ndy cho bde sy,

D6i véi mbi y€u 16 1am tang nquy co nhidm acid lactic lign quan
dén metformin, nhing khuyén cdo nhim givp gidm thiu nguy
cova xd tri tinh trang nhidm acid lactic Jién quan dén metformin
¢y thé nhusau:

Suythga .

Nh(Ing ca nhitm acid lactic litn quan d8n metformin trong qué
trinh giam sat thude hau mai xdy ra chi yéu trén nhing bénh
nhan bj suy thin ndng. Nouy co tich I0y metformin va nhigm
acid factic fign quan dén metformin tang !&n theo muc do
nghim Lrgng Cua suy thin od. mesformuin duge tndi ul ch yéu
qua than. KhuyEn cdo ldm sang dya trén chuc ndng thin cda
bénh nhan bao gém (xem myc Lifu lugng v cdch s dyung):

- Trutae khi khdi d4u difu trj voi metformin cin do mie 86 lpc cdu
than udctinh (eGFR).

- Chdng chidinh metformin trén bénh nhdn cé eGFR dudi
30ml/phut/1,73m’ (xemmycChdngchidinh).

- Metformin c6 thé sd dyng trén bEnh nhan suy thin cd ¢GFR
trong khodng 30 - 59 ml/phdt/1,73 m' chi trong trudng hyp
thdng cd cac ditu kign khac 06 the lam tang nguy co nhilm acid
Iactic v theo sy chinh lidu nhu sau: Lifu khdi ddu 13 500 mg
metformin hydrochlorid rody 1 18n. Lidu tSidala 1000 mg mdi
ngay.

- Thu thip da lidu v& eGFR it nhiit 1 ldnfndm & t4t cd cic bénh
nhdn st dung m:tfunn:n 0 bénh nhin cé nguy o ti€n trién suy
than {vi dy nhtt ngLdi cao tudi), chite nang than nén duge danh
gia thuding xuyén hon.
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- Om«'ﬂaﬁ dang su dyng metformin vé cd eGFR giam xufing
dudi 45 mlfphut/1,73m’, ddnh gid nguyco - Igi ich cia vibe tifp
tyc phac dé.

Tuong the thudc

S0 dung dbng thoi metformin vdi mgt s8 thuic ¢o thé lam tang

nguy co nhiém acid lactic litn quan d&n metformin: nhang
thuéc lam suy gidm chic ning than din téi nhng thay 06i dang
k€ vé m3t huyét éong, dnh hudng toi can bing acid-base hoze
I2m ting tich i0y metformin (xem mye Tuong téc thudicl. Vi vay
cdn can nhic theo dai bEnh nhan thudng xuyén hon.

B&nh nhén tit65 tuditr /én

Nguy ca nhidm acid lactic li&n quan d&n metformin ting 80
theo tudi cua bénh nhin bdi bénh nhin Ion tubi cd ks nang b
suy gan, suy than, suy tim cao hon nhdng bénh nhn tré tul
hon. Cén ddnh gia chde nang than thudng xuyén hon 661 vo
bfnh nhan 1on tudi.

Thuchién chdn dodn hinh dohco sidyng thubecbnquang. . »

Tigm thudc can quang cé chua iod vao ndi mach d nhilng bénh
nhan dang diéu tri metformin cé thé din 19i suy gidm cdp tinh

chic nang thin va gdy ra nhiém acid lactic, Nging 9 dyng

metformin trude hodce tai thai difm thyc hign chidn doan hinh
dnh c6 sd dyng thubc cdn quang cd chila iod d nhang bénh nhan
6 eGFR ndm trong khodng 30 - 60 mUphut/1,73 m*, 4 nhigng
benh nhin cé tién sd suy gan, nghién rugu, suy tim hodc &
nhing bénh nhan s& sl dyng thudc cdn quang chda iod theo
dudng dong mach. Bénh gid lai eGFR 48 git s3u khi thyc hign
chdn dodn hinh dnh va $Q dyng l3i metformin néu chie nang
thandndinh.

Phéu thufit hogccac thd thudt khée

Phdi ngung metformin tai thai diém ti€n hanh phdu thustco gay
mé t03n than, gy té ngodi ming cdng hodc tly séng. Vige didu
trj cd thé bat ddu lgi khong sdmhon 48 gid sau phiu thudt hodc
sau khi bat ddu I3i sy nudi dudng qua dudng tiku hoa va voi diéu
kign chile nang than da dugc 8anh gia lai va cho thay da 6n dinb.

Sy ngung sU dyng thic &n va chét Iéng trong qua trinh phiu
thut hojc thyc hién cac thi thugt khic co thé tang nguy ¢o
gidm the tich, tut huyét 4p va suy than; Nén tam thai nging su
dyng metformin khi b&nh nhén bi gidi han lugng thic 8n va chit
Idng dua vao.

Tinh trgng thi®u oxy

Qud trinh theo d6i hau mai da ghi nhan mot 58 ¢a nhitm acid
lactic li#n quan dén metformin x3y ra trong bénh cinh suy tim
sung huy€t cdp (d3c bidt khi ¢d kém theo gidm tudi miu va gidm
oxy huy&t). Truy tim mach [s6¢), nhéi mau co tim cdp, nhiém

 khudn huy€t va cac benh Iy khic lign quan &n gidm oxy huyétcé

méi lién quan voi nhidm acid lactic va cing c6 thé gay nita huyét

trdc thin. Khi nhilng bién of ndy xdy 13, ngiing metformin,
Udng rugu

‘Rugu ¢6 khd ndng dnh hudng dén hifu qua cda metformin len

chuyén hda lactate vé 10 86 co thé 1am ting nguy cd nhidm acid
lactic litn quan dén metformin. Cinh bao benh nhan khéng
uéng rugu khi s dyng metformin,

Suygon

Banh nhan suy gan cd thé tién tri€n nhidm acid lactic lign quan
d&n metformin. Diéu ndy c6 th€do suy gidm thii trd lactate ddn
10i tang néng 49 iactate trong mau. Vi v3y, trénh s dyng
metformin teén nhng bénh nhan 2 duge chin doén benh aan

théng qua bing chung xét nghiém hodc [Am sang.

Chiic nding tim 4

Bénh nhan suy tim 08 coinguy cd gidm oxy vé suy than. O bénh
nién suy tim man &n djnh, metformin ¢6 thé duge su dyng néu
theo d0i ddu dan'chde nang tim w3 thin Chdng chi dinh
metformin d bénh nban suy tim c&p va khdng 8n dinh (xem myc
Cﬁﬁngtﬁ-'djnh]. Y f

Lam giam nguy c¢ hojc tri hodn sy khai phat #3i thio
8udng typ 2 d ngudi 1an tusi -
Do gidi han vé d fiku an tosn didu trj trong gidm nguy co hoje
tri hodn g2i thao duong typ 2.0 binh ahan trén 75 tudi, khing

khuyén cokhdi dsu metformin d nhdng bgnh nhdn ndy. -

Cénh bao khéc

* T4tcdbinh nhdn nén tiép tycché 4o &n kidng voi sy phin bd
m{t cdch diéu dp lugng tinh bt #n vio trong ngay. Nndng
bénh nhan qud can nén ti€p tyc ché do dn han che ning
lugng. _

*  Thychitn Géu d@n cacxétnghitm thang thudng &€ theo doi
dai thao dudng. :

= Dang metformin don trj lifu thudng khdng gdy ha duting
huy€t, mjc d vdy nén thin trong khi sl dung chung
metformin vai insulin hay cac thudc tr ddi thio Guong dang
udng khde {nhit siifonylurea hojccéc meglitinide).

+ " V8 thubic 6 thé mg’t_higp trong phan. Nén thong bio cho
bEnh nhanbit @6 la binh thuang.

SUDUNG THUGC CHO PHY NU €O THAI VA CHO CON BU
Phy nl c6 thai ;

Khi bénh nhan ¢6 k€ hogch mang thai v4 trong sudt thdi ky mang
thai, khuyén cdo khong di€u tr r8i loan ki€m sodt duang
huyétltién a4i thio dudng hode d4i thao dudng vai metformin
ma sd dyng insulin &€ duy tri mue dudng huyét cang gdn voi
mile binh thJ6ng cang 16, € gidm thiku nguy o bt thuong di
tétthainhi.

Cho con bi

Metformin dugc bai tiét trong sia me. Khdng quan sat théy tac
dyng c6 hai nao 4 tté so sinh/tré nho nhi bd 503 me. Tuy nhign, vi
dd litu hanché, khong khuyén khich cho con bi trong khidiéu tri
vai metformin, Can nhic gida Igi ich cda vike che con b vé nguy
ca tiém &n cGa nhang tac dyng co hai trén tré nhé ma cdn quykt
dinh co nén ngung cho con bu.

AJ:’H HUGNG DEN KHA NANG LAI XE VA VAN HANH MAY
MOC } )

Don.trj lipu metformin khong géy ha dudng huytt va vi thé
khéng nh hudng d€n khd nang 14} xe va v3n hdnh may moc. Tuy
nhién, khi sd dyng cling vai cac thudc tr| dai thdo Sudng khic
(nhu cdc sulfonylurea, insulin, cac meglinitide), btnh nhan phdi
duge cdnh bdo vé nquy coha duding huyst,
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TUONG TAC THUGC

K&t hgp khdng khuyén diing

Rugu

Ng d6c rgu 6 lien quan dén tang nguy cd nhikm acid lactic,
d3c bidt trong trudng hgp nhin €47, suy dinh duang hodc suy
gan.

Cocchdtedn quangcé chugiod .

“Phdi nqung st dyng metformin trute rncar: taJiM diEm. Ilm
chin dodn hinh dnh va kkdng duocsﬁ dyna lai cho tdi it nhat
48 gidsau dd, voi didu kign chdc nang thin da duge danh gid li
v cho thiy 83 dn dinh, xem céc myc Ligu lugng va cach 50 dyng
va Nhiing Iuu y 84c bidt va cdnh bdo khi dung thube.

Céc k&t hgp ytu cfu than trong khisd dung "

Mot s6 thubc co the 1am thay 4di chie n3ng thin theo hum1g
bat Igi, [am tang nguy cd nhiém acid lactic, nhu thubc khang
vitm khang steroid (NSAID), bao gém cdc chit Ue ché cyclo-
oxygenase (COX] Il chon loc, chit d¢ ché men chuyEn, chat 601

Jvan thy thé angiotensin Ii va cac thude. o) tdu d5e oiLcic

-thude i ti€u qual. Kni bat d4u-sd dyng hodc dang <J dyng
nhilng thudc nay két hop voi metformin, cén theo ﬂ- chatchg
chuenang than,

Cac thudc cd hoot tinh tdng duiéng huy€t ngi toi (vidy nhut cde
glucocorticoid (dung dubing todn than vi tgi ch) v e chét cd
hogt tinh kich thich gizocdm):

C6 thé cén kiém tra Guang huy€t thudng xuyén hon, dgc bigt khi
moi bat ddu didu tri. Néu can thit, Giéu chinh liéu thubc trj dai

“thdo dudng trong sudt thei gian didu tl"l vﬂl cac thudc khac va

chotdikhingungsddyng. = ™ ¢ -
Cacechdtvinchuy®ncation hiuco(OCT) :
Metformin 14 ca chit ciia cd hai chdt vin chuyén OCT1 ﬁ 0CT2.
deung chung metformin vdi )
Cac chit Uc ché OCT1 (nhu verapamil] cé mE lam glim higu
qua clda metformin.

+ Ch4t cdm gng OCT1 (phy rifampicin) co th,l! I&m t{lng hép
thu d Gudng tidu hda va ting hifu qud cia metfarmm

+  Cic chit dc ché OCT2 (nhy cimetidine, dolutegravir,
ranolazine, trimetoprime, vandetanit, :sauucqnaon&lcﬁtPE

_1am gidm thd td metformin qua:than va do do ddn dén,
tang néng a9 metformin trong huyét tuong.

« Cacchdtuechcd OCT1va OCT2 Inhumzutm.b, mapanb] ()
thé [3m thay d6i hitu qud va sy théi ted qua thdn cla
metformin.

Do d6, cin thin trong khi ding chung cdc thubc ndy voi

metformin, d3cbigtd binh nhan suy than, vi néng dﬁ metformin

trong huy€t tirong cd th tang. N€u cdn, ¢d thé xem xét diéu
chinh lifu metformin vi cac eh4t dc chéfcam dng D(f'l‘ 6 thé tsm
thay d&i higu qud clia metformin.

TACDUNG NGOAIY
Cac dolidu trong qué trinh hju mai va treng cﬁcnghwn coufam
sang cd ki€ém sodt, bao c4o vé phdn Ung phy 3 nhizng bénh nhan
duge didu trj voi Glucophage XR tr.l'dng ty vé toai phdn dng v&
muc d0 nghitm tepng nhu khi diéu trj voi Glucophage phﬁng
thich tdc thi.

"i !

‘C4c phan Ung khang mong muln sau ¢6 thé xdy ra khi sd dyng
‘metformin:

Tén suSt duge dinh nghia nhu sau: rdt thudng 43p >1/10;
thuang gap 21/100, <1/10; khong thudng g3p 21/1.000,
<1/100: hiém ¢3p 21/10.000, <1/1.000; rét hiémgdp <1/10.000.

R loandinh dudng v nhébz

ﬂ.wwﬂ- e P g's & -1 R, "
- Nhi&m acid factic {xem myc Nhing luu y @gc bigt va canh boo
khidang thudad.

- Gidm hdp thu vitamin B12 vai vife gidm néng df trong huyét
thanh trong su6t théi gian dai s dyng metformin. Can nhc
nauyén nhan gdy bénh néu bénh nhan bi rnél: binh thifu mau
nguv&n héng c4u khting 16.
h kin

Thudng gip:eGiloan vi gidc

Rdil i

Rét thubng gép:cdce r6ilogn da day rugtnhu budn ndn, ndn, titu

' cha-.n dau byng va chan 3n. Céc tdc dyng ngo3i ¥ ndy xdy ra

thdﬁng xuybn hon trong giai doan b4t ddu diéu trj va thuding ty
khéi trona h4u hét cdc trutng hop. Sy tang lidu chim cing cé
thé cai thién khd ning dung nap dudng tieu hda.

nasnm
RBt hi€m gp:Cac bdo cdo don doe v bit thudng céc xétnghitm
chic ning gan hodc vitm gan hdi phyc khi ngung ding
metformin,
Rilogndava modydida
Rathiém ggp:cac phdn Ung trén da nhuban 84, ngua, may day.

QuA uéu

Khong nhan thdy ha Budng nuyét khi sd 'dyng metformin
hydrochloride vai liéu [&n dén 859, mic di co xdyra nhifm acid
lactic. S8 dyng qua liéu metformin hodc tén tai dng thdi nhing
yEu 18 nguy co co thé gy nhibm acid lactic. Nhidm acid lactic la
mt truding hop cdp cdu y khoa phai duge didu tri tai bEnh vign.
Phuang thie hitu qué nhat 48 logi bo lactate vé metformin |3
thdm phan miu.

DUGCLYCHOC  TT g o v SR ey
Thuécmdanmﬂmﬂgduanguﬁng.

(A10BAO2: Dudng da day rudt va chuyn héa).

Metformin 1a mt biguanide c6 téc dyng chiing ting duang
huyét, 14m gidm dudng huyét co ban va sau khi &n. Metformin
khong kich thich tiét insulin, va vi thé khong gdy hg dudng
huyt, Metformin hopt dpng qua 3caché:

(1) Gidm sdn xudt glucose & gan bAng cach Uc ché tan tgo dudng
vaphdn hﬂfgw:ug:n

(2) Tai co, gia tang sy nhay cdm cda insutin, cai thrpn vige sd
dyng glucose d rigogi bitn

(3} Lam chim hdp thu glucose d rudt

Metfarmin kich thich sy 18ng hgp glycogen & t€ bdo blng cich
t4c dong 1&n men glycogen synthase. Metformin gia ting khd
ning vin chuyén cua 18t ¢ cc chdt vin chuyén glucose qua
mang (GLUT).
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O ngudi, ngodi téc dung diu tri dai thdo duang, metformin
phéng thich tde thi edn tac dong i cho sy chuyén noa lipid.
Diéu ndy @ duge ching minh qua c&¢ nghién cdu lam sang cé
kifm soat trung va dai han & cdc liéu difu trj: metformin lam
gidm cholesterol todn phén, cholesterol ty trong thdp (LDL
cholesterol) vé triglyceride. Khéng nhin thély tdc dung tvong ty
@461 vai vien phong thich kéo dai, c6 thé 13 do ubng vao budi t6i vh
cd thé xdy ra tang trialyceride.

Hi¢u qud lam sing

Giam nguy co hodc tri holn &4 thio Sudng typ 2

Chuang trinh phong chdng ddi thdo duong (Diabetes
Prevention Program (DPP)) 12 m{t nghién cdu 13m sang ngdu
nhién da trung tdm cd nhom chdng d ngudi Ion danh gia hidu
qud cua vige can thidp I6i sdng tich cyc hojc metformin &€
phong ngifa hodc tri hoan sy phdt trién déi thao dudng typ 2,
Tidu chi chon lya 12 225 tudi, BMI 224 kg/m’ (222 kg/m’ &6 vei

nguoi My géc A), va réi logn dung nap glucose kém theo glucose.

huy€t tugng luc doi td 95 - 125 ma/d! (hodc 5125 ma/dl 861 voi
ngudi My géc An). Benh nhan duge diéu tri bing can thidp I6i
séng tich cifc, hoic metformin 2x850 maq kém theo thay ddi 16i
sﬂ-nug tidu chudn, hode qid duge kém theo thay ddi 16i séng tidu
chuan.

Gid trj ban 84y trung binh cua ngudi tham gia DPP (n=3.234
trong 2,8 nam) (4 tudi tr 50,6+ 10,7, glucose huyét tuang Hic dai
106,5+8,3 mg/dl, glucose huyt tuong 164.6+17.,0 mgfdi 2 gio
sau 4n, va BMI 34,0267 kgfm’ . Can thibp I6i s8nq tich cyc cOng
nhu diéu tri bing metformin tam gidm dang k& nquy co tién trién
@4i thap Audng so vei gid dugc, tuong Ung 58% (khadng tin cay
950%: 48-66%) v3 31% [khodng tin ciy 95%: 17-43%].

Lgi ich eda can thidp I $8ng so voi metformin cao hon & nguoi
16n tudi.

Nhong bénh nhdn duge Igi ich nhifu nhat td metformin co wéi
dudi 45, vai BMI bing hodc trén 35 kglm’, gid tri glucose 2 ity
sau 3n ban d4u 9,6-11,0 mmolfl, HbA1c ban d4u bdng hojc trén
6.0% hodc cd tién st 44i thao dudng thai ky.

B¢ phang ch@ng mQt trudng hop dai thdo dudng trong ba nam
trong toan bd d4n s4 cda DPP, 6,9 bénh nhan phdi tham gia vao
nhém 161 s6ng tich cyc va 13.9 & nhom metformin. Mdc dat 1y 1
mic d4i thao dudng cong dén bing 50% &2 bj tri hodn khodng
ba nam & nhom ding metfarmin so vdi gid duge.

Nghitn clu két cyc Chuong trinh phéng chéng dai thao duding
[Diabetes Prevention Program Qutcomes Study (DPPOS)) la
mot nghidn cdu theo doi ¢ai han cda DPP bao gém hon 87% dan
56 DPP géc ¢€ theo ddi ddi han.

Trang s8 nhing ngud: tham gia DPPOS [n=2.776), ty 12 mic dsi
théo Gusng cong dén vao ndm tha 15 12 62% d nhom dang gid
duge, 56% & nhoém metformin, va 55% & nhdém can thifp I6i
sfng tich cyc. Ty 1 thd 84i thio dudng 13 7,0, 5,7 v 5,2 trudng
hgp mBi 100 bénh nhan-ndm tudng Ung vdi nhom gid dugc,
metformin, v4 I6i sdng tich efe. Nguy co déi thao dudng gidm
18% [ty s& rli ro (HR) 0,82, khodng tin cdy 95%: 0,72-0,93;
=0,001) 441 vai nhém metformin va 27% (HR 0,73, khodng tin
cAy 95%: 0,65-0,83; p<0,0001) 3G vdi nhém can thitp 6 s6ng
ticheyle, khi sosanh vai nhdm gid duge.

rd

D47 voi kbt cye mach mau nhd gdp bao gdm benh thin, bénh
vbng mac va bénh thén kinh, k€t qué khdng khic bigt ddng ké
gida cac nhom diéu trj, nhung trong $6 nhang ngudi tham gia
khong tin trifn a4 thdo duding trong DPPJDPPOS, tén sudt adp
bitin ¢& mach mau nhd 14 28% thap hon so véi nguoi o tién trién
dai thao dutng [Ty ¥ nguy <o 0,72, khodng tin cjy 95%:
0,63-0,83; p<0,0001). Khdng cd d lifu so sanh tién cdu d6i vei
metformin teén k& cuc mach mau on ¢ bénh nhin cd gidm
dung nap glucose vafhogc gidm dudng huyt ddi va/hojc tang
HbAlc
Cac yu t8 nguy <o 2 cdng b cho dai thao dudng tip 2 bao
gém: Ching toc ngudi chau A hoje da den, tudi trén 40, 18] loan
lipid mdu, cao huyét 3p, béo phi hojc thiia can, tién sd gia dinh
dai thao dudng mdc 84 1, tién sU 83i thdo dudng thai ky, va hdi
chingqué kich budng trdng (PCOS).
Cén xem x&t hudng din qudc gia hién hanh v dinh nghfa tién
ddi thdg dudng.
Diku tr ddi théo dudng typ2 .
Nahién citu ngsu Fhign tifn cou (UKPDS) d3 chdng minh hifu qué
15u d4i coa vige kifm sodt dudng huyét tich cyc d bénh nhan dai
théo dudng typ 2 qué ¢an dupe diku trj voi metformin phéng thich
tife thi nhul ligu phap difu tri kndi ddu sau khi that bai voi ché 60
an kigng cho thiy: \ '
- Gidm coy nghta nguy ¢o tuybt 86i cdc bin chung lien quan &én
d84i thio dudng & nhdm ding metformin (29,8 ca bénh/1000
bEnh nhan-nam) o vai nhém an kiéng (43,3 ca benh/1000 benh
nhdn-nam), p = 0,0023, 50 vdi nhdm phéi hgp sulfonylurea va
nhém insulin don tri (40,1 ca bénh/1000 bgnh nhan-nim), p =
0.0034, "
- Gidm cd y nghla nguy c%htuvtt d6i cua ty ¢ td vong lién quan
dén dai thio dudng: vai nhém metformin la 7.5 ¢a b&nh/1000
bénh nhin-nam, nhém chian kitng 15 12,7 ca benh/1000 bénh
nhdn-ndm, p=0017;
- Gidmco ¥ nghla nguy ¢0 tuyft dsi cua ty & td vong todn bY: vai
nhom metformin 13 13,5 ca bnh/1000 bénh nhin-n2m d6i voi
nhom chi 4n kiéng 14 20,6 ca bénn/1000 bEnh nhin-ndm fp =
0,011), ¥4 d6i vai nhém phdi hgp suifonylurea va nhom insulin
dan tri1418,9 ca benh/1000 bEnh nhan-nam (p=0.021);
- Gidm ¢6 § nghla nguy <d tuypt d6i nhél mau co tim: & nhom
metformin-a 11.¢a bénh/1000 béah nhan-nam, nhomchl &n-
kieng 13 18 cabinhf1000 bénh nhan-nam [p = 0,01].
Khi su dyng metformin k& hop voi sulfonylures nhy phuang
thec tri liga hang 2, Ipi ich vé hidu qud 13m sing chua duge
ching minft :
D6i voi benh dai thio dubing typ 1, vike k& hgp metformin va-
insulin duge thye hign trén nhing binh nhan cd chon loe nhung
hidu qué 1am sang cua k&t hop ndy chua chinh thue duge thia
nhan. ’i :
DUJCDONGHQC - -
thu \ - ey
Sallkhi udng liéu 8on 1500 mg Glucophage XR 750 mg, néng 6
dinh trong huyEt tuong trung binh dat duge trong ving 5 gid,
khodng tir 4-12id, 14 1193 ng/mL
Vi chi s Cmax va AUC @ ngudi khée manh d tragng thai no va
d6i, Glucophage XR 750 mg cho thiy cd tudng duong sinh hoc
vdi Glucophage XR 500 mg, liéu 1500 mg.
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,Sén phdm ¢ sy tuong duang sinh hoe cho thdy cac Eic tinh
'0 giai doan 6n dinh, tgng 1y nhu vitn phdng thich tuc thi,

Cmax va AUC tang khong tuyén tinh voi iy dang. Sau khi

uBng lifu 2000 mg metformin vitn phong thich kéo dai, AUC .

quan sdt dugk tuong ty nhu khi uéag 1000 mg mtfurmn vidn

phong thich te thi, 02 1§n/ngdy.

Sy bién thién Cmax v3 AUC cJa ting ca d h{_‘ metformin.
thi ‘guan

S'ﬁ voi
metformin vién phéng thich tc thi,

Khi uting vitn phéng thich kéo dai luc ¢o1, AUC gidm 30% [cd
Crmax va Tmax d€u khdng bj dnh hidng)
D9 hdp thu trung binh cua metformin 1o cdng thdc phong
thich kéo dai hdu nhit khdng bj Iha'.r &8 bdi thanh phln thic
an.
Khoing thify c6 sif tich ty thusc sau khi dang liku 1p 1ai e dén
2000 mg metformin hydrochlaride vitn phdng thich kéodsi
Phan bA: Litn két voi protein huyét tuong khong ddng k.
Metform:n phan chia vao trong héng ey Nbng 4o dini;trong
mau thdp non trong nuytLmwong v vOu khodn

. gian xdp xl nhau. T€ bao hdng cdu gdn nhu d3i gitn ::*ongin

phdn b6 thr cdp. Thé tich phan b trung binh 1 63-276 | (Vd).

Chuy€n héa: Metformin dugc bai tift dudi dang khéng ddi
trong nudc 1i€u. Khdng c6 chét chuyén hoa ndo dupe t m thily
dnguoi

Thai trit: DY thanh thdi cda metformin > 400 mlJ phus, cho
thiy metformin fugc dbo thdi qua sy locdclu thinva bai tiétd
fng than Ssu khi ufing thudc, thai gian bdn thdi khd kifn
khodng 6.5 gidt Khi chde nang than bi sty gidm, sy thanh thii d
thin gidm theo ty If cda creatinin vé vi the kéo ddi théi gign bin

‘thil'cda metformin, din 8#n ting néng 30 metformin trora

huyét tugng.

Djctinh cda nhdm bénh nhin 8jc bitt

sﬂ]hin i

Céc d0 ifu hign thei trén cdc 861 twgng suy lhln trung thh 13
hiém cd va khong the dua ra duge mo: uae lugng chic chin vé
ndng 4 metformin trong ¢o thé trong phan ahém ndy sa voi
cac A0 tugng cd chilc nang thin binh thudng. Do &6, phdi didu
chinh lifu phi) hgp trén co 56 can nhdc hipu qud 8m spg/muc
&0 dung nap (xemmycLitu lugng vicoch St?dl.mg] J

ﬁomgmmms,wwvm e
tréem.
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HAN DUNG: 36 thang k& t0 ngdy sén xust 3

TIEU CHUAN: Tidu chufn cosd, :

NHA SAN XUAT: Meick Sante s.a.5, 2 rue du Pressolr Vert,

454005emaoy, Phap.

NGAY CAP NHAT NOI DUNG TO HUONG DAN SU DUNG THUGC:

theo MDS 5.0 ngay 04/03/2014 v& CCDS 7.0 ng2y 020512015,
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