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A, HUONG DAN SUDUNG THUGC CHONGUOI BENH
THANH PHAN, HAM LUGNG CUATH

- Metformin hydroclorid .
- Tédugcviradl
{Povidon K30, copovidone VAG4, Low-

MO TA SAN PHAM: Vién nén trdn, bao phim mau trdng, hai matkhum, canh va thanh vién lanh lan.
QUY CACHDONG GOI: Hop 10vix 10vién

THUGC DUNG CHOBENH GI

Ché& phém dung diéu tri bénh i théo dudng khdng phy thude insulin (type I1) trong don trf ligu khi khong thé
diéu tri tang glucose huy&t bang ché dd &n don thudn.

C6 thé dung metformin ddng thdi vai mot sulfonylure khi ché do an va khi ding metformin hodc sulfonylure
@on thuin khdng ¢6 hidu qua kiém soat glucose huy8t mdt cach ddy du.

NEN DUNG THUSC NHU THE NAO VA LIEU LUONG
Céchdung >

Thudc ndy chiding theo sy ké don cla bac 8i.

U8ng thuSc cung vdi bla &n.

Liéuding

=Naudi Idn:

BAtddu udng 850mg (tdc 1 vien) /idn, ngay uSng mdt 1&n vao bila &n sdng. N&u bdnh nhan khdng gép phan
Ung c6 hal dudng téu hoa va cén phai tang lidu thi cé thé dung thém 1 vién/ngay sau m3i khodng thai gian
@idu tr tr 1 48n 2 tuén. Lidu dong clia metformin cdn dugc cAn nhic didu chinh trén ting bénh nhan cy thé
dya trén hi¢u qué va do dung nap clia b§nh nhan va khdng vugt qud lidu t&i da 1a 2550 mg/ngay.

Lidu duy trl thuding dung 1a 850mg (tuc 1 vién)A&n, ngay 2 I&n (u8ng vao céc bla &n sdng va t8i). Mot s6
ngudi bénh co thé dung liéu 850mg (tie 1 vién)Adn, ngay 3 14n (vao cac bla &n).

=Noudi cao tubi;
Lidu bt ddu va liéu duy tri oéin dé dat, vi c6 thé cd suy gidm chic ndng than. Néi chung nhing ngudi bénh
cao tudi khdng nén dibu tri 161 lidu 18 da metformin.

N6i chung khong cén c6 giai doan chuyén tiép, trir khi chuyén tU clorpropamid sang. Khi chuyén tif
clorpropamid, c&n than trong trong 2 tudn d4u vi sy tén luu clorpropamid kéo dai trong ca thé, cé thé din dén
sy cong tac dyng clia thube va cé thé gay ha dudng huyét.

nguyén phat hodic thit phat véi mét sulfonylure. Khi diéu trf ph8i hgp véi liéu t8i da clia ca 2 thuc, ma ngudi
bénh khong dap Ung trong 1 -3 thang, thi thudng phai ngirng diéu tri bAng thuc ung ch8ng dai thdo dudng
va batdéu dong insulin, g

Do nguy co nhi¥m acid lactic thudng gay tif vong, nén tranh diing metformin cho ngudi cé biéu hién rd bénh
ganvé Iam sang va xét nghiém.

Dénh gia chdc nang than trude khi khdi ddu diéu trf véi metformin va danh gia dinh ky sau dé.

Chéng chi dinh metformin trén bénh nhan c6 eGFR dudi 30 m/phav/1,73 m’.

Khéng khuyén cdo khdi ddu diéu trj véi metformin & bénh nhan c6 eGFR nim trong khodng 30 — 45
mUphut1,73m". o
& bénh nhan dang sit dyng metformin va c6 eGFR giam xuéng dusi 45 mUphat/1,73 m*, danh gid nguy co —
1gi ich khi tiép tyc diéu trj.

Ngiing sif dung metformin néu bénh nhan c6 eGFR gidm xu8ng dudi 30 ml/phiv1,73 m* (xem myc Khi ndo
khdng nén dang thubc ndy, Nhilng didu cén than trong khi dong thubc nay).

ALY QUING megorrun K Ui nen x NQINen Cil o 20 SU aung (INUO« nQuang ci 10d
Trén nhing bénh nhan c6 eGFR ndm trong khodng tif 30 — 60 mVphut/1,73 m*, trén nhiing bénh nhan c6 tién
s bénh ly vé gan, nghién rugu hodic suy tim, hodc trén nhiing bénh nhan s& sl dyng thudc c&n quang chla
iod qua dudng ddng mach, ngifng metformin trudc hodc tai thai diém thyc hién xét nghiém chén doan hinh
anh c6 sif dung thudc can quang chiia iod. Danh gia lai chi 6 eGFR sau khi chiéu chyp 48 gid, sl dyng lai
metformin néu chic naing than n dinh (xem myc Nhiing diéu cdn thin trong khi dung thubc nay).

KHINAO KHONG NEN DUNG THUGC NAY ) o -

- Nhilng bénh c6 trang théi dj hoa c&p tinh, nhidm khudn, ch&n thuong (phai dugc diéu tr| déi thao duding
béing insulin)

- Bénh nhan suy than nang (eGFR dudi 30 mUphat/1,73 m*) (xem myc Nhing diéu cdn thén trong khi dung
thubic nay).

- Quéa mén v6i metformin hodc cdc thanh phén khac. . R T
- Nhiém toan chuyén hod cép tinh hodic man tinh, bao gém ca nhidm toan ceton do déi thao dudng. .
-Bénh gan nang, bénh tim mach nang, bénh hd h&p néng véi gidm oxy huyét.

- Suy tim sung huyé&t, tryy tim mach, nh8iméucotimedptinh, . . - ., -
- Bénh phdi thi€u oxy man tinh.

- Nhiém khuén n&ng, nhiém khuén huyét.

- Nhiing truding hgp m&t bl chuyén hod cép tinh, vidy nhiing trudng hgp nhiém khuén hogic hoai thu.

- Ngudi mang thai (phai diéu tri bAng insulin, khdng diing metformin). *

- Phai ngiing tam thai metformin cho ngudi bénh chiéu chyp X-quang cé tiém ch&t can quang 6 lod Vi slt
dung nhing ché&t nay c6 thé anh hudng cép tinh chdc nang than. ' .

- Hoai thu, nghién rugu, thiéu dinh dudng.

TAC DUNG KHONG MONG MUGN

Nhiing tc dyng khong mong mubn thuéing gap nh&t cia metformin 1a vé tidu hod. Nhing tac dyng ndy lién
quan 161 li6u va thudng xéy ra vao G bét ddu triligu, nhung thuding 14 nhét thal. !

Thubng gép, thn sudlt > 1/100

- Tiéu hod: Chén &n, bubn ndn, nbn; tiéu chiy, déy thugng vi, tho bén, g néng. v
-Da: Ban, mé day, cm thy v6i énh séng. o'
~Chuyén hoé: Giam nbng 46 vitamin B
lgap, 1/100 > thn suéit > 1/1000 : b
-Huyét hoc: Loan sén méu, thiéu méu bét sin, thiéu mau tan huyét, suy tly, gldm tiéu cdu, m&t bach cdu hat.
~Chuyén hod: Nhibm acid lactic.

NEN TRANH DUNG NHONG THUGC HAY THYC PHAM GI KHI PANG SU DYNG THUSC NAY

Théng béo cho bac sinéu bénh nhan ghn ddy c6 ding, dang ding holic c6 thé chn ding co thube sau:

- Thubc Igi tibu, d, phenytoin, acid ni p nhlng ché phAm tuyén gidp, oestrogen,
thubc irdnh thy thal ubng, nhiing thubc téc dyng giéng thén kinh giao cdm, nhiing thudc chen kénh calcl,
lsoniazid. Cée thubc nay c6 thé dbin 66n sy gidm kiém sodt glucose huyét. ’

- Furosemid, cimetidin: Cc thubc nay c6 thé lam tang néng 80 t61 da cha metformin trong huyét tuang.

- Cée thubc cationic (vI dy amilorid, digoxin, morphin, ranitidin, p triamteren, quinidiny vancomyein,
wimethoprim, quinin). Cé¢ thubc nay c6 1hé 1am tling doc tinh clia metformin.

Ay BAOQUAN THUGC NAY NHUTHE WAQ: ol kho, nhig! 89 khong qué 30°C, Trénh dnh séng,

WHONG DAUHIEU VA TRIEU CHUNG KHIDUNG THUGC QUA LIEU

Khbng thiy gilm Buting huy6t sau khi ubng li6u 85 gam metformin, mic do nhidm acid lactic d& xAy ra trong
ong hgp 66. !
Che Ay ching cha nhibm acid lactic khong dgc higu nhu: Non, dau byng, chudt rat, chm gléctodn than mt
), ks s Che ik chiing nng hon L gidm than nhigt va gldm nhip tim,

w

1 1iv JAT v

CAN PHAI LAM GI KHI DUNG THUGC QUA LIEU KHUYEN CAO: Banh nhan cdn dén ngay bénh vién.

CAN LAM Gl KHIMOT LAN QUEN KHONG DUNG THUGC
B4 qua liéu aa quan va ubng liéu iép theo nhu binh thudng. Khong ung g&p d6iliéu dé bu cho liéu da quén
Néucéntham théng tin, xin hdi ¢ kién béc si.

NHUNG DIEU CAN THAN TRONG KHI DUNG THUGC NAY

B6i voi ngudi bgnh dung metformin, cén theo ddi déu dan cdc xét nghigm c4n 1am sang, ké ca dinh lugng
9uBng huyét, dé xac dinh liéu metformin t1 thiéu c6 hidu lyc

Ngudlbénh cdn dugc khuyén cao diéu tiét ché 46 &n, vi dinh dudng diéu tr| 1a mdt khau trong yéutrong quan
Iy b&nh dai thao duang. Dibu trj bAng metformin chi duge col 1a h trg, khéing phai dé thay thé cho viéc didu
ti6tché do an haply

G4 thong bio Ia vige ding cac thuc ubng diéu tr d4i théo duding IAm taing t 18 tif vong vé tim mach, so véi
viéc didu tri bling ché do &n don thuén hodc phéi hgp insulin vai ché d6 an

Nhidm toan lactic

Qué trinh giam s&t hAu mai da ghi nhan nhng ca nhidm toan lactic lian quan dén metformin, bao gém ca
trudng hgp tir vong, gidm than nhidt, tyt huyét &p, loan nhip chdm kéo dai. Khdi phat cla finh trang nhiém
toan acid lactic lién quan d8n metformin thudng khéng d& phat hién, kém theo cac tridu ching khéng didn
hinh nhu khé chiu, dau cd, suy hd hép, I mo va dau byung. Nhidm toan acid lactic ién quan dén metformin
dude dic trung bling néng A6 lactat tang I8n trong méu (>5 mmol), khodng tréng anion (khdng c6 bing
¢hung ciia keto niéu hodc keto méu), tang ty 18 lactaVpyruvat va néng a6 metformin huyét tuong néi chung
tang > 5 pg/mi

Y&u 16 nguy cd cia nhidm toan acid lactic lién quan dén metformin bao gém suy than, s dung déng thai véi
mot 86 thuGe nhat dinh (vi dy céc chit de ché carbonic anhydrase nhu topiramat), tis 65 tudi trd 18n, cé thyc
hién chiéu chup sif dyng thubc c&n quang, phAu thudt va thyc hién cde thi thudt khéc, tinh trang gidm oxy hit
vao (vidy suy tim sung huyét cdp), ubng nhidu rugu va suy gan.

Céc bién phap gidm thiéu nguy cd va x{ tri nhidm toan acid lactic li8n quan d&n metformin & nhém bénh nhan
©6 nguy cd cao dugc trinh bay chitit trong t& hudng dAn sir dung thudc (muc Nén ding thube nhu thé nao va
116u lugng, Khi ndo khdng nén ding thubc nay, Nhiing diéu cén than trong khi ding thuse nay, Nén tranh
ding nhiing thubc hay thyc ph&m gi khi dang si dung thuéc nay)

N&u nghi ngd c6 toan lactic lién quan dén metformin, nén nging sif dung metformin, nhanh chéng dua bénh
nhan d&n bénh vién va tién hanh cac bién phép x{ tri & nhiing bénh nhan da diéu trj véi metformin, 43 dugc
chén doan toan lactic hodic nghi ngd c6 kha néng cao b toan lactic, khuyén cdo nhanh chéng loc mau dé diéu
chinh tinh trang nhidm toan va loai b ph&n metformin da bi tich lay (metformin hydroclorid cé thé thdm tach
duge vél 46 thanh thai 170 ml/phit trong didu kién huy8t dong luc t1). Loc mau c6 thé lam déo ngudec tridu
ching va héiphyc,

Hudng din cho b&nh nhan va ngudi nha vé céc tridu ching ca toan lactic va néu nhiing triéu chung nay xay
ra, cén nguing thubc va bao céo nhiing triéu ching nay cho bac si.

D6ivéi mBiy6u t6 1am ting nguy ca nhidm toan lactic lién quan dén metformin, nhiing khuy&n cdo nhém gidp
giam thiéu nguy ca va xU tritinh trang toan lactic lién quan dén metformin, cu thé nhu sau:

Suy than: Nhiing ca nhidm toan lactic lién quan dén metformin trong qua trinh gidm sat thuSc hau mal xay ra
chl y&u trén nhiing bénh nhan bj suy than nang. Nguy cd tich Iy metformin va nhiém toan lactic lién quan
d6n metformin tang I&n theo muc A4 nghiém trong clia suy than bdi metformin dugc thai tri chil yéu qua than

Khuyén céo 1am sang dya trén chic nang than ciia bdnh nhan bao gém (xem myc Nén ding thudc nhu thé
ndo va lidu lugng):

- Trudce khi khdi ddu diéu tr véi metformin cdn udc tinh mic d6 loc cdu than (eGFR) clia bénh nhan

- Chéng chl dinh metformin trén bénh nhan c6 eGFR dudi 30 mUphut/1,73 m” (xem muc Khi ndo khéng nén
ding thubc nay).

- Khéng khuyén cdo khdi ddu didu trj véi metformin & bénh nhan c6 eGFR ndm trong khodng 30 - 45
ml/phut/1,73m’".

- Thu thap dir liu vé eGFR it nhat 1 1An/nam & tat ca cac bénh nhan sl dung metformin G bénh nhan cé kha
na&ng tang nguy cd suy than (vi dy ngudi cao tudi), chie nang than nén dugc danh gid thuang xuyén hon

- bénh nhan dang sif dyng metformin va c6 eGFR gidm xu8ng dudi 45 miphut/1,73 m’, danh gid nguy co —
Igiichclaviéctiép tyc phdc dé.

Tuong téc thubc: St dyng déng thdi metformin véi mdt s& thuSc c6 thé lam tang nguy co nhidm toan lactic lién
quan dén metformin: B&nh nhan suy gidm chic nang than dén ti nhiing thay d8i ddng ké vé mat huyét dong,
&nh hudng t6i can bling acid-base hodc lam tang tich lay metformin (xem myc Nén tranh dung nhdng thudc
hay thyc phdm gi khi dang si dyng thubc ndy). Vivay, can nhic theo ddi bénh nhan thudng xuyén hon.

Bénh nhan tu 65 tudi trd 1ém: Nguy cd toan lactic lién quan dén metformin tang I&n theo tuéi ca bénh nhan bdi

b&nh nhan cao tudi cé kha nang bj suy gan, suy than, suy tim I6n hon nhiing bénh nhan tré tudi han. Cén

danh gia chic nang than thudng xuyén hon d&i véi nhing bénh nhan Idn twéi.

Thyc hién céc xét nghiém chan dodn cé sU dyng thubc can quang: Tiém thuc can quang vao ndi mach &

nhiIng bénh nhan dang diéu trj metformin c6 thé din t6i suy gidm cdp tinh chic nang than va gay ra toan

lactic. Ngung sif dung metformin truc hodc tai thdi diém thyc hién chidu chyp cé si dung thuéc can quang

©6 chua lod & nhilng bénh nhan c6 eGFR nam trong khodng 30 - 60 mUphu¥/1,73 m*, nhilng bénh nhan cé

tién s suy gan, nghién rugu, suy tim hodc nhiing bénh nhan sé sl dung thudc can quang chua iod theo

dudng dong mach. Danh gia lal eGFR 48h sau khi chiéu chyp va sl dyng lai metformin néu chdc nang than

8ndinh.

Phéu thuét hodc cdc thd thudt khac: Sy luu gill thic &n va dich trong qua trinh phu thudt hodc thyc hién cac

thi thuat khéc c6 thé lam tang nguy co gidm thé tich, tyt huyét 4p va suy than. Nén tam thai ngung si dung

metformin khi bénh nhan bj gidi han lugng thuc &n va dich nap vao.

Tinh trang gidm oxy hit vao: Qua trinh theo d6i hau mai da ghi nhan mdt s& ca nhidm toan lactic lién quan dén

metformin xay ra trong b@nh cdnh suy tim sung huyét cdp (dac bigt khi cé kém theo gidm tudi mau va giam

oxy huyét). Tryy tim mach (s&c), nhéi mau ca tim c&p, nhiém khudn huyét va cac bénh Iy khac lién quan dén

gidm oxy huyét c6 méi lién quan véi toan lactic va ciing c6 thé gay nita huyét trudc than. Khi nhiing bién 6

nay xay ra, ngung metformin,

Ubng rugu: Rugu ¢6 kha nang anh hudng dén tac dong clia metformin 1&n chuyén hda lactat va i dé cé thé

lam tang nguy cd nhidm toan lactic lién quan d&n metformin. Canh bao b&nh nhan khdng udng rugu khi st

dyng metformin.

Suy gan: B4nh nhan suy gan c6 thé tién trién thanh toan lactic lién quan dén metformin do suy giam thai trif

lactat d&in t6i tdng ndng d¢ lactat trong mau. Vi vay, tranh sif dyng metformin trén nhing bénh nhan da duge

chén doan bénh gan thdng qua bing ching xét nghiém hodc lam sang.

Surdyng cho phy nd cé thal va cho con bu

Thol ky mang thar:

Kho::: dung thuc nay cho ngudi mang thal. Trong thai ky bao gid cling phai didu tri dai thao duang bing

Insulin,

Thai ky cho con bu:

Khong thdy c6 tu ligu vé sif dyng mettormin d8i véi ngudi cho con bi; hodc xac dinh lugng thudc bai tiét trong

s0a me. Metformin dugc bai tiét trong sita cla chudt c8ng trdng cal cho con bu. VI ¢é trong Iugng phan 1

thép metformin c6 thé bai tiét trong sila me. Cén can nhc nén ngiing cho con bi hodc nging thude, can et

vao mdc dd quan trong clia thudc ddi vai ngudi me

Tée ddng cda thudc khi ldi xe, vgn hanh mdy méc

Metformin khong dnh huding 16n kha nang l4i xe va van hanh may méc.

KHINAQ CAN THAM VAN BAC Si, DUGC ST

- Qud miin vai bt ky thanh phdn nao cda thudce

-Dang méc cac bdnh khac

+Dang ding thuge khic

- Gdp phaitc dyng khong mong mudn khi dang dung thudc
Néu edin thém thong tin xin hdl y kién bée si hode duge s

HANDUNG CUA THUGC: 60 thang ké ti ngay sin xudt
St i ¥

CONG TY CO PHAN DUGC PHAM SAVI (SaWupharm ..5.C) s
Ay L6 2.01-02-03a Khu cong nghigp trong Khu chd xudt Tan Thudn, P. Tan Thudn BAng. Qudn TP.HC
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DUGC LYCHOC

M&ATC: A10B A02

Nhém thube: ThuSc chéng déi théo dudng (dudng usng), ddin chat biguanid.

Metformin Ia mdt thuSc ch8ng d4i thao dudng nhém biguanid, c6 ca ché tac dung khéc vél cde thuc chéng
d4i thao dudng nhém sulfonylure. Khdng gidng sulfonylure, metformin khdng kich thich gidi phong insulin tir
céc t6 bao beta tuy8n tyy. Thudc khdng cé tac dung ha dudng huyét & ngudl khong bj dai thao duang,
ngudi dai thao duding, metformin IAm gidm sy tang dudng huy8t nhung khong gdy tal blén ha dudng huyét
(trir trudsng hop nhin d6i holic phdi hap thude hidp déng tac dung). Vi vy trude day cd biguanid va sulfonylure
déu dugc col 14 thuSc ha dudng huyét, nhung thye ra biguanid (thi dy nhu metformin) phai duge col Ia thuse
ch&ng tang dudng huy8t méi thich hgp

Metformin lam gidm ndng dd glucose trong huy8t tuang, khi déi va sau bda &n, & ngudi bdnh ddl théo dusng
type Il (khong phu thudc insulin). Co ché tac dyng ngoal bidn clia metformin 1 lam tang s dung glucose & 6
bao, cai thidn 1idn ket cla insulin vai thy thé va ¢ 18 cd tac dung sau thy thé, e ché t8ng hop glucose & gan
va gidm hp thu glucose & rudt. Ngoai tac dyng chéng dai thao dudng, metformin phdn ndo c6 dnh hudng 16t
trén chuyén héa lipoprotein, thudng bj r&i loan & ngudi bdnh dai thdo dudng khdng phy thude insulin. Trai vél
céc sulfonylure, thé trong clia ngudi duge didu tri bAng metformin ¢ xu huéng &n dinh holic c6 thé hai giam,
Dung metformin don tri idu ¢4 thé 6 hidu qua t8t 81 véi nhing ngudi bénh khdng dép Ing hodic chi dap ung
mot phiin v8i sulfonylure holic nhiIng ngudi khdng cdn dép Ung vdi sulfonylure. & nhang ngusi bénh nay,
néu véi metformin don trf lidu mA dudng huydt vlin khong duge khdng ché theo y8u cdu thi phéi hgp
metformin v&i mdt sulfonylure c6 thé c6 tac dung hidp d8ng, vi cd hai thuSe cdi thién dung nap glucose bing
nhiing co ch& khdc nhau nhung lai b8 sung cho nhau.

DUGC BONG HOC

Metformin héip thu cham va khdng hoan toan & dudng tidu héa. Sinh khd dung tuyét d6i cla 500mg
metiormin udng lic 461 x&p X150 - 60%. Khdng c6 sy ty 1& véi lidu khi tang lidu, do h&p thu gidm. Thic an lam
oidm muc a9 hilp thu va lam cham sy h&p thu metformin,

Metformin lién k&t vai protein huyét tuang muc dd khdng dang ké. Metformin phan b8 nhanh chéng vao céc
md va dich. ThuSc cng phin bd vao trong hdng céu.

Metformin khong bl chuyén hoa & gan va khong bai tiét qua mat. Bai tiét & 8ng than 1 dudng thal tr chi yéu
cla metformin. Sau khi uSng, khoding 90% Iugng thusc hap thu dugc thai tn qua dudng thén trong vong 24
i aéu & dang khdng chuyén héa. Thai gian bén thaitrong huyéttuong 14 1,5 - 4,5 gld.

©6 thé 06 nguy o tich Iy trong trudng hap suy gidm chiic nang than. BA thanh thi metformin qua than gidm
& ngudi bénh suy than va ngudi cao tudi.

CHIDINH

Ch& phdm diing diéu tri bénh dai théo dudng khdng phy thudc insulin (type I1) trong don trj ligu khi khong thé
@idu trj tiing glucose huy&t bAng ché 83 &n don thudn.

C6 thé dung metformin d8ng thai véi mdt sulfonylure khi ch& dd &n va khi dung metformin ho#c sulfonylure
@on thuéin khdng c6 higu qué kiém soat glucose huy8t mdt cach ddy dil.

UEUDUNG VA CACHDUNG
Céchdang

UBng thubc cling véibla &n.
Liéudang

= Ngui ion:

Bt ddu ubng 850mg (tic 1vién) Adn, ngay uSng mot I4n vao bila &n sang. NEu bénh nhan khong gép phan
Ung c6 hai dudng tiéu hoa va cén phai tang liéu thi c6 thé dung thém 1 vién/ngay sau m3i khodng thai gian
diéu trj tlr 1 88n 2 tuéin. Liéu diing clia metformin cén dugc can nhéc diéu chinh trén tiing bénh nhan cy thé
dyatrén higu qué va a6 dung nap cia bgnh nhan va khdng vugt qué liéu t8i da la 2550 mg/ngay.

Liéu duy trl thudng dung Ia 850mg (tic 1 vien)A4n, ngay 2 1&n (ubng vao céc ba &n sang va t6i). MOt s6
ngudi bénh c6 thé ding liéu 850mg (tic 1 vién)dn, ngay 3 1n (vao cc bda &n).

= Noui cao tui:

Liéu bét ddu va liéu duy trl c&n dé dat, vi c6 thé c6 suy gidm chic néng than. N6i chung nhiing ngudi bénh
cao twdi khong nén diéu trj 13 liéu 16i da metformin,

N6i chung khéng cén c6 gial doan chuyén tiép, tri khi chuyén tU clorpropamid sang. Khi chuyén tir
clorpropamid, cén th&n trong trong 2 tuéin d&u vi sy tén luu clorpropamid kéo dai trong cd thé, c6 thé din dén

JONg
Néu ngudi bénh khong dap Ung vdi diéu trj trong 4 tudn & liéu 161 da metformin trong liu phap don, cdn thém
déin mot sulfonylure udng trong khi tiép tyc ding metformin véi liéu t8i da, du 14 truéc d6 da cé sy that bai
nguyén phat hodc thi phat véi mét sulfonylure. Khi diéu trj ph8i hgp véi liéu t8i da clia ca 2 thubc, ma ngudi
bénh khong dap Ung trong 13 thang, thi thudng phai ngirng diéu trj bAng thuSc udng chng déi thao dudng
vabétddu ding insulin.

Do nguy co nhiém acid lactic thudng gay tif vong, nén tranh diing metformin cho ngudi c6 biéu hién rd bénh
gan trén I&m sang va xét nghiém.

- Khuyéin céo s dung thubc trén bénh nhén suy thén

Dénh gié chde nang thén truéc khi khdi ddu diéu trf véi metformin va dénh gia dinh ky sau d6.

Chiéing chi ginh metformin trén bénh nhan c6 eGFR dudi 30 ml/phut1,73 m*

Knhong khuyén céo khdi du diéu tri vl metformin & bénh nhan cé eGFR ndm trong khodng 30 - 45
miiphGt/1,73m’.

O bénh nhan dang si dyng metformin va c6 eGFR gidm xu8ng dudi 45 mi/phat/1,73 m*, dénh gia nguy cd —
gl ich khi ti€p tyc diéu tr].

Ngiing sif dung metiormin néu bénh nhan c6 eGFR gidm xu6ng dudi 30 mUphat/1,73 m* (xem myc Chéng chl
dinh, myc Céc trudng hgp thén trong khi dung thubc).
Ly KOV INYUC Nien X X 70 ! 24 / o] 0. Qquar 100
Trén nhiing bénh nhén c6 eGFR n&m trong khodng tl 30 - 60 mUphat/1,73 m*, trén nhiing bdnh nhan c6 tién
sl bénh Iy vé gan, nghién rugu hogc suy tim, hogc trén nhing bénh nhan 88 sl dyng thubc can quang chifa
iod qua 6ubng dong mach, ngling metformin truéc hodc tai thai diém thyc hign xét nghigm chén dodn hinh
dnh 6 slf dyng thubc cin quang chia iod. Dénh gié lai chl 86 eGFR sau khi chifu chyp 48 gld, sif dung lal

metiormin néu chisc néng thén 6n dinh (xem myc Céc trudng hgp thén trong khi ding thu6c).

CHONG CHIDINH

- Mhing bénh c6 trang thél dj hoé cép tinh, nhiBm khudn, ch&n thuong (phéi duge diéu trf dai théo dudng
béing insutin)

« Bonh nhén suy thgn ngng (6GFR dubi 30 mphav/1,73 m®) (xem myc Céc trudng hgp thén trong khi dong
huie)

~Qué mén véi metiormin hogc cac thanh phén khic,

Wb toan chuyén hob chp tinh hogc man tinh, bao gém cé nhim toan ceton do déi thao dudng.

- Bnih gan ngng, benh tim mach ngng, benh ho hép ngng vol gidm oxy huyét. A
~Buy tm sung huyét, tryy tim mach, nhél méu co tim cép tinh.

~Bnh phlbi thibu oxy mgn tinh

= Wil Wung hop mét bl chuyén hot cp tinh, vi dy nhling trudng hgp nhidm khuén hojic hoal thy.

- Wguts mang thal (phil 6 tr| bng Insulin, knéng dung metformin).

~ Pl ngling tem this) smetormin cho ngubl benh chibu chyp X-quang c6 tiem chill cdn quang cé lod vl sl
Gung nhling chiit ny o6 thé knh hubng chip tinh chic néng thin.

- Hos! thy, nghién rugu, iy dinh dubng,

g’AcYmmfmfmmoommudc

01 V6 rvgutsh blynin 6Gng metormin, cbn theo db) 86u d4n che xét nghigm chn I8m sang, ké ck

Butng huy6r, 66 xkc Ginh Wy mertormin 16 thiby cb higu . . Phiiw
Ngusi benh chn duge khuybn cho 8bu U6t ché 89 Bn, I dinh Sudny i ir| lb mo! khau trong yfu trong quan
19nih 64l théo 6ubng. DIy U1 bng metlormin ohl duge col 1b h g, knong phil dé thay th oho vige gigu
tiétché 6y &nhgply.
comngmuwwwmmmumwmamwumunwmmmvdummm,

Vige dibu tri bling ché 64 &n 8on thubn hoic phé) hap Insulin voi ohe 60 Bn. s

5 . » RPN o '

Nhi8m toan lactic,

Qud trinh gidm sét hau mai da& ghi nhan nhiing ca nhidm toan lactic lidn quan dén metformin, bao gém ca
truding hop tif vong, gidm than nhigt, tut huyét ép, loan nhip cham kéo dai. Khdi phat clia tinh trang nhidm
toan acid lactic lién quan dén metformin thudng khéng dé phat hién, kém theo cac trigu ching khong dién
hinh nhu khé chju, dau cd, suy h6 hp, Io md va dau byng. Nhidm toan acid lactic lién quan dén metformin
duge diic trung blng néng d¢ lactat tang 18n trong méu (>5 mmol/l), khoang tréng anion (khéng c6 bang
chung cla keto nigu hodc keto méu), tAng t§ 14 lactat/pyruvat va néng do metformin huyét tudng noi chung
1ing > 5 pg/ml.

Y6u't6 nguy cd clia nhidm toan acid lactic 1i8n quan d8n metformin bao g6m suy than, sl dyng déng thai véi
ot 86 thubc nhit dinh (vl dy cdc chét de ché hy nhu top 101 65 tubi trd 18n, c6 thyc
hign chiéu chup st dyng thubc cdn quang, phu thuatva thyc hign c4e thi thudt khac, finh trang gidm oxy hit
vato (vidy suy tim sung huyét cép), uSng nhidu rugu va suy gan.

Cacbién phép gidm thiéu nguy cd va x tr nhidm toan acid lactic lién quan dén metformin & nhém bénh nhan
©6 nguy cd cao dugc trinh bay chi tiét trong t& huéng déin si dyng thubc (myc Liéu ding va céch ding, Chéng
chidinh, Céc trudng hgp than trong khi diing thuic, Tudng téc véi cae thube khdc va céc loal tuang tac khéc).
N&u nghi ngd cé toan lactic lién quan dén metformin, nén ngiing sl dyng metformin, nhanh chéng dua banh
nhan dén b&nh vién va tién hanh cac bién phép xir trf. nhiing b§nh nhan da diéu tr| vi metformin, 44 dugc
chén dodn toan lactic hodic nghi ngd c6 kha n&ing cao bj toan lactic, khuyén cdo nhanh chéng loc méu dé didu
chinh tinh trang nhiém toan va loal bd ph&n metformin da bj tich Iy (metformin hydroclorid ¢ thé thém téch
dugc vai d) thanh thai 170 ml/phat trong diéu kién huyét dong lyc 181). Loc méu c6 thé 1am ddo ngudc tridu
chitng va hél phyc.

Hudng diin cho bénh nhan va ngudi nha vé céc trigu chiing ciia toan lactic va néu nhing tridu chiing nay xay
ra, céin ngung thuc va béo cdo nhing tridu ching ndy cho béc sf.

D61 vl mBl y6u t6 1am tang nguy cd nhidm toan lactic lién quan dén metformin, nhiing khuy&n céo nhim gitp
gldm thiéu nguy cd va xi tritinh trang toan lactic lién quan dén metformin, cy thé nhu sau:

Suy tham Nhiing ca nhidm toan lactic lién quan dén metformin trong qué trinh gidm sat thuSc hau mai xay ra
chli yu trén nhiing bénh nhan bj suy th&n néing. Nguy ¢d tich Iy metformin va nhiém toan lactic lién quan
dén metformin tAng 18n theo mic dd nghidm trong clia suy than bdi metformin duge thai trif chii y&u qua than
Khuy&n céo Iam sang dya trén chic nang than clia bénh nhan bao gém (xem muc Liéu ding va cdch dung):

- Trudc khi khdi ddu diéu tr| véi metformin cdn uéc tinh mdc d6 loc cu than (eGFR) clia bénh nhan.

- Chéng chi djnh metformin trén bnh nhan c6 eGFR dudi 30 ml/phGt/1,73 m” (xem muc Chéng chidinh).

- Khong khuy&n céo khdi ddu diéu tr| véi metformin & bénh nhan c6 eGFR ndm trong khodng 30 — 45
mUphav1,73m".

- Thu thap d lI8u vé eGFR it nh&t 1 14n/n&m & t4t ca cac bénh nhan s dung metformin. & bénh nhan cé kha
néing tang nguy cd suy th&n (v dy ngudi cao tudi), chiic ndng than nén dugc danh gid thudng xuyén hon.

-3 bénh nhan dang st dyng metformin va c6 eGFR gidm xu6ng du6i 45 m/phut/1,73 m’, ddnh gid nguy co -
Igi fch clia vide tiép tyc phéc d6.

Tuong téc thuc: SU dyng d8ng thdi metformin véi mdt s& thuSc c6 thé 1am téng nguy ca nhidm toan lactic lién
quan dén metformin: Bgnh nhan suy gidm chic nang than dn t6i nhiing thay déi déng ké vé mat huyét déng,
&nh hudng téi cAn biing acid-base hodc lam tang tich Ity metformin (xem myc Tudng téc vdi céc thubc khdc
va céc loal tuong téc khéc). Vi vy, can nhic theo déi bénh nhan thudng xuyén han.

Bénh nhan t 65 tudi trd Ién: Nguy cd toan lactic lién quan dén metformin tang Ién theo tudi clia bénh nhan bai
bénh nhan cao tudi cé kha nang bj suy gan, suy than, suy tim I6n hon nhiing bénh nhan tré twéi hon. C4n
dénh gid chic n&ng than thudng xuyén hon d6i véi nhiing bénh nhan 16n tudi.

Thyc hign céc xét nghiém chdn dodn cé sl dyng thubc can quang: Tiém thu6c can quang vao ndi mach &
nhitng bénh nhan dang diéu tri metformin c6 thé din t6i suy gidm c&p tinh chic nang than va gay ra toan
lactic. Ngirng sif dung metformin trudc ho#c tai thdi diém thyc hién chiu chup c6 st dyng thuéc can quang
¢6 chda iod & nhing bénh nhan cé eGFR ndm trong khodng 30 — 60 ml/phut/1,73 m*, nhilng bénh nhan cé
tién st suy gan, nghién rugu, suy tim ho&c nhiing bénh nhan s& sif dung thuc can quang chia iod theo
gudng d9ng mach. Dénh gia lai eGFR 48h sau khi chi6u chyp va sl dyng lai metformin néu chic nang than

ndinh.

Phdu thudt hodc céc thu thudt khdc: Sy Iuu gil thic &n va dich trong qua trinh phiu thuat hodc thyc hién cac
thii thuat khac c6 thé 1am tang nguy co gidm thé tich, tyt huy&t 4p va suy than. Nén tam thdi ngifng sl dung
metformin khi b@nh nhan bj gidi han lugng thic an va dich nap vao.

Tinh trang gidm oxy hit vao: Qua trinh theo di hau mai da ghi nhan mdt s& ca nhidm toan lactic lién quan dén
metformin xay ra trong b&nh canh suy tim sung huyét c&p (dac biét khi cé kém theo gidm tudi mau va gidm
oxy huyét). Tryy tim mach (s&c), nh8i mau ca tim c&p, nhidm khudn huyét va cac bénh ly khac lién quan dén
gidm oxy huyét c6 méi lién quan véi toan lactic va ciing c6 thé gay nitd huyét trudc than. Khi nhdng bién c6
nay xay ra, ngifng metformin.

Ubng rugu: Rugu c6 kha nang &nh hudng dén tac ddng clia metformin 1&n chuyén héa lactat va tif dé cé thé
lam tang nguy cd nhidm toan lactic lién quan dén metformin. Canh bao b&nh nhan khéng ung rugu khi sit
dyng metformin.

Suy gan: B§nh nhan suy gan c6 thé tién trién thanh toan lactic lién quan dén metformin do suy gidm thai trit
lactat d&in t6i tang néng d¢ lactat trong mau. Vi vy, tranh sif dung metformin trén nhiing bénh nhan da duge
ch&n do&n bé&nh gan thdng qua bling chiing xétnghiém hodclam sang.

Strdyng cho phy nit cé thal va cho con bu

Thai ky mang that:

Metformin chéng chi djnh d&i véi ngusi mang thai. Trong thai ky bao gid cing phai diéu trj dai thdo dudng
‘bing insulin.

Thai ky cho con bu:

Khong thay c6 tu ligu vé sif dyng metformin d8i véi ngudi cho con bu; hodc xac dinh lugng thuc bai tiét trong
s0a me. Metformin dugc bai tiét trong slfa clia chudt c8ng trdng cdi cho con b, véi ndng dd c6 thé ngang
néng dg trong huyét tuong. VI ¢4 trong Iugng phén tif th&p (khodng 166) metformin co thé bai tiét trong sa
me. Cén can nhdc ndn ngifng cho con bl hodic ngirng thue, can e vao mic d9 quan trong clia thudc ddi vai
ngudime.

Téc ddng clia thuSc khi 141 xe va van hanh mdy méc

Metformin khdng &nh hudng I8n kha nang lai xe va van hanh may méc.

TUONG TAC VOI CAC THUGC KHAC VA CAC LOAI TUONG TAC KHAC

- Gidm tée dyng:

Nhing thubc cé xu huéng gay tang glucose huyét (vi dy, thudc igi tidu, id, phenytoin, acid ni
phenothiazin, nhilng ché phdm tuyén gidp, oestrogen, thudc trdnh thy thai uding, nhiing thubc tac dyng giding
thén kinh giao cdm, nhing thudc chen kénh calci, isoniazid) ¢6 thé din dén sy gidm kiém soat glucose huyét.

- Tang tée dyng:

Furosemid lam tang néng d9 t6i da metformin trong huy&t tuong va trong mau, ma khdng lam thay ddi hé sé
thanh thai than clia metformin trong nghién ciu dung mdt liéu duy nhat.
» Tdng ddc tinh:

Nhing thubc (vidy amilorid, digoxin, morph din, p quir

trimethoprim, quinin) duge thai trif nhd bai it qua ng than ¢6 thd cé kha nang tuong tac vai metformin bng
cdch canh tranh vai nhiing hg théng van chuydn thong thudng & 8ng than.

Cimetidin lam tang (60%) néng d4 dinh cla metformin trong huy&t tuong va mau toan phdn, do dé trdnh dung
phéi hgp metformin véi cimetidin,

id. i

TAC DUNG KHONG MONG MUGN CUA THUSC

Nhang ADR thudng g#p nhét clia metformin & vé tidu hod. Nhirng tac dyng nay lian quan tdl lidu va thusng
xay ravao luc bdt ddu tri ligu, nhung thuding 1 nhat thai,

Thuong gép, ADR > 1/100

- Tiéu hod: Chan &n, buén ndn, ndn; tidu chdy, ddy thugng vi, tda bon, g ndng.

-Da: Ban, mé day, cdm thy vél dnh sdng.

- Chuyén hod: Gidm néng 49 vitamin B,

Itgap. 11100 > ADR > 1/1000

- Huyéthoc: Loan sdn mdu, thidu mdy bt sdn, thiu mdu tan huydt, suy Wy, gldm idu cdu, matbach cdu hat
- Chuyén hod: Nhidm acid lactic,

QUA LIEUVA CACH XU TRI

Khong théy gldm dudng huydt sau khl udng lidu 85 gam metformin, mae di nhidm acid lactio da xdy ra trong
truéing hgp do.

Moetformin 66 thé thém phan duga val ho 88 thanh thil 1an 181 170 mphut; sy thdm phan mdu cd thé co tac
dyng logl ril thuda tieh 10y & ngud| benh nghl 1A dlng thude qud Idu.
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