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IMEtTOrMIN KOl ccinccscsssin s oviisininanisess sicivesssicistos Bt 500 mg
BIDONCIAMID .o hsiiiiisussieiibions oo s B s o oo B e et esacos 5mg
Taduge VA AU ..o, S e 1 vién

(Avicel, lactnse, PVP K30, croscarmellose sodium, magnesi stearat, HPMC, PVA, PEG 6000, titan dioxyd, talc, oxyd sat
vang).

DANG BAO CHE: Vién nén bao phim.

QUY CACH BONG GOI: Hop 3 vix 10 vién.

DUGC LYC HOC: GliritDHG 500mg/ 5mg la thudc diéu tri dai thdo dudng typ 2, vdi thanh phdn hoat cht chinh Ia
metformin két hop voi glibenclamid. Metformin thugc nhom biguanid, ¢ ca ché tac dyng ngoai bién 1a 1am tang sif dyeg
glucose ¢ t& bao, cdi thién lign két clia insulin véi thy thé, dc ché tdng hgp glucose & gan va gidm hdp thu glucose & rudt.
Metformin khdng c6 tac dung ha duing huy&t & ngudi khong bj dai thao dubing. O ngudi bj ddi thao dubing, metformin lam
giam sy tang duding huy&t nhung khang gay tai bign ha dudng huy8t trir truting hop nhin déi hay phdi hgp thudc hiép déng
tac dung. Con glibenclamid la mét sulfonyluré cé tdc dung lam gidm ndng dd glucose trong mau, chii yéu Ia do kich thich
t& bao beta tuy&n tyy tang tiét insulin ndi sinh. Khi diéu tri ngdn ngay, glucose huy&t giam con do thudc Iam giam luu lugng
glucose clia gan vao mau va lam tang tdc dung insulin d6i véi cac t& bao dich ngoai bién. Khi ding lau dai glibenclamid,
ndng df insulin trong méu gidm xudng miic nhy trudc khi didu tri, nhung dung nap glucose van tiép tuc dugc cai thién.
Méc dii co ché téc dong cla metformin va glibenclamid khéc nhau nhung lai bé sung cho nhau va c6 thé c6 tac dung hiép
d6ng nham kiém soat t6t duting huy8t khi don tr lidu khong khéing ché dugc dudng huy8t theo yéu ciu.

DUGC BONG HOC: Metformin hdp thu cham va khong hoan toan & dudng tiéu hda. Kha dung sinh hoc tuydt déi cla
500 mg metformin udng lic déi x&p xi 50 - 60%. Khdng co sy ty 18 vdi liéu khi tang liu, do hap thu gidm. Thic 4n l1am
giam mic do hap thu va 1am cham sy hap thu metformin. Metformin khong bi chuyén hoa & gan va khong bai tiét qua
mat. Metformin dugc thi trir qua dubng than & dang khong chuyén hoa. Nita ddi trong huyét tuong 1a 1,5 - 4,5 gid.
Glibenclamid dugc hap thu tét qua duting tiéu héa. Thiic &n khdng anh hubng dén téc do va mirc do hap thu cla thudc. Thoi
gian xudt hién tac dung 12 45 - 60 phit va dat mic tdi da trong vong 1,5 - 3 gid. Thé tich phan b clia glibenclamid khodng
0,125 lit/ kg, thai gian ban thai trung binh 1,4 - 1,8 gids, va c6 thé kéo dai & ngudi suy gan hodc suy than. Thubng c6 thé chi
cdn ding thudc mot 1n trong ngay. Glibenclamid chuyén hoa hoan toan & gan thanh cac chat chuyén hoa cé hoat tinh va
dugc thai tri qua nutc tiéu va phan.

CHI BINH: iéu trj dai thdo dudng typ 2 nhdm Kiém soat duang huyt, ket hop vdi ché do 4n kiéng va luyén tap thé duc.
CHONG CHi DINH:

B&nh nhén suy than nang (eGFR dudi 30 mL/ phit/ 1,73 m’) [xem muc Canh bao va than trong].

B&nh nhan toan chuyén hda cap tinh hadic man tinh, bao gém ca nhiém toan ceton do tiéu dudng.

Bénh nhén da co tién sii qué man véi metformin, glibenclamid, sulfonamid, cac thudc Igi tiéu c6 hoat chat 1 sulfonamid
hodc probenecid hay bat ci thanh phan nao clia thude. Tré em, phu nit mang thai hodc cho con bo. Ngui bénh c6 trang
thai di héa cdp tinh, nhidm khuén, chan thuong. Gidm chifc ning than do bénh thin, hodc réi loan chifc ning than, hoiic
¢6 thé do nhiing tinh trang bénh Iy nhu tryy tim mach, nhdi mau ca tim ¢4p tinh va nhi&m khudn huyét gay nén. Bénh gan
nang, bénh tim mach nang, bénh hd hp nang vdi gidm oxygen huyt, suy tim sung huyét, truy tim mach, nhdi mau co
tim cdp tinh, bénh phdi thiéu oxygen man tinh. Nhiém khudn nang, nhiém khudn huyét, mét bl chuyén hoa cdp tinh. Hoai
thu, nghién rugu, thiéu dinh dutng. Noudi bénh chigu chup X quang c6 tiém cdc chat cdn quang cd iod phai tam thdi
ngling metformin. Dai thao duding phu thudc insulin (typ 1), dai thao duding thigu nién hodc khang &n dinh. Hon mé do dai
théo duding. Tan thuong ndng gan hoic than.

CANH BAD VA THAN TRONG: Tuin thii ché 0o an udng va dung thudc déu din 1a vén dé hét sic quan trong d€ didu tri
thanh cong va phong ngiia nhiing thay di khdng mong mudn vé ndng dd glucose huy8t. Theo ddi déu din cic xét nghiém
¢an 1am sang dé xac djnh lidu t6i thidu c6 higu lyc. Sit dung déng thdi cdc thudc tac dong dén bai tiét d dng than cd thé
anh huGng dén sy phan b thudic. Ngudi suy giam chiic ndng than, thiéu dinh dung, bi xa cing déng mach ndo. Ngubi
bénh di (ing véi sulfonamid va cac din chat sulfonamid.

C6 thong bao la viéc ding cac thudc udng diéu tri di thao dudng lam tang ty |8 tif vong v& tim mach, so vdi viéc diéu trj
béing ché dj dn don thudn hodc phai hop insulin vdi ché do an.

Nhiém toan lactic

Qua trinh gidm sat hdu mai da ghi nhan nhiing ca nhiém toan lactic lién quan dén metformin, bao gdm cé trutng hgp
vong, giam than nhiét, tut huyét ap, loan nhip cham kéo dai. Khéi phét clia tinh trang nhigm tean acid lactic lién quan dén
metformin thuting khong dé phat hién, kém theo cac tridu ching khong dién hinh nhu khé chiu, dau co, suy hd hap, ld mo
va dau bung. NhiEm toan acid lactic lién quan d&n metformin dugc dic trung bing néng do lactat ting I8n trong mau
(> 5 mmol/ L), khodng tréing anion (khdng co biing chiing clia keto niéu hodc keto mau), ting ty 18 lactat/pyruvat va nng
dd metformin huyét tudng ndi chung tang > 5pg/ mL.

Y&u t6 nguy co clia nhiém toan acid lactic lién quan dén metformin bao gdm suy thén, st dung ddng thai vii mot s thubc
nhat dinh (vi du cic chat (ic ché carbonic anhydrase nhu topiramat), tif 65 tudi trd 1&n, c6 thuc hién chidu chup st dung
thudc can quang, phiu thuat va thyc hién cac thi thut khéc, tinh trang gidm oxy hit vao (vi du suy tim sung huy&t cap),
udng nhiéu rugu va suy gan.

Céc bién phap giam thifu nguy co va xi tri nhiém toan acid lactic lién quan d&n metformin  nhom bénh nhan c6 nguy co
cao dugc trinh bay chi tiét trong td huting din sl dung thudc (muc Liéu dung va céch dung, Chdng chi dinh, Canh bao va
thén trong, Tuang tac thudc va St dung thudc trén nhiing doi tugng déc biét).

N&urighi ngd c6 toan lactic lign quan dén metformin, nén ngling sif dung metformin, nhanh chong dua bénh nhan den
bénh vién va tién hanh cac bién phap x( tri. 0 nhilng bénh nhan da diéu tri v6i metformin, da dugc chan doan toan lactic
hodc nghi ngd co kha ndng cao bi toan lactic, khuy&n céo nhanh chong loc mau ¢é diéu chinh tinh trang nhim toan va
loai bo phdn metformin da bj tich Iy (metformin hydroclorid ¢ thé thdm tach dudc véi do thanh thai 170 mL/phat trong
diéu kign huyét dong Ivc tat). Loc mau co thé 1am déo ngugc triéu ching va hdi phyc.

Hutng dén cho b&nh nhén va nguti nha vé cac trigu chimg clia toan lactic va n8u nhiing trigu chiing nay xdy ra, cdn ngiing
thudc va bao c4o nhiing trigu chiing nay cho bac sf.

Dai vai mai yéu td 1am tang nguy cd nhiém toan lactic lién quan dén metformin, nhiing khuy&n céo nhim gidp giam thiéu
nguy co va xi tri tinh trang toan lactic lién quan d&n metformin, cu thé nhu sau:

Suy thén: Nhiing ca nhiém toan lactic lién quan d&n metformin trong qué trinh gidm sét thubc hdu mai xay ra chi yéu trén
nhiing bénh nhan bij suy than nang. Nguy cd tich liy metformin va nhi&m toan lactic lign quan dén metformin téng l&n
theo mifc d nghiém trong clia suy than bai metformin dugc théi trir chi yéu qua than. Khuy&n cdo 1dm sang dua trén chic
nang than clia bnh nhan bao gém [xem myc Liéu ding va cach ding, Duge Iy lam sang]:

- Trudc khi kh3i d4u diu tri v6i metformin cdn ufc tinh mic 46 loc ciu thin {(eGFR) clia b&nh nhan.

- Chéng chi dinh metformin trén bénh nhan cd eGFR dudi 30 mL/ phat/ 1,73 m* [xem myc Chdng chi dinh].

- Khong khuy&n c4o khai ddu diéu trj véi metformin & bénh nhan ¢ eGFR ndm trong khoang 30 - 45 mL/ phit/ 1,73 m".

- Thu thap dif lidu v& eGFR it nhat 1 14n/ ndm & tit ca cac bénh nhan si dung metformin. O bénh nhan c6 kha ning ting
nguy cd suy than (vi du nhu ngudi cao tudi), chic ndng than nén dugc danh gia thubing xuyén hon.

- (' bénh nhan dang sif dung metformin va c6 eGFR gidm xudng dudi 45 mL/ phit/ 1,73 m?, danh gia nguy co - Igi ich clia
vigc tigp tuc phac dd.

Tuong tdc thudc: SU dung ddng thai metformin véi mot s6 thudic ¢6 thé 1am ting nguy co nhidm toan lactic lién quan dén
metformin; bénh nhdn suy gidm chiic nang than dén t6i nhiing thay ddi ding ké v& mit huyét dong, anh hubing t6i can
bing acid-base hodc lam tang tich Iy metformin [xem muyc Tuong tic thudc). Vi vdy, can nhdc theo ddi bénh nhan
thuting xuyén han.

Bénh nhan tir 65 tudi trd Ién: Nguy ca toan lactic lign quan d&n metformin ting Ién theo tudi cia bénh nhan bdi bénh nhan
cao tudi c6 khd ndng bi suy gan, suy than, suy tim I6n hon nhitng bénh nhén tré tudi han. C4n danh gia chiic nang than
thuding xuyén hon dai véi nhitng bénh nhan 16n tudi.

Thue hign cdc xét nghigm chan dodn ¢ su dung thuéc can quang: Tiém thudc can quang vao ndi mach & nhiing bénh
nhan dang didu tri metformin c6 thé dan t6i suy giam cdp tinh chiic nidng than va géy ra toan lactic. Ngimg sif dung
metformin trudc hodc tai thai diém thuc hién chiu chup c6 sl dung thuc can quang cé chiia iod G nhiing bénh nhén ¢6
eGFR nim trong khoang 30 - 60 mL/ phat/ 1,73 m’, nhiing bénh nhan co tién st suy gan, nghién rugu, suy tim hodc

GlintDHG

MetforminHClI 500mg g
Glibenclamid 5mg 500 mg/5 mg

nhitng bénh nhan s& st dung thudc can quang chia iod theo dudng ddng mach. Danh gia lai eGFR 48 gid sau khi chiéu
chup va sir dung lai metformin ndu chiic ning than én dinh.

Phau thudt hodc cdc thu thudt khdc: Su uu gill thirc dn va dich trong qué trinh phiu thut hodc thyc hién cac thi thuit
khéc co thé 1am tang nguy co giam thé tich, tut huyét ap va suy than. Nén tam thdi ngling sif dung metformin khi bénh
nhdn bj gidi han lugng thic an va dich nap vao.

Tinh trang gidm oxy hit vao: Qua trinh theo d&i hdu mai da ghi nhan mot s& ca nhim toan lactic lién quan d&n metformin
xay ra trong bénh cénh suy tim sung huy&t cdp (dic bit khi co kém theo gidm tudi méu va gidm oxy huy8t). Truy tim
mach (sdc), nhdi mau cd tim cdp, nhiém khudn huyét va cac bénh Iy khac lién quan d&n gidm oxy huyét co mai lién quan
véi toan lactic va cing c6 thé gay nita huy8t trudc than. Khi nhiing bién cd nay xay ra, ngiing metformin.

Uéng rugu: Rugu c6 kha n&ng anh hubing dén tac dong ctia metformin 18n chuy@n hoa lactat va tirdo co thé 1am ting nguy
cg nhiém toan lactic lién quan d&n metformin. Canh béo bénh nhan khong udng rugu khi sit dung metformin.

Suy gan: Bénh nhén suy gan co thé tign trién thanh toan lactic lién quan dén metformin do suy gidm thdi trif lactat din tai
tidng ndng d lactat trong médu. Vi vy, trdnh st dung metformin trén nhilng bénh nhan da dugc chdn dodn bénh gan
thdng qua bng chiing xét nghiém hodc Iam sang.

PHUY N CO THAI VA CHO CON BU: Thudc chéng chi dinh trén cac ddi tugng nay.

LAI XE VA VAN HANH MAY MOC:

Than trong khi 14i xe va van hanh mdy méc vi nhiing nguy cd do ha dubing huy&t c6 thé xay ra.

TUONG TAC THUOC: T4c dung ha glucose huygt clia thudc c6 thé ting I&n khi phéi hgp véi cac sulfonamid, salicylat,
phenylbutazon, céc thuic chéing viém khong steroid, cc fluoroguinolon, céc din chdt cumarin, cac thudc chen beta, cac
chal (c ch& monoaminoxydase, perhexilin, cloramphenicol, clofibrat va fenofibrat, sulfinpyrazon, probenecid,
pentoxifylin, cyclophosphamid, azapropazon, cdc tetracyclin, cdc chit tc ch& men chuyén di angiotensin, rugu,
fluconazol, miconazol. Téc dung ha glucose huyét clia thudc co thé gidm khi phoi hop véi cac thudc Igi nigu thiazid, acid
ethacrynic, estrogen, cic thufic ung tranh thai c6 estrogen/ gestagen, cic din chit phenothiazin, phenytoin, acid
nicotinic, cdc thudc cubng giao cim, thulc chen kénh calci, isoniazid, cdc ché phdm tuyén gidp va céc corticosteroid.
Glucose huyét tang khi phdi hgp thudc véi salbutamol, hodc terbutalin (tiém finh mach). Tac dung ha glucose huyét cling
¢0 thé bj &nh hubing khi phdi hgp vdi cac thudc diéu tri lao. Tang ddc tinh khi phdi hgp vdi: cationic (amilorid, digoxin,
morphin, procainamid, quinidin, quinin, ranitidin, triamteren, trimethoprim va vancomycin), cimetidin.

TAC DUNG KHONG MONG MUGN:

Thuting gap: Chan 4n, bun ndn, ndn, tidu chay, ddy thugng vi, tdo bon, ¢ ndng. Ban, may day, man cam véi dnh sang;
giam néng dd vitamin B12. it gdp: Loan san mau, thifu mau bat san, thiéu mau tan huyét, suy thy, gidm tidu cdu, mat
bach cdu hat, nhiém acid lactic. Ha glucose huyt. Hi€m gép: Gidm huy€t cdu toan thé, viém mach dj (ng. Vang da do
viém gan va/hodc do (' mat. T6n thuong thj gidc tam thai.

X{rtri: USng thuc vao bila dn va ting liéu ddn tiing budc dé tranh tac dung khong mong mudn vé tidu hoa. Thidu mau hong
cdu khéng 16 (han hiu méi xay ra): Diéu trj bing vitamin B12. Nhiém acid lactic (ngudi bénh c6 nhiém acid chuyén héa
khong tang ceton): BiBu tri ngay, t6t nhat 14 loc mau. Ngimg diéu tri néu ndng do lactat huy@t tuong vugt qua 3 mmol.
Thdng béo cho bac sT nhiing tac dung khdng mong mudn gap phai khi s dung thudc.

QUA LIEU VA CACH XU TRi: , )

Céc phén (ing ha duding huy&t co thé xdy ra do ding qua liu, do tuong tc voi mot sd thudc hodc do sai ldm trong an udng.
Céc biu hién: nhitc ddu, kich thich, bén chén, md hdi ra nhidu, mat ngd, run rdy, rdi loan hanh vi, kém tinh téo, nhanh
nhen. Khic phuc biing cch 3n dubing (khoang 20 - 30 g) va béo ngay cho bc sT bigt. N&u ngudi bénh bi hdn mé, co thé
bom dung dich duting saccharose hoic glucose vao da day hodc truyén glucose vaa tinh mach.

LIEU DUNG VA CACH DUNG:

Liéu khuyén cao ctia Metformin

Liéu khdi ddu déi vai banh nhan dang khong sl dung metformin 1& 500 mg, mdt 1dn/ ngay, ding dudng udng. N&u bénh
nhan khang gap phan (ng c6 hai dubng tigu héa va cdn phai ting liéu thi c6 thé dung thém 500 mg sau mbi khodng thai
gian didu tri tir1 dén 2 tudn. Liéu dung clia metformin c4n dugc cin nhic diéu chinh trén tiing bénh nhén cu thé dya trén
hidu qué va d dung nap clia b&nh nhan va khdng vuot qua lidu tdi da dugc khuy&n cdo la 2000 mg/ ngay.

Liéu diing cta GliritDHG

Liéu GliritDHG dugc diéu chinh theo dap (ng va dung nap clia tiing ngudi, t6i da khdng qud 2000 mg metformin/ 20 mg
glibenclamid. Thudc dugc uSng ciing bifa dn, khoi ddu lifu thap va ting lidu dan.

Bénh nhan khéng kiem sodt dugc duong huyét vdi dan tri metformin hodc glibenciamid (hodc sulfonyluré khdc): Kndi
ddu vdi GliritDHG 500mg/ 2,5mg hodc GliritDHG 500mg/ 5mg, 2 In/ ngay, udng clng bila an sang va toi. Liéu khai ddu
khong vugt qué liéu metformin hodc glibenclamid (hay liéu tuong duong sulfonylur@ khéc) dang sif dung. Diéu chinh liéu
(khdng qud 500 mg metformin/ 5 mg glibenclamid mi 14n) dé dat myc tiéu dudng huy&t.

Bénh nhan dang diéu tri vdi metformin két hop glibenclamid (hodc m@t sulfonyluré khdc): Khi chuy8n qua sif dung
GliritDHG, liéu khdi d4u khong vuot qua liéu metformin va glibenclamid (hodc lidu tudng duong sulfonyluré khac) dang st
dung. Bénh nhan cén dugc kifm sodt chit ché cac ddu higu ha dubng huy8t sau khi thay ddi va chinh liéu GliritDHG nhu
trén dé dat muc tiéu diu trj. Khi lidu ding glibenclamid > 10 mg/ ngay thi co thé chia 2 14n/ ngay.

Bénh nhan phai tudn thi ché dd dn kiéng theo suf huéng dan clia bac sTdidutri.

Khuyén cao st dyng thudc trén bénh nhén suy than

Panh gia chic nang than trudc khi khoi ddu diu tri véi metformin va danh gid dinh ky sau do.

Chéing chi dinh metformin trén bénh nhan c6 eGFR duti 30 mL/ phit/ 1,73 m’,

Khong khuyén cdo khéi ddu diéu tri véi metformin & bénh nhan cd eGFR ndm trong khodng 30 - 45 mL/ phat/ 1,73 m".

0 bénh nhén dang sif dung metformin va cé eGFR giam xudng dudi 45 mL/ phat/ 1,73 m’, danh gia nguy cd - Igi ich khi
ti€p tuc diéu tri.

Ngling sti dung metformin néu bénh nhan c6 eGFR gidm xuSng dui 30 mL/ phat/ 1,73 m* [xem muc Chding chi dinh,
muc Canh bdo va than trong].

Ngiing sif dung metformin khi thyc hién xét nghiém chdn dodn hinh dnh co sif dyng thudc can quang chifa iod

Trén nhing bénh nhan co eGFR ndm trong khodng tir 30 - 60 mL/ phit/ 1,73 m’, trén nhiing bénh nhan cé tién sifbénh Iy
vé gan, nghién rugu hodc suy tim, hodc trén nhiing bénh nhan s& sir dung thudc can quang chifa iod qua duting dong
mach, ngimg metformin trudc hodc tai thai didm thyc hién xét nghiém chdn dodn hinh &nh c6 sif dyng thudc can quang
chita iod. Banh gid lai chi s6 eGFR sau khi chiéu chup 48 gio sirdung lai metformin néu chic nang than on dinh [xem myc
Canh bdo va than trong].

Hoic theo chi ddn clia Thdy thudc.

Doc ki hudng dan si dung trude khi ding.

Néu cén thém thdang fin, xin hdi § kién bac sT.

Thude nay chi ding theo don ciia béc sT.

Han diing: 36 thang ké tlf ngay san xuat.

Diéu kién bao quan: Ndi khd, nhiét d khéng qua 30°C, tranh anh sang.

Tiéu chuan: TCCS.

San xuat tai:

CONG TY CO PHAN DUQC HAU GIANG - Chi nhanh nha may dugc pham DHG tai Hau Giang
L6 B2 - B3, Khu cong nghiép Tan Phi Thanh - giai doan 1, xa Tan Pha Thanh, huyén Chau Thanh A, tinh Hau Giang

DT: (0293) 3953454 e Fax: (0293) 3953555

Mai thac méc vé san pham,
xin vui long lién hé
{@ 0292.33990001
E-mail: dhgpharma@dhgpharma.com.vn
www.dhgpharma.com.vn




