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70 HUONG DAN SU DUNG THUOC

Duobivent

THUOC NAY CHI DUNG THEO DON THUOC. CAN THEM THONG TIN, XIN HOI Y KIEN BAC 57,
DE XA TAM TAY TRE EM. DOC KY HUONG DAN SU DUNG TRUOC KHI DUNG,

1. Thinh phin:

Hoat chdt: Vildagliptin ... o S0 mg
Metformin HCI . 1000 mg
e 1 vidn

TV . SO r— §
(Microcrystallin cellulose 101, Hydroxypropyleellutose,  Magnesi  stearate,
Hypromellose 6 ¢ps, Polyethylen glycol 6000, Tale, Titan dioide, Oxide st o)

2. Dang bao ché Vien nén hao phim

Md tdi sdn phdm: Vién nén hinh oval, hao phim mau hdng, hai mat tron, canh v thinh

vidn linh an.

3, Chi dinh:

Duobivent ditde ding cho binh nhin ddi thio dudng tuyp 2 (T2DM - type 2 diabetes

mellitus) trong nhitng ttdng hop:

v Thay thé metformin voi nhing ttdng hp bénh nhin Khong Kiém sodt duge
Qudng huydt khi ding Tidu 8 da metformin hodle tntdng hp benh nhin dang
dang riéng 1¢ vildaglipun va metformin,

v Phoi hap vdi sulphonylurea (SU) (lidu phép tri Tidu ba thudc) nht mdt thude
b trd cho ¢h A3 An v Tuyén tap kKhi metformin va sulphonylurea khong Kiém
sodt hidu qui dudng huyét.

v Phai hp v insulin ahut mt thude b3 g cho che 4 an vi luyén tip khi ding insulin
liéu duy tri Gn dinh va metformin dan tri khong kidm sodt hiéu qui dutng huyé.

4. Céich dng - Lidu ding:

Liu lutomg:

Ngur I voi chite nding than binh thiemg (GFR 2 90 mL/phiit)

Lidu ding ciia Duobivent tuy thude vao timg bénh nhan va dua trén phic dd hién tai

ciia ho, hidu qua va dung nap ciia thude trong khi khong duge vt qud lidu (6i da

Khuyén cdo cda vildagliptin 13 100 mg/ngay

Li¢u khdi ddu cia Duobivent duge khuyén cdo 13 50 mg/1000 mg x 2 Wn/ngdy, mot

vién budi sdng va mot vién budi i

Laéu khoi ddiw ch iér &t vdi lid

cii i i ¢ Lidu Khai ddu tinh theo vildaglipti

1a 100 mg,

Miic dir cde tdn thitdng da khong thify xufit hién trong cde thit nghiém 1am sang, nhing
dit Tiéu v hih chitng da trén bénh nhin d4i thio duing con han ché Hem nita, di c6
nhitng biio cdo sau luu hinh vé ede tdn thitdng da nhi ndi mun nide va teée viy. Do
6, nén theo doi cic 16i loan vé da, chiing han ot phng rop hofic loét

Viém ey cap:

St dung vildaghiptin co nguy e gy viém tuy cfip. Bénh nhin cfin dudc thang bio vé
i ching dac ining ciia viem tuy cip

- NEu nghi ngdt viém tay, nén ngimg sit dung vildaglipting néu duge chiln dofin viém
tuy cfip, khong nén sit dung lai vildagliptin. Cin thin trong & nhitng bénh nhin c6 tién
st viém ty cip,

Ha.dieomg huyét: Sulphonylurea ¢6 tde dung khong mong mudin giy ha duong huyét,
cho nén bénh nhiin dimg vildagliptin két hgp vai sulphonylurea ¢6 nguy cd ha diing
huyEt. Do dé, ¢6 thé ¢An giam liéu sulphonylurea dé gidm nguy cd niy

Lhdithud. Phii ngimg metformin khi tién hanh phiu thut gy mé todn thin, gy mé
iy sdng hoiic gy mé ngodi mang cdng, Viée sit dung thude c6 thé duce bit dio lai ft
it 48 gids sau phiu thut hoiic sau cung ¢dp dinh dudng dusing uéng hiu phiiu va voi
di@u.kién 12 chude niing thin binh thitdng,

7. Sif dung thude cho phy nit mang thai, cho con bi vi khi niing sinh sin:

Phun mang thai: Hién chia c6 dit ligu diy i vé viée sit dung Duobivent & phu nit
mang thai. Céc nghidn citu vé viée ding vildagliptin liéu cao trén dong vit cho thiy 6
ddc tinh sinh san. DG vai metformin, cie nghién cu trén ddng vit khong cho thily doc
tinh sinh sdn. Cde nghién cdu trén dong vit duge the hién vai phoi hop vildagliptin va
metformin khang cho thly biing ching vé& khi niing giy qudi thai, nhing ¢6 tac dung
gdly ddc cho bio thai & lidu gy doc cho thai phu. Nguy cd tiém dn cho con ngudi la
khong xdc dinh, do d6, Duobivent khong nén duge sit dung trong thai ky.
Phinit cho con bii: Cdc nghién citu trén dong vt cho thiy metformin va vildagliptin
duge bai iét vio sia. Hign chia thé xdc dinh vildagliptin ¢6 bin tiét vio sita me hay
Kkhong, nhung metformin dide bai tiét vao sita me voi lugng nhd. Do nguy cd ha
dung huy@t & tré 5o sinh lién quan dén metformin va thiéu dif lidu trén ngudi voi

nap._cu
ngdy 2 14n. Li¢u metformin bing véi liéu metformin dang sif dung,
o5 Tt it s b Ty 1
riéng 1¢: Duobivent ¢ thé duge khdsi ddu bing vdi lidu cha vildagliptin va
metformin dang dang.
it dung phi hop voi lurea (SUJ hodc vdi_insulin: Lidu Duobivent nén duge
dung tdng ing licu vildagliptin S0 mg x 2 1in/ngy (t0ng lidu 100 mg) va iéu metformin
tong i vdi lidu dang dung. Khi phéi hep Duobivent vai mot sulphonylurea, ¢6 thé cin
gidm lidu sulphonylurca d¢ gidm nli ro ha dudng huyét.

é1 01 iém_sodt_t6t_dud

metformin lidu 161 da dung nap: Liéu Duobivent nén ding tudng ing litu vildagliptin
SO mg x 2 lan/ngay (tdng lidu 100 mg) va liéu metformin tiong wf nhut lidu dang ding.
Tinh an toan va hiéu qua cda vildagliptin va metformin trong li¢u phip ba thude két
hop thiazolidinedion chua duge ddnh gid.

Nhom déi tutgng ddc biét:

Suy_thin: Dénh gid chic ning than tndde khi khdi ddu didu tri vai thuGe chia
metformin (nhu Duobivent) va ft nhdt mt 1an mi nim sau d6. & nhing bénh nhin ¢6
nguy ¢d suy thin vi & ngudi cao tdi, chile ning thin nén duge ddnh gid thudng xuyén
hon, vi du 3 - 6 thang mot an.

Liéu 15i da hang ngdy cta metformin (6t nhdt nén dude chia thanh 2 - 3 1dn, Clc yéu
18 ¢6 thé 1am ting nguy cd nhifm toan lactic (vem muc 6) nén duge xem xét rude khi
bit diu sir dung metformin & bénh nhin ¢6 GFR < 60 mL/phiit.

NEu khong ¢6 sin ham Iugng Duobivent tidng dng, nén sif dung cfc thude don thanh

phin thay vi thuGe phdi hop li¢u cd dinh.
GFR mmﬂl
Li¢u (61 da hang ngay 1 3000 mg o
60 -89 Gidm liéu ¢6 (hé cln xem xét khi bénh nhin suy hi"‘(:‘f':;”lf';‘“é
gidm chie ning thin ol gain. oY
4559 | Litutdi da hing ngly 12 2000 me
Liéu khoi dAu khong vugt qué mt nita lidu i da | Ladu t6i da
044 | 1iCut61 da bang ngdy 1a 1000 mg hang ngdy
Licu khs diu khong vuot qui mOt nifa lidu 6ida [ 1450 mg
<30 Chang chi dinh

Suy gan: Duobivent khong dugc dung cho bénh nhin suy gan, k& ca nhitng bénh nhin
6 alanin aminotransferase (ALT) hoic aspartat aminotransferase (AST) tntdc diéu tri
>3 14n ULN (xem muc S, muc 6 va muc 10).

i (1t i - Vi metformin thili trif qua thiin, trong khi ngudi cao
tbi c6 khuynh hudng gidm chic nang thin, nén bénh nhin cao wdi ding Duobivent
chn duge theo doi djnh ky chife ning thin (xem muc 6 vimuc 13).

¢ L i: Tinh an toan va hiéu qué ciia Duobivent & bénh nhin dudi 18 wéi
chuta dude xéc dinh. Do d6, Duobivent khong khuyén cdo diing cho nhom bénh nhin ny.

- Diing dudng udng.

- Duobivent nén duge ding vao bita an dé Jam gidm tdc dung khong mong mudn trén
Audng tiéu héa do metformin (xem muc 13).

5. Chéng chi dinh:

- Quii mén v6i chic hoat chit hofic vdi bit ky ti dudc ndo cia thudc (xem muc 1).

- Bift ky loai nhiém toan chuyén héa cip tinh nio (nhu nhiém toan lactic, nhiém toan
ceton do ddi thdo dudng).

- Tién hon mé do ddi thdo dudng.

- Suy thin nang (GFR < 30 mL/phiit) (xem muc 6). 4

- Cfic tinh trang cip tinh ¢6 kha niing dnh hudng (di chdc ning thin, ching han nhu:
Mt nude, nhiém khudn nng, soc, ding thudc cin quang cha iod dudng tinh mach
(xem muc 6). 8

- Bénh cﬂ)} tinh hodc man tinh ¢6 thé gy thi€u oxy mo, ching han nhu: Suy tim hofie
suy ho hap, mdi bi nhbi méu co tim, sdc.

- Suy gan (xem muc 4, muc 6 Vi muc 10)

- Ngb doc rugu cdp tinh, nghién nigu,

- Cho con b (xem muc 7).
6. Canh biio vii thin trong: A
Thing tin chung: Duobivent khong phii 14 mot thudc thay thé insulin dung cho bénh

nhin cin insulin. Duobivent khong nén dung cho bénh nhin dd thio duong wyp 1.
hié e ;

~ Nhiém toan lactic, mot bién ching chuyén hoa rfit hi€m gip nhung nghiém trong,
thudng xdy ra khi bénh nhan bj suy thin clip, hofic bénh tim phéi hode tinh trang
ahiém khudn, Sy tich ty metformin xay ra kbi chic nang thin bj suy gidm va Jam ting
nguy cd nhiém toan lactic. )
- Trong trudng hyp mélt nude (tiéu chay ning hodc non n 86t hodce gidm lugng nude
ubing vio), nén tam nging metformin va lién he voi chuyén gia y (€. i !
. Chc thude ¢6 thé lam suy gidm chice nang thin cfip tinh (nhu thudc hy huy€tap, thude
I tiéu vi NSAID) nén duge sit dung thin rong @nhitng b¢nh nhin duge diéu tr) bing
metformin, Chie y€u 16 nguy cd khic cia nhiém toan luctic bao pbm: uGng nhiéu nigu,
suy gan, bénh ddi thdo duong chua duge kiém sodt 161, nhiém ceton, _nhin in kéo dai
va bit ky tinh trang ndo lién guan dén thiéu oxy, cing nhu sit dyng ddng thoi vai cic
thubic ¢6 thé gy nhiém toan lactic (xem muc 5 vi myc 9) 4
- Bénh phan vi ngudsi cham s6c phii duge thong bio vé nguy cd nhiém toan lactic.
Nhiém toan lactic duge dgc trung boi kho th, dau bung, chudt nit, suy nhigc
Whin nhiét, sau 06 1a hon me. Trong g hyp c6 cie triéu chitng nghi ngd, bénh nhin
nén nging ding metformin vi di khim ngay. Cdc xét nghiém ¢l in dodn bao gdm
gidun pH méu (< 7,35), ting nbng 40 lactate trong huyé wong (> 5 mmol/L) vi ting
Kkhodng tGng anion cang nhy ting ty J¢ lactute/pyruvate »
St dung thude cdn quang o6 fod: Su dyng thude cin quang o iod tiém tinh mach c6
Whé giy bénh tin do tube cin quang, din d&n tich ty metformin va ting nguy
ahiém toan lactic, Nén ngimg metformin tude hole i thoi diém tién hanh chin dodn
hinh dnh va khong duge ding lyi {t nhit 48 gio sau do, voi didu kign chite ndng thin
duge xde dinh trd 1gi binh thudng (xem muc 4 v muc 9)
Clue nang than: DO loe chu thin (GER - Glomerular filtration rate) nén duge dinh pid
trude khi bt dhu diu tr) v thudng xuyén sau d6 (xem muc 4). Metformin chong chi
dinh & nhitng béah nhin 6 GER < 30 mL/phat vi nén tam nging sit dyng khi ¢6 cic
tinh trang lam thay d6i chie ning thin (xem myc 5).
Suy gan: Bénh nbin suy gan, ké ci nhing nguoi <6 ALT hode AST > 3 1in ULN tntde
diu trj, khong nén diéu tri bang Duobivent (xem muc 4, mue 5 v mue 10).
Thea doi men gan,
- Cic truong hop hiém gap vé 161 Jogn chile niing gan (bao gdm ci yiém gan) da dige
bio cdo voi vildaglipun. Trong nhing tiong hop nay, bénh nhin thuong khong ¢6
tiéu ching, khong ¢6 bién chung 1im sing va cdc xét nghiém chitc ning gun ud vé
binh thung sau khi nging diéu trj
- Xét nghiém chite nang gan nén duge thife hién uude khi bit ddu diéu trj voi Duobivent
biét trj 56 men gan binh thuding cda bénh nhin. Chile ning gan nén duge theo doi trong
khi diéu trj voi Duobivent khodng ba thing tong nim dAu tién va dinh ky sau do. Nhilng
bénh nhin mi transaminase tng nén duge ddnh gid chie ndng gan 1n thi hai o xic
nhiin két qua vi clin theo doi biing cie xétnghiém chie ning gan thudng xuyén cho dén
Khi cdc trj s& s lai binh thudng. Néu AST hode ALT ting ft nhdt 3 1an ULN vi kéo dai,
nén ngitng diéu trj biing Duobivent. Bénh nhin bj ving da hoj tri¢u ching nghi ngd
do ri loan chife niing gan nén nging ding Duobivent.
- Sau khi ngitmg diéu trj bing Duobivent vi xét nghi¢m chue ning gan trd vé binh
thuisng, khong nén bit ddu lai diéu trj bling Duobivent.
Réi loan trén da: Céc 16n thudng da, bao gbm phdng rop vt loét di dude bio cdo khi
st dung vildagliptin trén tf chi cda khi trong cdc nghién cdu ddc tinh tién lim sing.

Khong nén dang Duobivent trong thii ky cho con bi (xem muc 5)

g sil i : Hién chua ¢6 nghién citu vé dnh hudng cia phéi
hp vildagliptin va metformin dén kha ning sinh sin trén ngui.

8. Anh hudng trén khi niing 1i xe vi viin hinh miy méc:
Hién chua c6 nghién citu dnh hudng cia thude trén kha ning ¢ vit viin hanh may
mae. Bénh nhan bj chong mit khi dong thude nén trénh I4i xe va vin hanh mdy méc.
9. Tudng tic vi tuong ky ciia thude:

9.1. Tutong tdc thudc: Hign chua ¢6 nghién citu vé wong téc dGi vdi Duobivent. Sau
diy 13 cdc thong tin da biét vé nfong tic d6i vdi mdi thanh phiin hoat chit,

~ Vildagliptin ft gy tong tdc thude. Vi vildagliptin khong phii 13 mot cd chift ciia
enzym cytochrom P (CYP) 450, khong ttc ché, ciing khong giy cim dng cdc enzym
CYP 450, nén khong tdng tic khi diing phéi hgp vdi cic thudc 1a cd chilt, chit dc ché
holic chiit cim ng cic enzym ndy

- K& qui tif cdc thit nghiém 1im sang dudgc thuc hién voi thudc didu tri ddi thdo duong
dang udng gdm pioglitazon, metformin va glyburide két hop voi vildagliptin cho thily
khong ¢6 wong tic ditge dong hoc ¢6 dnh hudng dén hiéu qud 1im sang,

- Cfic nghién ctu vé tong tic thude - thude gilta vildagliptin vdi digoxin (cd chiit cia
P-glycoprotein) v warfarin (cd chat ctia CYP2C9) & ngudi khoe manh cho thiy
khong ¢6 widng tic duge dong hoc c6 anh hudng A& hiéu qud lam sang.

- Céc nghién cdu vé wong tic thudc - thude vdi amlodipine, ramipril. valsartan vi
simvastatin duge thyc hién trén ngudi khoe manh. Trong nhing nghién cdu ndy,
khong ¢6 tong tic dude dong hoc ¢6 dnh hudng d&n hiéu qua lim sing khi ding
chung vdi vildaghiptin. Tuy nhién, nghién ctu nay khong duge tién hanh trén nhém
bénh nhin myc tiéu.

P

- C6 thé tang nguy co phi mach ¢ nhiing bénh nhan ding ddng thdi Duobivent va
thudc e ché men chuyén (xem muc 10).

- Ciing nhut cdc thube diéu tri ddi thdo dudng dang ubng khic, tic dung ha dudng huyét
ciia vildagliptin ¢6 thé by giam b mot s thude khde nhu thiazid, corticosteroid, cic
hormon tuyén gidp va thude cudng giao cim

Metformin:

ong khuyén cdo:
- C6 nguy cd cao vé nhiém toan lactic khi ngd doe nidu,
diic biét trong trudng hgp doi, suy dinh dudng holic suy gan.

: Phii ngitng metformin trude hoic tai thi diém tién hanh

xéenghiém chiln dodn hinh dnh va khong duge ding la it nhit 48 gids sau d6, vdi didu
kién Ia chic ning than duge danh gid binh thudng (xem muc 4 VA muc 6),
Thude cation: Cic thube ¢6 bin chit cation thii trif theo cd ch& bii tiét d Gng thin
(vi du: cimetidine) ¢6 thé wong tdc voi metformin bing cdch canh tranh hé thdng vin
chuyén chung & Gng thn, va vi viy lim gidm thii trif cta metformin, din (i lam ting
nguy cd nhiém toan lactic. Mot nghién cuu trén ngudi tinh nguyén khoe manh cho
thdy cimetidine dung liéu 400 mg hai lin méi ngy 1am ting 50% ndng dd metformin
(AUC). Vi vity, nén kiém sodt chiit ché duding huy&, diéu chinh lidu trong mic liéu
Iugng Khuy@h cdo va thay di trong diéu tri ddi thio dudng khi ding ddng thai vér cde
thudc cation thii trit theo co ché bai tiét & Gng thin (xem muc 6).

~ MOt s0 thu6e anh hudng dén chie ning thin ¢6 thd lam ting nguy cd nhiém toan
lactic, vi dy: NSAID (ké ci thudc de ch€ chon loe cyclo-oxygenase (COX) I1), thude
e ch€ men chuyén, thudc di khing th thé angiotensin 1T va thudc I ticu, dic bict
La thude Igi tiéu quai. Khi bit ddu holic sit dung cdc thude ndy két hgp vdi metformin,
cdn theo doi chiit ché chie ning thin
- Glucocorticoid, chift chii viin B va cde thude 1¢i tiéu gdy ting dudng huyét ndi sinh.
Bénh nhan cin duge thong bdo va the hién theo dai dudng huyét thudng xuyén hon,
ddc biétkhi bit ddu didu trj. Liéu lugng ctia Duobivent ¢6 thé cin duge didu chinh khi
phdi hgp thudc v khi ngung thude:
- Chc thude de ch& men chuyén (Al
chinh li¢u lugng ciia thude didu tr d
9.2, Tuong ky ciia thude: Do khon,
trén 1in thude nay vai cdic thude khi
10. Téc dung khong mong mudn cia thude:
Tém tdt dit liéu an toan:
- Phiin 10n cdc tde dyng khong mong mudn ¢t thude 1 nhe vi thodng qua, khong cin
ngung diéu tri, Khong tm thly mdi lién quan giita cde tic dung khong mong mudn va
oc, thofi gian sit dung thude hofic liéu lugng hang ngdy.
¢ truding hop bi rdi loan chie niing gan (k& ¢d viém gan) Khi ding
vildagliptin. Trong nhitng trudng hdp nay, bénh nhin thudng Khong ¢6 tricu chung,
ciing khong c6 bién ching 1am sang va cde xét nghi¢m chie ndng gan iy v& binh
thuong sau khi ngimg diéu tri.
- Ditliéu cta cde nghién ciu don tr ligu va didu tri k€ hop trong thai gian 24 wdn, ty 1¢
ting ALT hofic AST 2 3 ULN (theo phin loqi hign nay dua vao it nhit 2 1dn xét nghigm
hén tiép hodc ic thim khdm cudi cing trong qué trinh diu tr) 13 0,2%; 0,3% va 0,2%
vildagliptin lidu S0 mg ngdy mt lin, vildagliptin S0 mg ngay 2 1in va
tinh chung (@t ¢ cde oy hop, Sy ting cide transaminase ndy noi chung khong ¢6 wi¢u
ching, khong tién tién nfnhién va khong kem theo o mt hole vang da.
- Mot s6 hiém tréing hop bj phi mach da duge bio cdo khi ding vildagliptin vi 1y 1§
tong wonhu nhém doi ching. Ty 1& nay 1dn hon Khi vildagliptin duge st dyog kéthdp
vai thudic e ché men chuyén, Phdn 10n cde bidn ¢8 o mue 46 nhe va khong cdn ngimg
diéu 1 voi vildaghptin
Tdm tdt cdc phdn ing bat lgi i cdc thii nghi¢m lam sang:
Ciic phin ung bt Igi dute bio cdo @ bénh nhin ding vildagliptin tong thit nghiéan ma ddi
Khi ph6i hop vdi metformin v khi ding don ) liéu duge ghi dudi diy doi voi méi chi
dinh, theo K¢ thang phin logi hé co guan va theo tn sudt wyét doi. Trong mdi phan loy
theo hé co quan, cidc phin tng At cda thude dude xép hang theo tn suit. Ngodi r, cde
thn sudt cho mdi phan g bat o duge dya wén quy ude nhu sau (CLONS LD: RAThwog
glp (2 1/10); thuong gdp (2 /100 d&n < 1/10); it gdp (2 11000 dén < 1/100): higm gdp
(G 110,000 d&n < 1/1.000); et hiém giip (< 1/10.000), Trong mdi ahom tin sudt, cie phin
tng bAUIi due trinh by theo thif e 4O nghiém tong giam ddn
Bing 1: Cie phin dng bt 1ot duge bio cio § béah nhin ding vildugliptin
100 mg mbi ngay phai hop vai metformin so vdi placebo vivmetformin trong
nghién ciu mi di (n = 208)
| Chuydn hia vi dinh dudng
Thuong gdp
¢ hd kil
Thudng gip
T p

) 6 thé lam ha duding huyét Do do, ¢6 thé cdn diéu
thiio dudng khi phdi hp thude va ki ngung thude
6 cde nghién citu vé wong Ky cta thude, khong

[ H g huyet

Dau diu

“hong mat

¥
HE tiéu hou
hufong 2ap

M td cde phdn timg bt lgi:
- Thit nghiém 1am sang c6 d6i ching dang vildagliptin 100 mg mbi ngay két hgp vai
metformin, khdng c6 trting hop nging thude do phin tng bit 16i nao dude bio cdo
trong cd nhom didu trj v nhom ddi ching.
- Thit nghiém dm sang cho thily 1y 1¢ ha duong huy@ K thudng glip & bnh nhin dung
vildagliptin két hgp voi metformin (1%) va {t gdp @ bénh nhin dung gid duge
Két hgp metformin (0,4%). Khong 6 trudng hop ha dudng huyét nghiém trong nio
duge bio cdo trong nhom vildagliptin

| Budn non




- Thif nghiém 1am sing cho thiy cin ning thay ddi khong ding k& so vai ban ddu khi
dimg vildaghiptin 100 mg m&i ngdy phdi hop véh metformin (+ 0,2 kg di vdi nhém
dimg vildagliptin va - 1,0 kg vadi nhom gid ditge).

< T nghi¢m Tam sang kéo dai trén 2 nim khong thity 6 bt thitdmg ndo khdc v an todn vi
e nguy o Khdng du bdo mide, khi vildagliptin dude thém vio phiae 48 dang metformin,
Phoi hap vi sulphonylurea (SU):

Bang 2: Cace phin img bt 16 durge hio edo & hinh nhin dimg vildagliptin 50 mg
ngay hai Fn phoi hap véi metformin viy SU (n = 157)

Xitted: Phutang phap hiéu qua nhit d& loai bt metformin Ia chay thin nhin tao
Tuy nhién, vildagliptin khong thé duge loai bo bing thim phan mau, mac div chit
chuyén héa chinh (LAY 151) ¢6 thé thim tich duge. Nén diéu tri h trg khi cin thiéh
12, Dite tinh duge e hoe:

Nhem diegre 1¥: Thude ha dusisng huy@ dang uGng phéi hdp, sit dung trong diéu tri bénh
ddi thito duimg.

Ma ATC: AIOBDOR

Cd ché tde dung:

« Duobivent 1d mot phési hop 2 thube didu trf chiing ting duiing huyét vdi cd chi bé trg 1in
nhau gitip ting kidm sodt duing huy@ & bénh nhin déi thio duing tugp 2: Vildagliptin -
thude nhém ting ctimg chite niding tidu dio tuy vi Metformin - thuée nhom biguanide.

-V

mot chift thude nhém thude ting cudng chie ning tidu dio tuy, 13 chit
4 (DPP-4) manh va chon loc.
- Cdt ch€ tde dong chinh cia metformin [ lam giam san xuft glucose & gan

gliptin tic ddng chi yéu bling cdch de ch€ DPP-4, enzym chiu tedch nhiém cho
st phin hily ciia cde hormon incretin GLP-1 (glucagon-like peptide-1) va GIP

HE thin Kinh S
Thiting pp | Chong mat, run
Tinh trang todn thin vi tai chd
Thuding elip | Suy nhge Ale ché dipeptidyl-peptid
Chuyén héa va dinh dudng
Thitdng pip | Ha duong huyét Dutge lite hoc:
Da vi mb dudi da )j‘lglltlf'lizl{llu,
Thedng gdp o | Ting tict md hai 8
M6 rd phdn ing Wit lpi: (gluc ! !

Khong cd bio cdo vé vide ngimg thude do phin dng bt Igi & nhom didu tri bing
vildagliptin 4 metformin + ghmepinide so vdi 0,6% & nhom ding gid duge +
metformin + glimepinde
< TV 18 ha duding huyet 1 thudng gdp & cd hai nhém didu tri: 5,1% ddi voi nhom didu
tri bling vildagl + metformin + glimepiride so vdi 1,9% d8i véi nhom didu tri
bling gid duge + metformin + glimepiride. Mot ndng hop ha dudng huyét ning da
dutse bio cdo & nhdm ding vildagliptin
- Vio giai dogn cudi elia nghién e, dnh hitdng e thude trén thé trong trung binh
Mhong ding K (thay ddi + 0,6 kg s vdi ban ddu & nhom ding vildagliptin va - 0,1 kg
& nhom ding gid duge),

Phoi hop véi insulin:

Bi'ng 3: Cae phin g bitt lgi duge bio edo & hinh nhin dimg vildagliptin 100 mg
mdi nghy phi hap véi insulin (6 hoiic khing 6 metformin) trong nghién cin
mi ddi (n = 371)

HE thén kinh

)
“Vie sit dung vildagliptin i dén de chE nhanh vi hodn toin hoat ddng ciia DPP-4, dfin
dén ting ndng A6 ndi sinh cia cde hormon incretin GLP-1 v GIP e d61 vit sau dn.

- Bling ciich ting ndng 4 noi sinh ciia cic hormon incretin nay. vildagliptin ting 49 nhay
i t& bao beta vai glucose, din dén cii thién sy bai iét insulin phu thude vio ghicose. Diéu
tri bling vildaghiptin 50 - 100 mg mdi ngay @ bénh nhin i thio duting tuyp 2 cho thiy cii
thién ddng k& chic niing (& bio beta bao gbm l‘l()M/\ i (Homeostasis ; Model
Assessment-f}), 1y 1¢ proinsulin/insulin vi dip tng ciia (€ bio beta. O nhitng ngudsi duong
huyét binh thitdng, vildagliptin khong kich thich &t insulin hodc lam gidm duong huyét.
- Blng cich ting GLP-1 ndi sinh, vildagliptin ciing lam ting d0 nhay ciia t& Ipha
vai glucose, ting tiét glucagon. '

- Ty 1¢ msulin/glucagon tang khi dudng huyét ting do ndng do hormon incretin ting
dfin dén gidm sin xulft glucose ¢ gan lic d6i va sau Gin, din dén ha duong huyét

- Téc dung 0@ biét clia viée ting ndng dd GLP-1 L 1am chim tdc 45 lam rong da day
khong duge ghi nhdn khi diéu tri biing vildagliptin.

Thudng gip
HE titu héa

| Nhie ddu, dn lanh

- 12 mt biguanide c6 tie dung ha dudsng huyé & trang thdi binh thuong va sau
tin, N6 khong kich thich tiét insulin va do d6 khong giy ha duong huyét hoie ting cin

Thudng giip | Budn non, bénh trdo ngue da day - thie quin

Tt gap | Ticu chiy. ddy hor

Chuyén héa va dinh dudng

Thudng giip | Ha duong huyét
M6 td cde phdn g bt lpi:

- Trong cde nghién citu 1dm sang c6 ddi ching sit dung vildaghptin 50 mg x 2 An/ngay
phai hap vai insulin, ¢6 hodie khong ¢6 phdi hp vai metformun, ty 1§ ngitng thudc do
cde phin tng bilt 1¢i 13 0.3% & nhom diéu tri bing vildagliptin va khong c6 truong hop
ngimg thude & nhém gia duge.

= Ty 1& ha dudng huy€t wong we & cd hai nhém diéu tn (14,0% ¢ nhém ding vildagliptin
VA 16,4% & nhom dung gid duge). Hai bénh nhin duge bdo cdo ¢6 tinh trang ha dudng
huyét ning & nhém ding vildagliptin va séu bénh nhin & nhém ding gid duge

- Vao cudi nghién cdu, dnh hudng cia thude trén thé trong trung binh khong ddng
Ké (thay d6i + 0,6 kg so vdi ban diu & nhém dang vildaghptin vi khong thay ddi &
nhém ding gid duge).

Céc phin dng bt 19i cdia thanh phin vildagliptin don tri li¢u trong nghién ctu mi ddi
dude trinh bay 6 Bang 4.

Bing 4: Ciic phin img bit 1¢i duge bio cio & binh nhén ding vildagliptin 100 mg
mdi ngay don tri lidu trong nghién ciu miy ddi (n = 1855)

€6 the dung ha dudng huy@ thong qua ba cd ché:

« Gidm sin xudlt glicose & gan thong qua de chd tin o glucose v ly gidi glycogen

o co, lam ting 40 nhay insulin, cii thién sy hip thu va sit dung glucose @ ngoai vi

o Lam chim su hiip thu glucose & rut.

- Metformin kich thich tdng hgp glycogen nd1 bio biing cdch tdc dong lén enzym
glycogen synthase vi lam ting kha niing vin chuyén ciia cdc chit van chuyén glucose
qua mang (GLUT-1 va GLUT-4).

-0 ngudi, ngoi tée dung trén duding huydt, metformin con ¢6 tic dung tdi chuyén hoa
lipid. Diéu nay da duge ching minh & héu didu trj trong cdc nghién ctu 1im sang ¢6
kiém sofit, trung han hodc dai han' Metformin 1am giam néng d cholesterol toan
phin, LDL - cholesterol va triglyceride trong mdu. Nghién citu tién cdu ngdu nhién
UKPDS (UK Prospective Diabetes Study) dii xic nhin I¢i ich lau din cia vige kiém
soft duang huy@ & bénh ddi thdo dudng tuyp 2. Phin tich két qud dGi voi nhilng bénh
nhiin thifa cin duge diéu trj biing metformin sau khi an kiéng thiit bai cho thiy:

o Gidm ding ké nguy co bién ching ién quan dén bénh ddi thio dudng & nhém
metformin (29,8 trudng hgp/1.000 bénh nhin - ndm) so vdi chi dn kiéng (43,3 tiong
hep/1.000 bénh nhén - niim), p = 0,0023, va so vdi ding sulphonylurea két hgp insulin
(40,1 trudng hgp/1.000 bénh nhin - nim), p = 0,0034.

* Gidm ddng ké nguy cd tif vong lién quan dén ddi thio duding: Metformin 7,5 truiing
hep/1.000 bénh nhan - nm, ché 4o in kiéng don thudn 12,7 truding hop/1.000 bénh
nhin - ndm, p = 0,017

 Gidm ddng ké nguy co tit vong: Metformin 13,5 tnisng hep/1.000 bénh nhan - nim
s0 vdi ché 4 an kiéng 20,6 trudng hop/1.000 bénh nhin - nam (p = 0,011), va so v

Rt hiém gap
Riit hiém gip

Nhiém khudn dudsng ho hip trén
Viém mii hong

vainsulin 18,9 tnding hgp/1.000 bénh nhin - nam (p = 0,021).
* Gidm ding ké nguy cd nhdi mdu co tim: Metformin 11 trudng hop/1.000 bénh nhin -
ndim, ch& 43 &n kiéng 18 tuding hop/1.000 bénh nhén - ndm (p = 0,01)

HE thiin Kinh

Thudng glip | Chéng mat phéi hgp

It glp Nhic diu

Chuyén hoéa vi dinh dudng

It gip | Ha dudng huyét 13. Diic tinh vé duge ding hoc:
Nhiém khudin

- Nghién ctlu wong dudng sinh hoe cia thude phdt minh cho thiy dang két hgp
vildagliptn/metformin & cdc muc liéu S0 mg/500 mg; 50 mg/850 mg va SO mg/1000 mg
tuong dudng voi khi udng dang vién ting thanh phin néng biét.

~Thc fin khong dnh hudng dén mic do va tée dd hip thu vildagliptin. Mic do v 6 43

_l:i;lp!uhél

[ Tdo bon
Hé mach miu
It gy Phii ngoai vi
%M‘t
L ed [ Dau khap
Mo td cdc phdn img bit li:

- Ty 1é ngimg thude do phin wng bt Igi khong khdc biét trong thit nghiém lim sang
don tri liéu ¢6 dGi ching: 0,3% nhém ditu trj bing vildagliptin voi liéu 100 mg/ngay
50 vOi gid duge (0,6%) hodc thude so sanh (0,5%).
- Trong cdc nghién cu don tn liéu €6 dGi chiing, ty 1¢ ha dudng huyét it gip, duge bio
40 & 0,4% (7 trong 6 1.855) bénh nhin duge didu tri vai vildagliptin 100 mg/ngdy so
v0i 0,2% (2 trong G 1.082) bénh nhin trong nhém duge diéu trj bling thude so sdnh
hodc gid duge, va khong c6 phin tng bt gi nghiém trong duge bo cdo.
- Trong cée thit nghiém 1am sang, cfin nfing thay ddi khong ddng ké khi ding vildagliptin
liéu 100 mg mbi ngay (- 0,3 kg dGi vi vildaghptin va - 1,3 kg d6i vdi gid duge),
- Nhitng thif nghiém 13m sing kéo dai dén 2 nam khong thily c6 them bt thudng vé an
10in holc cdc nguy co khbng dy bio trude khi dung vildaghiptin don try li¢u

2 Cdc phan dng bit Igi cia thanh phin metformin duge Om it rong Bing 5.
Bang 5: Cic phan dng bt lgi cia metformin
Chuyén héa va dinh duidng
Rt mém gap [ Giam hap thu vitamin B,,*
Rt hiém gap | Nhiém toan lactic
HE thiin kinh
Thuong gap
HE tiéu hon
Rt thuong gp
HE gan mit
R&hiém pap
Da va md dudi da
Rt ém pip [ Cac phin dng da nhu ban do, ngda, may day
“Hip thu vitamin B,; giam, din dén him lugng tong huy thanh gidm, 1t hiém
£p ¢ bénh nhin dung metformin kéo dai, Truong hdp bénh c.’u.x nhu viy, cdn cin
nhiic viée ding thude néu bénh nhan bi thiéu mdu nguyén hong chu khng 16
**Nhitng truong hgp don 1& c6 biit thudng khi xét nghigm chuc nang gan hoiic viém
gan s¢ mft khi nging metformin da duge bdo cdo

[ Vi kim Joai

[ DIy hoi, bubn non, non, tieu chy, dau bung, in mat ngon

[ Xénghiém chic ning gan bit thudng hoile viém gan*”

Cdc thc dung phy trén duong téu hoa thuong xdy ra, nhit 1o Khi bt ddu diéu 1n va we
mdl di & h hét truong hop. DE hyn ché cac triéu chung nay, liéu metformin nén duge
chia thanh 2 14n ding mdi ngay trong hodc sau bila dn. Viée ting lidu din ddn ciing c6
hé cai Kha nfing dung nap.

Ciic the dyng biit Iyl khic dudge bio cio sau khi thude duge luu hinh:

Bing 6: Cée phin tng bt lyi duge bio cdo sau khi lua hinh

| 1§ tiéw hou
| Khong xdc dinh_ Viém wy

hip thu in khi dang phéi hop lidu 50 mg/1000 mg gidm khi ding chung voi thie
ain, phin dinh biing Cu, gidm 26%, AUC gidm 7% va T,.. chim hon (2,0 dén 4,0 gid).
- Thdng tin dudi ddy trinh bay vé duge dong hoc ctia titng thanh phin ciia thude
Vildagliptin:
Hdp.thu: Sau khi udng & trang thdi d6y, vildagliptin hip thu nhanh vdi ndng d dinh
dat duge sau 1,7 gid. Thuc dn lam gidm nhe thoi gian dat ndng do dinh cva thude
Ty 2,5 gid), C,pp, gidm 19% nhung khong dnh hudng i ndng d thude trong méiu
(AUC). St thay déi ndly khong c6 y nghia trén 1am sang, do d6 vildagliptin c6 thé
dung k¢m thic dn hoic khong. Sinh khd dung yét ddi cia vildaglipun la 85%.
Sy gin két vdi protein huyé wong cia vildagliptin thip (9.3%) va
vildaghptin phin b8 dong déu gidla huyét wiong va héng cdu. The tich phin b trung
binh ciia vildaghptin & trang thii én dinh sau khi tém tinh mach (V..) 1a 71 1it, cho
thily thudc phin b6 nhiéu & mo.

Ve : Chuyén héa 12 con dudg thii trit chit yéu clia vildaglipun & ngudi,
chiém 69% liéu dung. Chiit chuyén héa chinh (LAY 151) khong ¢6 hoat tinh due Iy
Vi 1 sdn phidm thiy phn ciia gde cyano, chiém 57% liéu ding, uép theo 13 sin phim
thiy phin amid (4%). DPP-4 ciing déng gép mdt phin vio qud trinh thily phin
vildagliptin dfa trén mot nghién ciu in vivo sit dung chudt thicu DPP-4 Vildaglhipun
klmn§ duge chuyén héa bii cdc enzym CYP 450 & mite ¢6 th dinh lugng, do do, viée
chuyén héa vildagliptin duge dyf dodn khong by dnh hudng boi cde logi thude te
ché vihole cim ing CYP 450. Cic nghién ctu in vitro di ching minh rdy
vildaghiptin khong de ché hay cdm dng enzyme CYP 450, Do do, v ildagliptin Kho
€6 khi niing dnh hudng dén sy chuyén héa cla cde thude duge chuyén hoa boi
CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19, CYP 2D6, CYP 2E1 hode CYP 3A4/S
Thdd trie: Sau khi uGng ["'C lagliptin, khodng 85% lidu ding duge bai tiét vio
nudc tidu, con 15% duge tim thiy & phin. Vildaghptin dang khong bién déi ba uét
qua thin chiém 23% lidu ding sau khi udng. Sau khi tiém tinh mach cho ngudi khoé
mynh, A0 thanh thi todn phin rong huy& wiong va o thanh thii thin cia vildagliptin
theo thit wf 1a 41 1it/gids v 13 1i/gie, Thii gian ban this trung binh sau khi tiém tinh
mych khodng 2 gidh, Thoi gian bin thii sau khi udng khodng 3 g1

¢ : Nong a0 dinh ciia vildagliptin vi dién tich dudi duomng cong bidu thi
ndng d) thude (AUC) tang theo 1y 1¢ xip xi voli licu ding trong Khodng lidu didu .
Cidc dac diém Khdc ciia bénh nhdn:
- Gidi tinh: Khong c6 st khiic biét trén 1m sing vé die dong hoe ciia vildaghiptn gilta
cde d6i wyng khoe manh nam va nit trong motpham vi tdng vé 4 i va chi s6 khai
cd thé (BMI), Sy e ché DPP-4 basi vildagliptin khong by dnh hudng boi gidi tnh.
- Tudi: O nhilng ngudi cao Wi khde manh (> 70 wi), ndng A9 thude tong miu coa
vildaghptin (100 mg x 1 ln/ngay) ting 32%, voi ndng d0 dinh ting 18% so vai nhimg
ngudi tré khoe mynh (18 - 40 wdi). Tuy nhién, nhitng thay ddi nay khong dnh huong dén
lam sing. Su te ch& DPP-4 bn vildagliptio khong bi dnh hudng boi wdi tic.
- Suy gan: O nhing bénh nhin suy gan nhe, trung binh hode ndng (thang didm
Child - Pugh), khong 6 thay ddi ddng k& vé mt lam sing (161 da khodng 30%) Khi sit
dung vildaglipun.
= Suy thin: (‘1 nhing bénh nhin suy thin ohe, trung binh hode ning, sy hip tha
vildagliptin ting 1én (Co., 8 - 66%; AUC 32 - 134%) va 0 thanh thii gidm so voi
nhifng ngudi ¢o chae ning thin binh thuong
- Ching toe: DI ligu thu dude mot edeh han ché gl y dhng ching e Ahong co biit ky
inh huding ddng ké nio dén duge dong hoe i vildagliptin
Metformi

| 136 gan mjt

Khong xdc djoh

Viém gan (o the hon phue khi ngung thude)

K&t ughibm gun bl thudng (6 hé hbi phue kb ngung thud) |
HE co xuong vis mo litn kit
Khong xic dinh | Diu co.
Da vi mo dudi da

May day
Da bong tréc vis bong nude

Khong xéc dinh ‘

Hutdng ddn xit tri ADR:

- Dinh gid mdc 4o nghiém tong cia ADR dé quyé dinh hudng xir i 1am sing phil hgp.

- Gidm liéu hoje ngung thude trong diéu kién 1m sing cho phép

= Thye hign cdce bién php diéu tri tri¢u ching, diéu try hd try, dim bio chite ning song

con cho ngudn bénh

THONG BAONGAY CHO BAC SY HOAC DUGEC SY NHIUNG PHAN UNG
COHALGAP PHALKHISUDUNG THUOC

11, Quid liu vy xi i

Qud lidu:

Yildagliptin:
- Thong tin vé qud lidu voi vildagliptin con han ché
~"Thong tin vé qud lidu ¢6 thé do vildaghptin duce thu thp W mdt nghién ey vé ki ning
dung ngp liéu & nguoi khoe manh ding vildagliptin rong 10 ngay. Voi ifu 400 mg, c6 ba
g hop dau ¢o, va xudl hién cic tnmg hop bi dj cam nhe vis thodig qua, sot, phi né vi
ting ndng 40 lipase nhit thoi, O liéu 600 mg, motuudng hop bi phis né bin chin va ban tay,
bng thoi ting ndng 40 creatine phosphokinase (CPK), AST, protein phin iing C (CRP: C -
reactive protein) va myoglobin, B oy hop khic by phi chin, hai tniomg hop bi dj cm,
Tt el e ity chilng vA ce bt thuomg xét nghiém s& hét sau khi ngung thudk.

2 Quid lidu khi ding mdt lwgng 10n metformin (hode ¢6 nguy cd nhiém tan
Tactic) ¢6 thé din dén nhiém toan lactic, iy I mot inh trang nghiém trong va cin
duge didu try tai bénh vién.

Hdp thy: Saw khi udng motlidu metformm, ndng dd dink (C....) dat duge sau 2,5 io. Sinh
Khil dung wy¢t doi cla vién nén metfommin SO0 mg khodng 50 - 604% & nguon khoe mgnh,
Sau Khi udng, 1y 1¢ thude khong hip thu duge o iy tong phin 12 20 - 30%
Suu khi udng, metormin hip thu & mde bao hoa v khong hodn wan. Ngudi t cho
wling su hap thu mettformin 1 khong wyén i O lidu ding va phic dd thong thuong,
ndng A0 thude tong huy & wong o rang i dn dinh dat die trong vong 24 - 48 gio
Vil thuong nhéd hon 1 pg/mb Trong cae it nghi¢m am shog ¢6 kidm soat, ndng do
dinh metformin (Cou. khong vitgt qui 4 pganl, ngay ¢a o lidu i da
Thac an lam cham vagidm mue 40 hdp tu metformin. O lidu 850 mg, ¢
AUC gidm 25% vi Ty keo din thém 35 phit so vor dung thude K do
Lam sang cia vide gidm ndy vin chia duge tm hiéu 1o
Ll b Metformin hén ket voi protein huyEtwiong khong ddng ké Metformin phin b
vao hong cdu. THE tieh phin b tung binh (V) deo dong trong khodng 63 - 276 1t
Chuyén hod: Metformin dude bai et qua nude tidu o dang khong doi, Khong co chit
chuyén hou duge tm thiy & nguai
Ihd teae: Metformin dude i it gua than, DO thanh il cda metomin qua thin
2 00 mE/phit, chitig © metformin duge thi o qua gua winh loe & clu hin v bai et o
Ong thn. Sau khi ding liéu uding, thon gian ban i khodng 6,5 gio. Khi che nang thin bj
suy gidim, A0 thanh thdi cia thiin gidm aiong g vor 40 thanh thii el atinine va do do
o tan bin thai kéo dai, din dén tang ndog do metfoamin trong huyét wong
14, Quy ciieh ddng goi: Hop 3 vix 10 vien nén buo phim.
15, Didu kién bio quin, Han ding, Tieu chudn chit higng:
DﬁL?mmu qudn: Noi kho, nhi¢t dd khong qua 30°C, gid thude trong bao bi gde dé
trdnh dm
Handing: 24 thing ké it ngdy sdn xudt
Tidw chudn chdl g Tiew chudn co s,
16.Tén - Dia chi cd s sin xuit:
Cong ty TNHH DRP Inter
Lo EBS, dudng 50 19A, Khu cong nghi¢p Hicp Phud,
X Hi¢p Phudc, huyén Nhi Be, TP. HCM.
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