1. Thanh phin:

Hoar-chidt: Vildagliptin'. - Pt l X i DY S0 mg
Metformin HCI - ... 850 mg
Tdduge: VUa i ......oeeveereerecnnns - .. 1 vién

(Hydroxypropylcellulose, Magnesi stearate, Hypromel lose 6 cps, Polyelhylen glycol

6000, Talc, Titanium dioxid, Oxid sit vang).

2. Dang bao ché&: Vién nén bao phim.

M td san pham: Vién nén hinh oval, bao phim mau vang, hai mit tron, canh va thanh

vién lanh Idn.

3. Chi dinh:

Stilaren duge dung cho bénh nhin ddi thdo dudng tuyp 2 (T2DM - type 2 dlabeles

mellitus) trong nhilng trudng hop:

v’ Thay th€ metformin vdi nhilng trudng hop bénh nhdn khong kiém sodt duge
dudng huyét khi ding liéu t5i da metformin hodic trudng hgp bénh nhén dang
dung riéng ¢ vildagliptin va metformin.

v/ Phéi hop v6i sulphonylurea (SU) (liéu phép tri li¢u ba thudc) nhu mét thudc
bd trg cho ché d9 &n va luyén tip khi metformin va sulphonylurea khéng kiém
sodt hiéu qui duding huyét.

v Phdi hop vdi insulin nhu mét thude bé trg cho ché d6 &n va luyén tap khi ding insulin
lidu duy tri 8n dinh va metformin don tri khong kiém sodt hiéu qui dudng huyét.

4. Cach dung - Liéu ding:

lduim

L:éu dimg cx’:a Stilaren tuy thu(‘;c vio tﬂng bénh nhﬁn v dua m&n phéc @4 hién tai cia
ho, hléu qua va dung nap cia thudc trong khi khong duge vuot qué liéu t6i da khuyén
cdo cta vildagliptin 13 100 mg/ngay.

Li¢u khdi ddu cia Stilaren duge khuyén cdo 1a 50 mg/850 mg x 2 lin/ngdy, mdt vién
bm’h séing vh mot vién budi 16i.

- Ll&u klu!n du ﬁnhlhco \n]daghpun m IODmg,

mwm_w
nghy 2 lﬁn Liéu mett‘omnn bing véi liéu metformin dang s:l dung

- Stilaren c6 lhe du:x kbdl dﬁu bﬁng vﬂl lléu cua\nldagllptm vﬁ
metformin dang dt‘mg

? 0  insulin: Liéu Stilaren nén dugc ding
mong dng lidu vﬂdaghpun 50 mg X 2 Ianfngay (tﬁng Iléu 100 mg) va liéu metformin
tuong wy véi liéu dang dung. Khi phﬁ": hgp Stilaren vdi mdt sulphonylurea, ¢6 thé cin
gidm liéu sulphonylurea aé glém rli ro ha chﬂng huyé'l

mcfnmn.héu_ﬁ_da_dyax_mp Luéu Sula:cn nén dnng tmmg tng liéu wldaghpun
50 mg x 2 lan/ngay (tong liéu 100 mg) va liéu metformin tong tf nhu lidu dang ding.
Tinh an toan va hi¢u qua cua vildagliptin va metformin trong li¢u phép ba thude két
hgp thiazolidinedion chua duge ddnh gid.

Nhém déi tugng ddc biét:

Suy than: Pénh gid chdc niing thin trude khi khdi ddu diéu tri véi thudc chida
metformin (nhu Stilaren) va it nhdt mét 14n m&i nim sau d6. O nhitng bénh nhin c6
nguy cd suy thin v & ngudi cao wdi, chitc niing thin nén duge ddnh gid thudng xuyén
hdn, vi du 3 - 6 thing mét 14n.

Liéu t6i da hang ngay clia metformin t6t nhit nén dugc chia thanh 2 - 3 1dn. Cic yéu
10 ¢6 thé lam ting nguy co nhiém toan lactic (xem muc 6) nén dugc xem xét trude khi
biit ddu sit dung metformin & bénh nhin ¢6 GFR < 60 mL/phit.

Néu khong ¢6 siin ham lugng Stilaren tuong dng, nén sif dung céc thuéc don thanh
phan lhuy vi thu&'c ph:’f hop Inén c6d|nh

Lléu 16'“ da hing nghy !h 3000 mg
60 - 89 Giam liéu c6 thé cdn xem xét khi bénh nhin suy
gidm chdc niing thin

Liéu 16 da hang ngay la 2000 mg
Liéu khdi d4u khéng vugt qui mot nita lidu t6i da Liéu t8i da
30 - 44 Liéu t5i da hang ngay 1a 1000 mg hang ngay
Liéu khdi du khdng vugt qué mét nita lidu 15i da 1a 50 mg

<30 Chéng chi dinh
Suy gan: Stilaren khong dudc dung cho bénh nhén suy gan, ké cé nhiing bénh nhin c6
alanin aminotransferase (ALT) hodic aspartat aminotransferase (AST) truéc diéu tri
>3 ]an ULN (xem muc 5 muc 6 v muc 10).

: Vi metformin thai trif qua thin, trong khi ngudi cao
tudi ¢6 khuynh hudng gidm chidc niing thin, nén bénh nhén cao tubi ding Stilaren cin
dudc theo doi dinh ky chiic niing thdn (xem muc 6 va muc 13).

Bénh nhan dudi 18 wdi: Tinh an toan va higu qué ciia Stilaren & bénh nhan dudi 18 di
chua duge xdc dinh. Do d6, Stilaren khong khuyén cdo ding cho nhém bénh nhin nay.

Khéng cén
hiéu chinh liéu

45-59

Cdch ding:

- Diing dudng udng.

- Stilaren nén dugc ding vio bita &n d€ lam giam téc dung khéng mong mudn trén
dudng tiéu héa do metformin (xem muc 13).

5. Chéne chi dinh:



5. Ch chi dinh
- Quéd mén vdi cachoat chilt hodc voi bﬁ ki 14 dude nao el thade (xem muc 1).

- Bit ky loai nhiém toan chuyén héa ¢dp tinh nao (nhit nhiém toan lactic, nhiém toan

ceton do ddi thdo dudng).

- Tién hon mé do d4i thdo dudng.

- Suy thin ndng (GFR < 30 mL/phit) (xem muc 6).

- Céc tinh trang cdp tinh c6 kha niing anh hudng i chic ning than, ching han nhu:

Mait nude, nhiém khudn niing, sic, ding thudc cin quang chida iod dudng tinh mach

(xem muc 0).

- Bénh cdp tinh holic man tinh ¢6 thé gy thi€u oxy md, ching han nhu: Suy tini hoéc

suy hé hdp, mdi bi nhdi méu cd tim, séc.

- Suy gan (xem muc 4, muc 6 va muc 10).

- Ngb ddc rugu cip tinh, nghién rugu.

- Cho con ba (xem muc 7).

6. Canh béo va thin trong:

Thong tin chung: Stilaren khdng phai 12 mdt thude thay th€ insulin diing cho bénh

nhén cén insulin. Stilaren khong nén diing cho bénh nhan déi thdo dudng tuyp 1.

- Nhiém toan lactic, mt bién chitng chuyén héa rit hiém gip nhung nghiém trong,

thudng xay ra khi bénh nhin bj suy thin cip, hodc bénh tim phéi hoidc tinh trang

nhiém khudn. Sy tich tu metformin xay ra khi chic niing than bi suy gidm va lam ting

nguy cd nhiém toan lactic.

- Trong trudng hgp mét nude (tiéu chiy niing hodc ndn mita, sét hodc giam lugng nude

udng vio), nén tam nging metformin va lién hé véi chuyén gia y t&.

- Céc thudc c6 thé 1am suy giam chiic niing than cdp tinh (nhu thudc ha huyét dp, thude

1i ti€u va NSATD) nén dugc sif dung thén trong & nhilng bénh nhin dU(_Sc diéu tri bing

metformin. Céic y&u t& nguy cd khdc ctia nhiém toan lactic bao gdbm: udng nhiéu rugu,

suy gan, bénh ddi thdo dudng chua dugc kiém sodt t6t, nhiém ceton, nhin 4n kéo dai

va bt ky tinh trang nao lién quan dén thi€u oxy, ciing nhu sif dyng ddng thdi vdi cic

thudc c6 thé giy nhiém toan lactic (xem muc 5 va muc 9).

- Bénh nhén va ngudi chiim séc phai duge thong bdo vé nguy ¢ nhiém toan lactic.

Nhiém toan lactic dugc dic trung bdi khoé thd, dau bung, chudt rit, suy nhude va ha

thin nhiét, sau d6 la hon mé. Trong trudng hgp c6 céc triéu ching nghi ngd, bénh nhin

nén nging dung metformin va di khdm ngay. C4c xét nghiém chin doén bao gbm

giam pH méu (< 7,35), ting ndng d0 lactate trong huyét wiong (> S mmol/L) va ting

khodng tréng anion ciing nhu ting ty 1& lactate/pyruvate.

Sit dung thudc cdn quang cd iod: St dung thude can quang ¢6 iod tiém tinh mach ¢6

thé gdy bénh than do thuéc cin quang, din dén tich tu metformin va ting nguy co

nhiém toan lactic. Nén ngiing metformin trudc hodc tai thdi diém tién hanh chin dodn

hinh dnh va khong dugc ding lai it nhit 48 gid sau d6, véi diéu kién chdc ning thin

dudc xdc dinh trd lai binh thudng (xem muc 4 va muc 9).

Chiic ndng than: P loc cu thin (GFR - Glomerular filtration rate) nén dugc ddnh gid

trude khi bit ddu diéu tri va thudng xuyén sau d6 (xem muc 4). Metformin chng chi

dinh & nhitng bénh nhén c6 GFR < 30 mL/phiit va nén tam ngitng st dung khi ¢6 cic

tinh trang 1am thay d6i chic niing than (xem muc 5).

Suy gan: Bénh nhén suy gan, ké ca nhitng ngudi ¢6 ALT hoéic AST > 3 1in ULN trude

diéu tri, khong nén diéu tri b?mg Stilaren (xem muc 4, muc 5 va muc 10).

Theo dgi men gan:

- Céc trudng hgp hi€m gip vé r6i loan chic ning gan (bao gdm cd viém gan) di dugc
bdo cdo vdi vildagliptin. Trong nhiing trudng hdp nay, bénh nhén thudng khong c6
triéu chiing, khong c6 bién chiing 1am sing va cic xét nghiém chic niing gan trd vé
binh thudng sau khi ngimg diéu tri.

- Xét nghiém chic ndng gan nén dudc thyc hién trude khi bt d4u diéu tri vdi Stilaren dé
biét tri s0 men gan binh thudng clia bénh nhin. Chic ning gan nén dugc theo ddi trong
khi diéu tri vdi Stilaren khodng ba thdng trong niim diu tién va dinh ky sau do. Nhing
bénh nhiin ma transaminase tiing nén ducc dénh gid chic niing gan lan thtt hai @& xac
nhin két qué va cén theo doi béing cdc xét nghiém chic niing gan thudng xuyén cho dén
khi céc tri s trd lai binh thudng. Néu AST hodc ALT ting it nhat 3 lan ULN va kéo dai,
nén nging diéu tri biing Stilaren. Bénh nhén bi vang da hodc cdc tri¢u ching nghi ngd
do r6i loan chiic niing gan nén ngitng dung Stilaren.

- Sau khi nging diéu tri biing Stilaren va xét nghiém chiic niing gan trd vé binh thuding,
khong nén bit diu lai diéu trj bing Stilaren.

Rd&i loan trén da: Céc t8n thuong da, bao gdm phdng rdp va loét da duoc bdo cdo khi
st dung vildagliptin trén td chi cta khi trong céc nghién cttu djc tinh tién lam sang.



Mic di céc ton thuong da khong thiy xudt hién trong céc thit nghiém ldm sang, nhung
dit li¢u vé bi€nehing da trén bénh nhin d4i thio dudng con hanché. Hon nita; dé c6
nhitng bdo cdo sauluy hanh v& cde tdn thiong da nhi ndi-mun e va tréc viy. Do
d6, nén theo ddi cdc rdi loan vé da, chiing han nhyt phdng rop hodc loét.

Viém tuy cdp:

- Sit dung vildagliptin ¢6 nguy cd giy viém tyy cdp. Bénh nhén cdn duge thong béo vé
tri¢u ching dic trung cua viém tuy cap.

- Né&u nghi ngd viém tuy, nén ngiing st dung vildagliptin; néu duge chdn dodn viém
tuy cip, khong nén sit dung lai vildagliptin. Cin than trong & nhilng bénh nhén c6 tién
“sit viém tuy cfip.

Ha duomg huyét: Sulphonylurea c6 téc dung khong mong mudn gy ha duding huyét,
cho nén bénh nhin dung vildagliptin két hgp véi sulphonylurea ¢6 nguy co ha dudng
huyét. Do d6, ¢6 thé cin giam liéu sulphonylurea dé giam nguy cd nay.

Phdu thudr: Phdi ngitng metformin khi ti€n hanh phiu thut gdy mé todn thin, gdy mé
tiy séng hodic gdy mé ngodi mang cing. Viée sif dung thubc cd thé duge bit diu lai it
nhit 48 gid sau phiu thuit hodic sau cung cép dinh dudng dudng udng hiu phiu va véi
diéu kién 1a chifc ning thin binh thudng.

7. Sit dung thude cho phu nit mang thai, cho con bii va kha niing sinh san:

Phu ni2 mang thai: Hién chuta c6 dit ligu ddy di vé viéc sit dung Stilaren & phy nit mang
thai. Céc nghién cttu vé viée dung vildagliptin lidu cao trén ddng vit cho thiy c6 doc
tinh sinh sén. i véi metformin, cic nghién citu trén dong vit khdng cho thily doc tinh
sinh san. Céc nghién citu trén ddng vat dude thyc hién vdi phi hop vildagliptin va
metformin khong cho thily biing chilng vé kha niing giy qudi thai, nhung c6 tic dung
glly doc cho bio thai & lidu giy doc cho thai phu. Nguy cd tiém dn cho con ngudi 12
khéng xdc dinh, do d6, Stilaren khong nén dudgce sit dung trong thai ky.

Phu nit cho con bii: Céc nghién ctu trén dong vét cho thdy metformin va vildagliptin
dudc bai tiét vio sita. Hién chua thé xdc dinh vildagliptin c6 bai tiét vao sifa me¢ hay
khong, nhung metformin duge bai tiét vao sita me vdi lugng nhd. Do nguy cd ha
duding huyét & wé sd sinh lién quan dén metformin va thiéu di ligu trén ngudi voi
wldngl:ptm, khong nén diing Stilaren trong thdi k¥ cho con bi (xem mue 5).

 Hién chfa c6 nghién cdu vé anh hudng cia phéi
vildagliptin va metformin d&n kha ning sinh sén trén ngudi.

8. Anh hudng trén kha niing lii xe va van hanh miy méc:

Hién chua c6 nghién cttu anh hudng ctia thude trén kha niing 1di xe va vin hanh may
moéc. Bénh nhén bj chéng mét khi ding thudc nén trdnh 14i xe va vin hanh mdy méc.
9. Tuong téc va tudng ky ciia thudc:

9.1. Tuong tdc thudc: Hién chua ¢6 nghién ciiu vé tuong téc d6i vai Stilaren. Sau diy
la céic thong tin da biét vé tuong tic d6i v6i mdi thanh phén hoat chit.

- Vildagliptin it giy tudng tdc thuSe. Vi vildagliptin khéng phii 1a mét cd chét cia
enzym cytochrom P (CYP) 450, khong tc ché, ciing khéng gy cam ng cic enzym
CYP 450, nén khong tudng tic khi ding phdi hdp véi céc thudc 1a cd chil, chit iic ché
hodc chit cam (ng cdc enzym nay.

- Két qua 1t cdic thif nghiém 1am sing duge thyc hién véi thude diéu tri ddi thdo dudng
dang ubng gém pioglitazon, metformin va glyburide két hgp vdi vildagliptin cho thdy
khong ¢6 wiong tic duge ddng hoc ¢6 dnh hudng dén hiéu qua lim sang.

- Céic nghién cttu vé tuong tédc thudc - thude gitla vildagliptin véi digoxin (co chit cha
P-glycoprotein) va warfarin (cd chit cia CYP2C9) & ngudi khdée manh cho thiy
khong ¢6 tuong tic duge dong hoc ¢6 anh hudng dén hiéu qua |am sang.

- Céc nghién ctu v¢ widng tde thude - thude vdi amlodipine, ramipril, valsartan v
simvastatin dugc thyc hién trén ngudi khoe manh. Trong nhiing nghién citu nay,
khong ¢6 tuong téc duge ddong hoc c¢6 dnh hudng dén hiéu qui 1dm sing khi ding
chung vdi vildagliptin. Tuy nhién, nghién citu nay khéng dugc tién hanh trén nhém
bénh nhan muc tiéu.

- C6 thé ting ngug cd phit mach & nhitng bénh nhén diing ddng thdi Stilaren va thude
tic ché men chuyén (xem muc 10).

- Ciing nhu céc thudc diéu tri ddi thdo dudng dang udng khéc, téc dung ha dudng huyét
cla vildagliptin c6 thé bj gidm bdi mdt s& thudc khédc nhu thiazid, corticosteroid, céc
hormon tuyén gidip va thufc cudng giao cam.

Nhigng phdi hop khéng khuyén cdo:
Ruou hodc thite uéng ¢d cdn: C6 nguy cd cao v€ nhiém toan lactic khi ngd ddc niou,
diic biét trong trudng hop doi, suy dinh dudng hodc suy gan.

jod: Phai ngitng metformin trude hodic tai thoi diém tién hianh
x€t nghiém chin dodn hinh dnh va khong duge ding lai it nhit 48 gid sau 46, vdi didu
kién 1a chidc niing thin duge ddnh gid binh thudng (xem muc 4 va muc 6).
Thudc cation: Céc thue ¢6 bin chit cation thai trit theo cd ch€ bai tiét & ng thin
(vi dy: cimetidine) c6 thé wong téc vdi metformin biing céch canh tranh hé théng vin
chuyén chung & 8ng thin, va vi viy lam gidm thai trf cta metformin, din ti lam ting
nguy cd nhiém toan lactic. Mt nghién citu trén ngudi tinh nguyén khoe manh cho
thdy cimetidine diing liéu 400 mg hai 14n mdi ngay lam ting 50% ndng d6 metformin
(AUC). Vi vily, nén kiém sodt chit ché dudng huyét, diu chinh lidu trong mde lidu
Iugng khuyén cdo va thay d6i trong diéu tri ddi thdo dudng khi dang ddng thdi véi céc
thudc cation thii tri theo cd ché bai tiét & Gng thin (xem muyc 6).
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- Mot sd thuffc inh-hudng dén chie ning than ¢3thé Jam ting nguyjcoinhiém toan
lactic, vi du: NSAID (k& ci thube tte¢hé chon loe cyclo-oxygeénase (COX) IT), thube
dc ché€ men chuyén, thudc dGi khdng thy thé angiotensin I va thudc 1gi tiéu, dic biét
1a thudc 1gi tiéu quai. Khi bét ddu hoic st dung céc thude nay két hgp véi metformin,
céin theo doi chiit ché chic niing thén.

- Glucocorticoid, chét chi van B, va céc thude 1¢i tiéu giy ting dudng huyét ndi sinh.
Bénh nhin cén dugc thong bédo va thyc hién theo doi dudng huyét thudng xuyén hon,
dic biét khi bit ddu didu tri. Lidu lugng ciia Stilaren c6 thé cin duge didu chinh khi
phéi hop thuée va khi ngung thudc.

- Céc thude tc ché men chuyén (ACE) ¢6 thé 1am ha dudng huyét. Do d6, ¢6 thé cin diéu
chinh liéu lugng ctia thudc diéu tri ddi thdo dudng khi phdi hop thude va khi ngung thudc.
9.2. Tutong ky ciia thuée: Do khong c6 ¢ic nghién cdu vé tuong ky cia thude, khng
tron 14n thude ndy véi cdc thude khéc.

10. Tac dung khéng mong mudn cia thudc:

Tém tdt dit liéu an toan:

- Phin 16n céc téc dung khong mong mudn clia thuéc 1a nhe va thodng qua, khong cén
ngung diéu tri. Khong tim thdy mdi lién quan giita céc tdc dung khéng mong mudn va
tudi téc, ching toc, thdi gian sit dung thudc hoic lidu lugng hang ngay.

- Rét him cdc trudng hgp bi rdi loan chdc ning gan (k€ cd viém gan) khi ding
vildagliptin. Trong nhing trudng hgp ndy, bénh nhan thudng khong ¢6 triéu ching,
cling khong ¢6 bién chiing 1im sang va céc xét nghiém chdc ning gan lai trd vé binh
thudng sau khi ngitng diéu tri.

- Dit lidu clia cdc nghién citu don tri liéu va diéu tri két hgp trong thdi gian 24 tudn, ty Ié
ting ALT hodic AST = 3 ULN (theo phén loai hién nay dya vao it nhit 2 ldn xét nghiém
lién tiép hodic lic thim khdm cudi ciing trong qué trinh diéu tri) 12 0,2%:; 0,3% va 0,2%
theo thd ty ding vildagliptin liéu 50 mg ngay mot l4n, vildagliptin 50 mg ngay 2 14n va
tinh chung tét ¢ cdc trudng hgp. Sy ting céc transaminase ndy néi chung khéng ¢
triéu ching, khong tién trién ty nhién va khong kém theo & mit hoic vang da.

- Mot s6 hi€m trudng hgp bi phit mach da duge bdo cdo khi ding vildagliptin véi ty &
tiong td nhu nhém d6i ching. Ty 1& nay 16n hon khi vildagliptin dugc sit dung két hop
véi thudc dc ch&€ men chuyén. Phin 16n céc bién ¢§ d mdc 46 nhe va khong cin ngiing
diéu tri v6i vildagliptin.

Tém tdt cdc phdn ting bét lgi tit cdc thit nghiém lam sang:

Céc phan ting bét lgi dude bdo cdo & bénh nhan ding vildagliptin trong thif nghiém md doi
khi phéi hgp véi metformin va khi ding don tri liéu dugc ghi dudi ddy d6i véi mbi chi
dinh, theo hé théng phén loai hé cd quan va theo tin sudt tuyét d6i. Trong méi phén loai
theo hé cd quan, cic phan ting bt Igi ctia thude duge x€p hang theo tén sudt. Ngoai ra, cic
tén sudt cho mi phan tng bit lgi duge dya trén quy uéc nhu sau (CIOMS III): Rét thudng
glip (= 1/10); thudng gip (= 1/100 dén < 1/10); it gip (= 1/1.000 dén < 1/100); hiém gip
(= 1/10.000 d&n < 1/1.000); rét hi€m gip (< 1/10.000). Trong m&i nhém tin sudt, cdc phin
itng bit Igi dudc trinh bay theo thdt oy mdc 4o nghiém trong gidm dn.

Bang 1: Ciic phan iing bét 1gi dugde bdo cdo d bénh nhan dung vildagliptin
100 mg mdi ngay phdi hop véi metformin so véi placebo va metformin trong
nghién cn‘u mﬁ dﬁi (n 208)

Ha dudng huyét

: huang o R 0 BSR4 ¢ 2 & -

Thudng gip Dau diu

Thuong gip Chéng miit

t gip M¢l moi
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Thudng giip | Budn nén
Mé td cdc phdn ting bt loi:

- Thit nghiém lam sang ¢6 d6i ching diung vildagliptin 100 mg méi ngay két hdp vdi
metformin, khdng c6 trudng hgp nging thude do phan ting bat I1¢i ndo duge bdo cdo
trong ci nhém diéu tri v nhém d6i ching.

- Thit nghiém 1am sang cho thdy ty 1¢ ha dudng huyét 1a thudng gip & bénh nhan ding
vildagliptin két hgp vdi metformin (1%) va it gip & bénh nhin dung gid dugc
két hgp metformin (0,4%). Khong c6 trudng hop ha dudng huyét nghiém trong nao
dudc bdo cdo trong nhém vildagliptin.
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- Thi nghiém lim sang kéo dii trén 2 niim khong thily ¢6 bt thudng niio khdc vé an toan va
cdc nguy co khong dy bdo trude, khi vildagliptin dugc thém vio phéc dd dimg metformin.

Bing 2: Céc phin ting biit Igi dugc béo céo & bénh nhin ding vildagliptin S0 mg
ngiy hai lin phéi hgp véi metformin va SU (n = 157)

Thuting gip
M6 td phdn umg bt loi:

- Khéng ¢6 bio cdo vé vige ngimg thude do phan dng bit Igi & nhéridu trj bing
vildagliptin + metformin + glimepiride so vdi 0,6% & nhdm ding gid duge +
metformin + glimepiride.

= T¥ 1§ ha Audng huyét 1a thudng glp O ca hai nhém diéu tri: 5,1% d6i vai nhom diéu
trj biing vildagliptin + metformin + glimepiride so vdi 1,9% dGi vdi nhém diu tri
biing gia duge + metformin + glimepiride. Mt trudng hgp ha dudng huyét niing da
duge bdo cdo & nhom ding vildagliptin.

- Vilo giai doan cubi cta nghién citu, anh hudng cia thude trén thé trong trung binh
khong déng ké (thay ddi + 0,6 kg so vdi ban diu & nhom dung vildagliptin va - 0,1 kg
& nh6m ding gid dugc).

Phéi hop vdi insulin:

Biing 3: Céic phain (ing bit Igi dugc béo cdo & bénh nhin ding vildagliptin 100 mg
m:lmyphgll;wvmmnn(dwmamw)mgw&nm
m n=

Tiing tiét md hoi
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Thudng glip Hg dudng huyé&
MG td cdc phdn ing bat Igi:
- Trong cdic nghién ctiu 1im sing c6 d6i chiing sit dyng vildagliptin 50 mg x 2 lin/ngay
phéi hgp vai insulin, ¢6 holic khéng c6 phdi hgp vdi metformin, ty 18 ngitg thudc do
cdic phin ing bt Igi 12 0.3% & nhém diéu tri biing vildagliptin va khéng c6 truding hap
ngitng thudc & nhém gia duge.
- T I¢ ha Gudng huyét tudng t & cii hai nhom diéu i (14,0% & nhém diing vildagliptin
va 16,4% & nhom ding gia duc). Hai bénh nhin duge bso cdo ¢ tinh trang ha dudng
huy&nmﬁnhm&)ngvildnglipﬁn vi ¢du bénh nhin & nhém diing gia duge.
- Viio cudi nghién citu, dnh hudng cia thuc trén thé trong trung binh khong déng
ké (thay d6i + 0,6 kg so vdi ban ddu & nhém ding vildagliptin va khong thay ddi &
nhém dung gia duge).

Céc phan (ing bt I¢i ciia thanh phén vildagliptin ddn trj liéu trong nghién ciu mi d6i
dugc trinh biy @ Bang 4.

Bing 4: Céc phin dng bit Igi duge bdo cdio & bénh nhin ding vildagliptin 100 mg
méi ngity don tri li¢u trong nghién ciu mii ddi (n = 1855)

Nhiém khuin duding hd hip trén
V mili hong

MG td edc phdn img bét lgi:

- Ty 1¢ ngitng thudc do phdn dng bét 1gi khang khic biét trong thit nghiém 1dm siing
don trj liéu cd d6i ching: 0,3% nhom didu trj biing vildagliptin vi lidu 100 mg/ngay
s0 vdi gid duge (0,6%) holic thue so sdnh (0,5%).

- Trong céic nghién citu don tr ligu ¢6 d8i ching, ty ¢ ha duding huy@l it gip, duge bio
céio @ 0,4% (7 trong s6 1.855) bénh nhin dude diéu tri véi vildagliptin 100 mg/ngay so
Vi 0,2% (2 trong s6 1.082) bénh nhéin trong nhoém duge diéu trj biing thudc so sdnh
hoiic gid dude, vi khong c6 phin ng bl I¢i nghiém trong duge bbo cdo.

- Trong cdic thif nghi¢m lim sing. cfin niing thay ddi khong ding ké khi ding vildagliptin
lidu 100 mg mdi ngiy (- 0.3 kg d6i voi vildagliptin va - 1,3 kg ddi vdi gia duc).

- Nhilng thif nghi¢m lim sang kéo dai dén 2 niim khong thiy c6 thém bt thuding vé an
todn hofic clic nguy cd dy bdo trude khi diing vildagliptin don tri ligu.
Metformin: Céc phin ing bl Igi ciia thanh phin metformin duge t6m tit trong Bang 5.
Bing 5: Cdic phin img bt |¢i clia metformin
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Glém hép thu vitamin B,,"
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Rit hlem gap
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Rét hi€m gap | Xét nghiém chic niing gan bt thudng hoac viém gan
Rt hi€ém gip | Céic phan ng da nhu ban do, ngda, may day

*Hép thu vitamin By, gidm, ddn d&n ham lugng trong huyét thanh giam, rét hi€m
gip & bénh nhan dung metformin kéo dai. Trudng hgp bénh ciin nhu vy, cédn cin
nhic viéc dung thubc néu bénh nhén bi thi€u méu nguyén hdng céu khdng 18.
**Nhiing trudng hop don Ié ¢6 bat thudng khi xét nghiém chidc niing gan hoidic viém
gan s& mit khi ngiing metformin da dugc béo céo.

Cic téc dung phu trén dudng tiéu héa thudng xdy ra, nhit 12 khi bit diu diéu tri va g
mit di & hiu hét trudng hgp. DE han ché céc triéu chiing nay, liéu metformin nén dugc
chia thanh 2 14n ding m&i ngay trong hodc sau bia dn. Viéc ting liéu din din ciing ¢6
thé cai thién kha  ning dung nap.

Cic tac dung bt 1¢i khéc duge bao cido sau khi thuéc duge luu hanh:

Béng 6: Céc phén g bét 1¢i duge béo cdo sau khi luu hanh

Hétiéuhéa
Khong xdc dinh | Viém tuy

Viém gan (c6 thé hdi phuc khi ngung thuéc)

Xét nghiém gan bt thudng (c6 thé hdi phuc khi ngung thudc)
HE co xuong va mé lién két ~ |

Khong xédc dinh | Pauco

Da va md dudida

Khong xdc dinh

i _ May day
Khong xdc dinh Da bong tréc va bong nude
Hudng dén xit tri ADR:

Dénhgﬁmﬂcdﬁnglu&mtrong clia ADR @€ quyét dinh hudng xif trf 1im siang phii hop.
- Giam liéu ho¥c ngitng thudc trong diéu kién 1am sang cho phép.
- Thuc hién cdc bién phédp diéu tri triéu ching, diéu tri hd trg, ddm béo chdc ning song
con cho ngudi bénh.

THONG BAO NGAY CHO BAC SY HOAC DUQC SY NHUNG PHAN UNG

CO HAI GAP PHAI KHI SUDUNG THUOC

11. Qua liéu va xir tri:
Qud liéu:
- Thong tin vé qud liéu vdi vildagliptin con han ché.
- Thong tin vé qué liéu c6 thé do vildagliptin dugc thu thip tit mot nghién ciu vé kha niing
dung nap liéu & ngudi khde manh ding vildagliptin trong 10 ngty. Véi liéu 400 mg, ¢6 ba
truding hop dau cd, va xudit hién céc trudng hop bi di cam nhe va thodng qua, s6t, phi né va
ting nong d6 lipase nhat thi. O liéu 600 mg, mdt trudng hgp bi phit né ban chén va ban tay,
ddng thoi ting ndng do creatine phosphokinase (CPK), AST, protein phén tng C (CRP: C -
reactive protein) va myoglobin. Ba trudng hop khéc bi phu chén, hai truding h(ip bi di cam.
Tit ca céc triéu ching va cic bt thudng xét nghiém s& hét sau khi ngung thudc.
Metformin: Qua liéu khi ding mét lugng 16n metformin (hoiic c6 nguy co nhiém toan
lactic) ¢6 thé dan dén nhi€ém toan lactic, ddy 1a mdt tinh trang nghiém trong va cin
dugc diéu tri tai bénh vién.



Xt tri: Phugng phdp hiéu qua nhit dé loai bo metformin 12 chay thin nhin tao.
Tuy nhién, vildagliptin khong thé ducce loai bo biing thim phén.mdu, mic di chit
chuyén héa chinh (LAY 151) ¢6 thé thim tich dude. Nén diéu tri hd trg khi cin thiét.
12, Pic tinh dugce luc hoc:

Nhom dugc Iy: Thude ha dudng huyét dang udng phdi hop, sif dung trong diéu tri bénh
dai thdo dudng.

Ma ATC: A10BDO8
Co ché'tde dung:

- Stilaren 12 mdt ph6i hgp 2 thudc diéu tri chong ting dudng huyét vfp]‘;d ché& bd trg 1an
nhau gidp ting kiém sodt dudng huyct & bénh nhén ddi thdo dudng tuyp 2: Vildagliptin -
thudc nhém tiing cubng chic niing tiéu do Wy va Metformin - thugc nh&n biguanide.

- Vildagliptin, mdt chit thudc nhém thude ting cudng chic niing tiéy ddo tuy, 1a chit
dc ch€ dipeptidyl-peptidase-4 (DPP-4) manh va chon loc.

- C0 ch€ tdc dong chinh ciia metformin 12 1am giam san xudt glucose & gan.

D‘upk: Igf'c hoc:

Vildagliptin: '

- Vildagliptin tdc déng chi y&u bing céch dc ché DPP-4, enzym chiu trdch nhiém cho
su phin hiy cta cdc hormon incretin GLP-1 (glucagon-like peptide-1) va GIP
(glucose-dependent insulinotropic polypeptide).

- Viée sit dung vildagliptin din dén dc ché nhanh va hoan toan hoat #ong ciia DPP-4,
dén dén ting ndng d6 noi sinh clia céc hormon incretin GLP-1 va GIP |ic d6i va sau an.
- Biing céich tiing ndng dd ndi sinh ctia cdc hormon incretin nay, vildaglipti
clia t& bao beta vdi glucose, din dén cii thién sy bai tiét insulin phy thude vao glucose. Diéu
trj bing vildagliptin 50 - lmmgnﬁlngaydbenhnlﬁndénhéodumm yp2clmth§'yca:
thién ddng ké chic ning t&€ bao beta bao gﬁm HOMA-B
Assessment-B), ty 1é proinsulin/insulin va d4p ng ctia t€ bao beta. O nhiing ngudi dudng
huyét binh thudng, vildagliptin khdng kich thich tiét insulin hodic 1am gidm dudng huyét.

- Biing céch ting GLP-1 ndi sinh, vildagliptin ciing 1am ting d6 nhay cua t&€ bao alpha
vdi glucose, ting tiét glucagon. |

- Ty 1€ insulin/glucagon ting khi duding huyét ting do ndng d6 hormon incretin ting
ddn dén gidm san xudt glucose & gan lic dGi va sau an, din dén ha dudng huyét.

- Tac dung da biét cta viéc ting ndng dd GLP-1 1a lam cham tSc d§ lam rong da day
khéng duge ghi nhin khi diéu tri bing vildagliptin.

Metformin:

- Metformin 1a m§t biguanide ¢6 tic dung ha dudng huyét d trang théi binh thudng va sau
in. N6 khong kich thich tiét insulin va do d6 khong giy ha dudng hoic ting cén.

- Metformin ¢6 téc dung ha dudng huyét théng qua ba co ché:

e Giam sin xudt glucose & gan thong qua tic ché tan tao glucose va ly gidi glycogen.

e O co, lam ting dd nhay insulin, cdi thién sy hdp thu va sit dung glucose & ngoai vi.

e Lam chim sy hdp thy glucose & rudt.

- Metformin kich thich téng hgp glycogen ndi bao biing céch td¢ dong 1én enzym
glycogen synthase va lam ting kha ning vin chuyén cta céc chit viin chuyén glucose
qua mang (GLUT-1 va GLUT-4).

- O ngudi, ngoai tic dung trén dudng huyét, metformin con ¢6 téc dyng i chuyén héa
lipid. Diéu ndy da dugc ching minh & lidu diéu tri trong céc nghién cdu 1dm sang ¢6
kiém sodt, trung han hodic dai han: Metformin lam giam ndng d6 cholesterol toan
phin, LDL - cholesterol va triglyceride trong médu. Nghién citu tién citu ngéu nhién
UKPDS (UK Prospective Diabetes Study) da xdc nhén 1¢i ich ldu dai cta viéc kiém
sodt dudng huyét & bénh déi thdo dudng tuyp 2. Phan tich két qué d6i vdi nhitng bénh
nhin thita c¢in duge diéu tri biing metformin sau khi &n kiéng thét bai cho thiy:

e Giam ding ké nguy cd bién chitng lién quan d€n bénh ddi thdo dudng & nhém
metformin (29,8 trudng hdp/1.000 bénh nhén - ndm) so vdi chi dn kiéng (43,3 trudng
hgp/1.000 bénh nhén - nim), p = 0,0023, va so vdi dung sulphonylurea két hgp insulin
(40,1 trudng hgp/1.000 bénh nhan - nim), p = 0,0034.

* Giam-dang ké nguy co wvong lién quan dén d4i thdo dudng: M tformin 7,5 trudng
hgp/1.000 bénh nhan - ndm, ché d¢ dn kiéng don thuin 12,7 trudng hgp/1.000 bénh
nhén - nim, p =0,017.

e Giam déng k& nguy co tf vong: Metformin 13,5 trudng hgp/1.000 bénh nhin - nim
so vi ch& 49 4n kiéng 20,6 trudng hgp/1.000 bénh nhén - nim (p = 0,011), va so véi
phéi hgp sulphonylurea va insulin 18,9 truding hgp/1.000 bénh nhén - nim (p = 0,021).

e Gidm déng ké nguy cd nhdi m4u cd tim: Metformin 11 trudng hgp/1.000 bénh nhén -
nim, ché o &n kiéng 18 trudng hop/1.000 bénh nhdn - nim (p = 0,01).

13. Diic tinh vé dudce dong hoc:
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13. Diic tinh vé duge ding hoc:

- Nghién- cltu tuong/ ditgng. sinh, hoc-clia thude-phat- minh cho-thiy. dang két hap.
vildagliptin/metformin'® ¢éc ruc liéu 50 mg/500 mg: S0 mg/850 mg va 50 mg/1000 mg
wiong duong vi khi uGng dang vién ting thanh phin riéng biét.

- Thike &in khong dnh hudng 8&n mic 40 va 16 40 hip thu vildagliptin. Midc 40 va 16 85
hp thu metformin khi ding phdi hap liéu S0 mg/1000 mg gidm khi diing chung vdi thic
i, phin dnh bng C... gidm 26%, AUC gidm 7% va T chim hon (2,0 dén 4,0 gid).

- Thong tin dudi day trinh bay vé duge dong hoc cia ting thinh phiin cia thudc.
Vildaslintin:

Hdp thu: Sau khi udng & trang théi d6i, vildagliptin hip thu nhanh véi ndng do dinh
dat dude sau 1,7 gid. Thic in 1am gidm nhe thdi gian dat ndng 46 dinh cia thude
(T nes 2.5 i), Com, gidm 19% nhung khong dnh hudng 19 ndng 40 thudc trong méu
(AUC). Sy thay d6i niy khong 6 ¥ nghia trén 1dm sing, do d6 vildagliptin ¢6 thé
diing kém thic in hodic khdng. Sinh kha dung tuyét d6i cha vildagliptin l1a 85%.
Phin _b&: Sy gin két vdi protein huyét niong cia vildagliptin thdp (93%) va
vildagliptin phin b8 dong déu giita huyét twong va héng clu. Thé tich phin b8 trung
binh cia vildagliptin & trang thédi 6n dinh sau khi tiém tinh mach (V,,) 12 71 lit, cho
thdy thudc phéin bd nhidu & mo.

: Chuyén héa Ia con dudng thii trir chi y&u cla vildagliptin & ngudi,
chiém 69% liéu ding. Chilt chuyén héa chinh (LAY 151) khéng ¢6 hoat tinh duge 1y
v la san phiim thiy phén cia goc cyano, chi®ém 57% liéu ding, tiép theo 1a sin phim
thity phéin amid (4%). DPP-4 ciing déng gép mt phin vao qud trinh thiy phéin
vildagliptin dya trén mdt nghién citu in vive sif dung chudt thi€u DPP-4. Vildagliptin
khéns duge chuyén héa bdi céic enzym CYP450 & midc ¢6 thé dinh lugng, do do, viéc
chuyén héa cta vildagliptin dudc dy dodn khdng bj dnh hudng bdi céc loai thudc dc
ché vivhodc cam tng CYP 450. Cic nghién cdu in vitro @i ching minh ring
vildagliptin khong dc ché hay cim dng enzyme CYP 450. Do 46, vildagliptin khong
¢6 kha ning dnh hudng dén sy chuyén héa cta cdc thuSe duge chuyén héa béi
CYP 1A2, CYP 2C8, CYP 2C9, CYP 2C19, CYP 2D6, CYP 2E1 holic CYP 3A4/5.
Thdi trie- Sau khi véng [“C] - vildagliptin, khoang 85% lidu dung dudc bai tiét vio
nude tiéu, cdn 15% duge tim thdy & phin. Vildagliptin dang khong bién di bai tiét
qua thiin chim 23% liéu diing sau khi udng. Sau khi tiém tinh mach cho ngudi khoé
manh, 46 thanh thai toan phin trong huyét tuong va 43 thanh thai thin ciia vildagliptin
theo thi ns la 41 lit/gio va 13 livgio. Thai gian bén thdi trung binh sau khi tiém tinh
mach khodng 2 gid. Thoi gian bén thai sau khi ung khodng 3 gid.

Sie tuyén tinh: Nong d dinh cia vildagliptin va dién tich dudi dudng cong biéu thj
ndng 46 thude (AUC) ting theo ty 1¢ xdp xi vdi liu diing trong khodng liéu diéu tri.

- Gidi tinh: Khong c6 su khdc biét trén 1im sing vé dugc ddng hoc cia vildagliptin gia
ciic d6i iigng khoe manh nam v nil trong mdt pham vi rong vé 6 wdi va chi s6 khdi
cd thé (BMI). Sy dc ché DPP-4 bdi vildagliptin khong bj nh huding bai gidi tinh.
- Tudi: O nhitng ngudi cao wdi khde manh (= 70 woi), ndng do thude trong méu ciia
vildagliptin (100 mg x 1 lin/ngay) ting 32%, vdi ndng do dinh ting 18% so vdi nhilng
ngudsi tré khoe manh (18 - 40 tdi), Tuy nhién, nhilng thay d8i nay khong anh htdng dén
lim sang. Sy de ch& DPP-4 basi vildagliptin khong bi inh hudng bdi tudi tic.
- Suy gan: O nhilng bénh nhin suy gan nhe, trung binh holdc niing (thang diém
Child - Pugh), khong ¢6 thay d8i ddng k€ v& mdt ldm sang (15i da khodng 30%) khi sit
dung vildagliptin.
- Suy thin: O nhing bénh nhiin suy thin nh¢, trung binh hofic niing, su hip thu
vildagliptin ting 1én (C,,,, 8 - 66%; AUC 32 - 134%) vi 40 thanh thii gidm so vdi
nhilng ngudi ¢6 chidc ning thin binh thuding.
- Chiing 1¢: Dit liéu thu duge mét cdch han ch€ ggi ¥ riing ching tdc khong ¢6 bt ky
dnh hudng ddng ké nao dén duge dong hoc cla vildagliptin,
Metformin:
Hep thie: Sau khi udng mot lidu metformin, ndng 46 dinh (C,..,) dat dugc sau 2,5 gid. Sinh
kha dung tuyét d6i clia vién nén metformin 500 mg khodng 50 - 60% & ngudi khoe manh,
Sau khi udng, ty 1& thudc khong hip thu dudc tim thy trong phan 1a 20 - 30%.
Sau khi u8ng, metformin hip thu & mdc bdo hda va khong hoan todn. Ngudi ta cho
ring sy hilp thu metformin 1a khong tuyén tinh. O lidu dung va phic 46 thong thudng,
nbng 4 thudc trong huyét ttdng & trang théi dn dinh dat dude trong vong 24 - 48 gids
va thudng nhé hon | pg/mL. Trong céc thit nghiém 1dm sing c6 kiém sodt, ndng 46
dinh metformin (C,...) khéng vugt qué 4 pg/mL., ngay ca & liéu i da.
Thc &in 1am chim va gidm mdc 9 hip thu metformin. G lidu 850 mg, C,., gidm 40%,
AUC gidgm 25% va T, kéo dai thém 35 phit so vdi ding thuSe khi d6i. Anh hudng
lim sing cla viéc gidm nay vin chua duge tim hiéu 1o,
Phén ba: Metformin lién két vdi protein huyéi tiong khong ddng ké. Metformin phén b
vito hdng cfu. Thé tich phiin bd trung binh (V) dao ddng trong 63 - 276 Iit.
Chuyén hod: Metformin duge bai tiét qua nudc tiéu o dang khong d6i. Khong c6 chit
chuyén hoa ducc tim thiy & ngudi.
Thdi trie: Metformin duge thii trif qua thin. DG thanh thdi cda metformin qua thin
> 400 mL/phiit, chitng 16 metformin dude thai tril qua qué trinh loc & cu thin va bai ié &
dng thin. Sau khi diing liéu udng, thdsi gian bdn thii khoang 6,5 gid. Khi chile ning thin bj
suy gidm, 35 thanh thi cha thin giim widng dng vdi 43 thanh thii cla creatinine va do dé
thoti gian bén thii kéo dai, diin dén ting ndng dj metformin trong huyét niong.
14. Quy ciéich déng géi: HOp 3 vi x 10 vién nén bao phim.
15. Diéu kién bio quin, Han diing, Tiéu chuin chit lugng:
o ki : Ndi khé, nhigt d6 khong qué 30°C.
Han ding: 24 théng ké tf ngdy sin xud.
¢ : Tiéu chudn co 3.
16. Tén - Dia chi cd si san xudt:
Cong ty TNHH DRP Inter
Lo EBS, dudng s& 19A, Khu cong nghiép Hiép Phudc,
xd Hiép Phudc, huyén Nha Be, TP. HCM.



