1. Thanh phin:

httpS ”nhathuocng % ctformin I-[CI ... 850 mg
Td duwge: Vitadi .. v . | vién

(I-Iydmxmnpylccllu]nse Magnew stearatc Hyprcmellos-e 6 cps. Polyelhylen glycol

6000, Tale, Titanium dioxid, Oxid sit ving),

2. Dang bao ché: Vién nén bao phim,

MG td sdn phdm: Vién nén hinh oval, bao phim mau vang, hai mit tron, canh va thanh

vién linh lgn.

3. Chi dinh:

Stilaren duge ding cho bénh nhin ddi thio dudng tuyp 2 (T2DM - type 2 dlabctcs

mellitus) trong nhiing tniding hop:

v Thay th€ metformin vdi nhing trudng hop bénh nhin khong kiém sodt dudc
dudng huy@t khi ding liéu i da metformin holic tnfdng hgp bénh nhin dang
dung riéng 1¢ vildagliptin vi metformin.

v Phoi hgp véi .t.ulphunylurea (SU) (liéu phdp tri liéu ba thudc) nhu mot thusc
bd trg cho ché dj dn v luyén tap khi metformin va sulphonylurea khéng kiém
sodt higu qua dudng huyét,

v Phdi hgp vdi insulin nhit mot thude bd trg cho ché 4 #n va luyén 1ip khi ding insulin
lidu duy tri én dinh va metformin don trj khong ki€m sodt hiéu qua dudng huyét.

4. Cich dimg Liéu ding:

L.1Eu dhng cia St}laren uy thut)c vao n‘rng bgnh nhin va dl,ru trén phdc 36 hién tai cia
ho, hi¢u qua va dung nap clia thuic trong khi khong dugc vugt qud lidu t8i da khuyén
cdo cua vildagliptin Ia 100 mg/ngay.

Liéu khdi ddu cia Stilaren dude khuy&n cdo 1a 50 mg/850 mg x 2 lin/ngiy, mt vién
hum séng va rnc“)l w-.n budi 16i.

L:!m Xhi Al fnh theo vildagliptin 1 100 mg,
nghy 2 lﬁn Lléu metformm bing vda liéu nmtfomml dang sﬂ dnng

mtﬁzauu.amr.[: Snlnrcn c6 thé duqc khdi ddu bﬁng vdr Iréu clia wldaghpﬂn va
metformin dang diing.

Sut dung phdi hop voi sulphonylurea (SU) hodc vdi insulin: Liéu Stilaren nén duge ding
wong tng liéu vildagliptin 50 mg x 2 lin/ngay (tdng liéu 100 mg) va lidu metformin
Wing n; voi liéu dang ding. Khi phéi hgp Stilaren vdi mt sulphonylurea, c6 thé cin
giam liéu wiplxmyiurea dé gu’u‘n |13|1 b ha dﬂﬂng huyi'l

mﬂ&mm_h:u_&[_ﬂdmgw Lleu Sula.ren nEn dimg lu’dng ting lléu wldﬂgllptm
50 mg x 2 ln/ngay (lﬁng liéu 100 mg) va lidu metformin tdng ¢ nhu liéu dang ding.
Tinh an toan va hiéu qua cla vildagliptin va metformin trong liéu phép ba thufc két
hgp thiazolidinedion chua duge ddnh gid.

Nhom dbi tutong dde biét:

Suy thdn: Bfinh gid chic ning thin trude khi khdi ddo didu tj vdi thude chia
metformin (nhy Stilaren) va it nhit mét lin mdi nim sau d6. & nhitng bénh nhin c6
nguy cd suy théin va & ngudi cao twdi, chie ning thin nén duge ddnh gid thuding xuyén
han, vi du 3 - 6 thing mét lin.

Ligu t3i da hing ngay ciia metformin tdt nhdt nén dugc chia thanh 2 - 3 1dn. Céc yéu
16 ¢6 thé 1am ting nguy cd nhiém toan lactic (xem mye 6) nén duge xem xét trude khi
béit ddu sit dyng metformin & bénh nhiin c6 GFR < 60 m1/phiit.

Né&u khéng ¢6 sin ham lugng Stilaren tong dng, nén sit dung céc thude don thinh
phin thay vi thudc phéi hop lléu c6 dinh

Liéu 15i da hiing ngdy 12 3000 mg
60 - 89 Gidm lidu c6 thé cdn xem xét khi bénh nhén suy
gidm chie niing thin

Liéu 18i da hiing ngay 1a 2000 mg

Khong cin
hiéu chinh liéu

9= Liéu khdi ddu khong vugr qud mot nita lidu 15i da Liéu t8i da
30- 44 Liéu 16 da hing ngay 13 1000 mg hiing ngay
Lidu khdi ddu khong vuot qud mét nia liéu 16i da 1a 50 mg
< 30 Chﬁng chi dinh

Suy gan: Stilaren khong duge ding cho bénh nhén suy gan, ké ¢ nhilng bénh nhén c6
alanin aminotransferase (ALT) hodic aspartat aminotransferase (AST) trude diéu tri
>3 1an ULN (xem muc i muyc 6 va muc 10),

: Vi metformin thai trit qua thin, trong khi ngudi cao
tudi ¢6 khuynh hudng gidm chic ning thin, nén bénh nhin cao méi ding Stilaren cin
duge theo dbi dinh ki chdc nédng thiin (xem muyc 6 vi muc 13).

Bénh nhén dudi 18 tudi: Tinh an toan va hiéu qué cta Stilaren & bénh nhan dudi 18 wdi
chuta dude xdic dinh. Do d6, Stilaren khong khuyén céo dimg cho nhém bénh nhin nay,

- Diing dudng udng.

- Stilaren nén duge dung vio bifa &in dé lam giim téc dung khéng mong mudn trén
duding tiéu héa do metformin (xem muc 13).

5. Chéng chi dinh:
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5. Chéng chi dinh:
https:/nhathuocn@eoahh@omhoat chit hoiic vdi bit ky t duge nao cla thuSe (xem myc 1).
- Bit ky loai nhiém toan chuyén héa cdp tinh nao (nhut nhiém toan lactic, nhiém toan
ceton do ddi thdo dudng).
- Tién hon mé do d4i thdo dudng.
- Suy thiin ndng (GFR < 30 mL/phiit) (xem muc 6).
- Céc tinh trang cdp tinh c6 khi niing dnh hudng tdi chde ning thin, chiing han nhu:
Mit nude, nhiém khudn niing, s6c, dang thudc cin quang chifa iod duding tinh mach
(xem muc 6).
- Bénh ¢dp tinh hodic man tinh ¢6 thé giy thiu oxy méd, ching han nhu: Suy tim hoic
suy ho hdp, mdi bi nhdi mdu ¢o tim, séc.
- Suy gan (xem muc 4, mue 6 va muc 10).
- Ngé dde rugu cdp tinh, nghién rigu.
- Cho con bi (xem muc 7).
6. Canh bdo va thin trong:
Théng tin chung: Stilaren khong phai 12 mt thudc thay th€ insulin ding cho bénh
nhén cén insulin, Stilaren khéng nén diing cho bénh nhéin ddi thdo dudng tuyp 1.
- Nhiém toan lactic, mdt bién chitng chuyén héa rdt hi€m gip nhung nghiém trong,
thuding xdy ra khi bénh nhan bj suy thin cip, hodc bénh tim phdi hoic tinh trang
nhiém khudn. Su tich tu metformin xdy ra khi chdfc ning thin bi suy giam va lam ting
nguy cd nhiém toan lactic.
- Trong truding hdp mét nudce (tiéu chdy niing hodc nén milta, sét hodic giam hugng nude
udng vaw), nén tam ngitng metformin va lién hé vdi chuyén gia y t&.
- Céc thude ¢6 thé 1am suy giam chic niing thiin céip tinh (nhu thudc ha huyét 4p, thudc
1¢i tiéu vA NSAID) nén dugc sit dung thén trong & nhilng bénh nhéin dugc diéu trj biing
metformin. Cdc y&u t& nguy cd khic clia nhiém toan lactic bao gdm: uéng nhic¢u rugu,
suy gan, bénh dai thio dudng chua dude kiém sodt 61, nhiém ceton, nJ'qn in kéo dai
va bt k¥ tinh trang nao lién quan dén thi€u oxy, ciing nhu sif dung ddng thisi vdi cic
thude c6 thé gdy nhiém toan lactic (xem myc 5 vi muc 9).
- Bénh nhiin va ngudi chim séc phai dude thong bdo vé nguy cd nhiém toan lactic.
Nhiém toan lactic duge dic trung bdi khé thd, dau bung, chubt rit, suy nhudc va ha
thin nhiét, sau d6 1a hén mé. Trong trudng hgp ¢ céc tri¢u chiing nghi ngd, bénh nhiin
nén ngiing d:‘mg metformin vi di khdm ngay. Cic xét nghi¢m chin dodn bao gdm
gidm pH mdu (< 7,35), tiing ndng d0 lactate trong huyét wtong (> 5 mmol/L) va ting
khoang trong anion ciing nhu tidng ty I§ lactate/pyruvate.
MMMLQW Sit dung 1 thuéic cin quang ¢6 iod tiém tinh mach ¢6
thé giy bénh thin do thudc can quang, din dén tich ty metformin va ting nguy co
nhiém toan lactic. Nén ngitng metformin tridc hofic tai thdi diém tién hanh chian dodn
hinh anh va khéng ducgc ding lai ft nhét 48 gid sau d6, vdi diéu kién chdc niing thin
dude xdc dinh trd lai binh thuﬂng (xem muc 4 va muc 9).
Chj&‘_ﬂdﬂg,{hﬁﬂ D6 loc cdu thin (GFR - Glomerular filtration rate) nén dude danh gia
trudc khi bat ddu diéu trj va thudng xuyén sau d6 (xem nmuc 4). Metformin chéng chi
dinh & nhitng bénh nhén ¢6 GFR < 30 mL/phit va nén tam ngiing sit dung khi c¢6 céc
tinh trang 1am thay ddi chide niing théin (xem mue 3).
Suy gan: Bénh nhiin suy gan, ké cd nhitng ngudi c6 ALT hoiic AST > 3 lin ULN trudc
diéu tri, khong nén diéu tri bing Stilaren (xem muc 4, myc 5 va muc 10).
Theo doi men gan:
- Céc trudng hgp hiém gip vé rdi logn chic niing gan (bao gbm cd viém gan) da dugce
bdo cdo vai vildagliptin. Trong nhing trudng hgp niy, bénh nhin thudng khong c6
triéu ching, khéng ¢6 bién ching 1dm sing va cdc xét nghiém chidc ning gan trd vé
binh thudng sau khi ngimg diéu tri.
- Xét nghiém chic niing gan nén duge thyc hién trude khi biit dfu diéu tri vdi Stilaren dé
hiél tri s& men gan binh thuding ctia bénh nhin. Chic ndng gan nén duge theo doi trong
khi didu tri voi Stilaren khodng ba thing trong nim déu tién va dinh k¥ sau d6. Nhiing
bénh nhiin ma transaminase ting nén dudc dénh gid chic ning gan Kn thi hai d€ xéc
nhén két qué va cén theo doi biing cdic xét nghiém chide niing gan thudng xuyén cho dén
khi cfic tri s6 trd lai binh thudng. N&u AST hoiic ALT ting it nhit 3 1dn ULN va kéo dai,
nén nging diéu trj bling Stilaren. Bénh nhin bi vang da hodc cic triéu chiing nghi ngd
do réi loan chic nidng gan nén ngimg ding Stilaren.
- Sau khi ngiing didu trj biing Stilaren vi xét nghiém chic niing gan trd vé binh thuding,
khéng nén bit ddu lai diéu trj bing Stilaren.
Réi loan trén da: Céc ton thuong da, bao gbm phdng rdp va loét da du«;lc béo cdo khi
st dung vildagliptin trén td chi cta khi trong céc nghién citu dc tinh tién lim sang.



Miic dit cdc 18n thuong da khong thily xudt hién trong cic thit nghiém 1am sang, nhung
https:”nhathuocng@@énﬁ!@#ﬂng da trén bénh nhin ddi thio dudng con han ché. Hon nila, di c6
iing bio cdo sau Iwu hinh vé cde 16n thiang da nhu ndi myn nude va trée vy, Do

dé nén thco dm céic i logn vé& da, chiing han nhu phiing rip hodic loét.

- St dung v1ldaghpun ¢6 nguy cd gy viém tuy cdp. Bénh nhén ciin duge thong bdo vé
triéu chiing dfic tning ctia viém tyy cdp.

- Néu nghi ngd viém tuy, nén ngiing st dung vildagliptin; néu duge chin dodn viém
tuy cip, khong nén st dung lai vildagliptin. Céin thén trong @ nhitng bénh nhéin c6 tién
sit viém tuy efip.

Ha duimg huyét: Sulphonylurea cé téc dung khong mong mudn giy ha duding huyél,
cho nén bénh nhin dung vildagliptin k€t hgp vdi sulphonylurea c6 nguy co ha dutng
huyét. Do d6, ¢6 thé cdn gidm liéu sulphonylurea d€ gidm nguy cd ndy.

Phdu thudt: Phii ngitng metformin khi ti€n hanh phiu thudt giy mé toin thin, gdy mé
tiy séng hodic giy mé ngodi mang cdng. Viée st dung thudc ¢6 thé duge bit diu lai it
nhit 48 gid sau phiu thudt hodic sau cung cdp dinh dudng dudng udng hiu phiu va voi
diéu kién 12 chidc niing thiin binh thuong.

7. Sit dung thudce cho phu nit mang thai, cho con bi v kha niing sinh sén:

Phu nit mang thai: Hién chua ¢6 dit liéu ddy @i vé viée sit dung Stilaren & phy nii mang
thai. Cdc nghién citu vé viée ding vildagliptin liéu cao trén dong vit cho thily c6 doc
tinh sinh san. P&i vdi metformin, cde nghién cidu trén dong vt khong cho thiy dc tinh
sinh san. Céc nghién cttu rén dong vat duge thye hién voi phdi hgp vildagliptin vi
metformin khong cho thily biing chitng vé khi ning giy quéi thai, nhung ¢6 tic dung
gily doc cho bao thai & lidu giy dde cho thai phy. Nguy oo tiém #n cho con ngudi 12
khong xdc dinh, do dé, Stilaren khdng nén dugce sit dung trong thai ky.

Phu nit cho con bi: Cic nghién cdu wén dong vit cho thily metformin va vildagliptin
duge bai tiét vao sita, Hién chua thé xdc dinh vildagliptin c6 bai tiét vio sita me hay
khéng, nhung metformin dugc bii tiét vao sita me vdi lugng nhd. Do nguy cd ha
dudng huyét & wé so sinh lién quan dén metformin v thiéu di ligu wén ngudi vai
vildagliptin, khéng nén ding Stilaren trong thdi ki cho con b (xem muc 5).

Khd ndng sinh sdn ciig nam va n@: Hién chia o6 nghién cdu vé dnh hudng cia phoi
hgp vildagliptin va metformin d&n khi niing sinh sdn trén ngudi.

8. Anh hudng trén kha niing lii xe va viin hinh may moc:

Hién chua c6 nghién citu dnh hudng ctia thude trén kha ning 141 xe va vin hinh mdy
mée. Bénh nhén bj chéng mit khi dung thudc nén trénh 14 xe vi vin hanh mdy méc.
9. Tuong tic va tuong Ky ciia thudc:

9.1. Tutong tdc thuée: Hién chua 6 nghién et vé ttong téc dbi vai Stilaren. Sau day
lit céic thong tin da biét vé wong tdc ddi vdi mSi thinh phin hoat chat.

Vildagliptin:

- Vildagliptin it gy tuong tdc thuc. Vi vildagliptin khing phdi 1a mét co chit cia
enzym cytochrom P (CYP) 450, khong dc ché, cling khing gly cdm (ing cic enzym
CYP 450, nén khong wong tic khi diing phoi hgp vai cdc thude 1a co chil, chit dc ché
hoiic chét cam ting cdc enzym niy.

- K&t qua it cdic thit nghiém 1am sang duge thye hién vdi thude diéu tri ddi thio duding
dang udng gdm pioglitazon, metformin va glyburide két hgp vdi vildagliptin cho thiy
khong co tidng tic dude dong hoc c6 dnh hudng dén hidu qua lim sang.

- Cic nghién cdu vé tdng téc thude - thude gilta vildagliptin véi digoxin (cd chit cla
P-glycoprotein) va warfarin (cd chiit cia CYP2C9) d ngudti kKhde manh cho thiy
khong ¢6 ttong tic duge dong hoc ¢6 dnh hudng dén hidu qua lim siang.

- Céic nghién cttu vé tudng tdc thudc - thude véi amlodipine, ramipril, valsartan va
simvastatin dude thuc hién trén ngudi khde manh. Trong nhing nghién cifu nay,
khong ¢6 tudng téc dude dong hoc ¢6 dnh hudng dén hi¢u qui lim sang khi ding
chung vdi vildagliptin. Tuy nhién, nghién cttu nay khong duge tién hanh trén nhém
bénh nhiin muc tiéu.

- C6 thé ting nguy cd phit mach § nhilng bénh nhin dung ddng thdi Stilaren va thudc
te ¢h€ men Lhuy!n (xem muyc [0).

- Ciing nhu cdc thude diéu tri ddi thdo dudng dang udng khic, tic dung ha dudng huyét
ctia vildagliptin c6 thé bi giam bdi mdt s6 thude khéc nh thiazid, corticosteroid, céc
hormon lu)'é'n gidp va thuGe cuding giao cim.

thmwmm
Rutgu hode thite ubng ¢é cdn: C6 nguy co cao vé nhiém toan lactic khi ngd ddc rugu,
dic hn:l trong tnti‘lng hop d6i, suy dinh dudng hodic suy gan.

» Phdi ngiing metformin trude huan tai thdi diém tién hanh

xét nghi¢m chin dodin hinh dnh v khong duge ding lai it nhiit 48 gid sau 46, vdi didu
kién la chidc niing thin dude ddnh gid binh thudng (xem muc 4 vi muc 6).
Thudc cation: Céc thude cd bin chét cation thai trir theo co ché bai tidt & Gng thin
(vi du: cimetidine) ¢6 thé wong tdc véi metformin biing cdch canh tranh hé théng viin
chuyén chung & 6ng thin, va vi vily 1am gidm théi trif cda metformin, din t6i lam ting
nguy cd nhiém toan lactic. Mt nghién cttu trén ngudi tinh nguyén khde manh cho
thily cimetidine diing liéu 400 mg hai ldn méi ngity 1am ting 50% ndng d6 metformin
(AUC). Vi vily, nén kiém sodt chiit ché dudng huyét, diéu chinh liéu trong midc lidu
Iugng khuyén cdo va thay déi trong diéu tri ddi thdo duding khi diing ddng thai védi cic
thudc cation thai trlf theo cd ché bii i€t & Ong thin (xem muc 6).
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Nhing phéi hop cdn than trong khi diing:
https://nhathuodfigecanty. édnh/iong dén chic ndng thin ¢ thé lam ting nguy cd nhiém toan

lactic, vi du: NSAID (k& c4 thudic e ch€ chon lpe cyclo-oxygenase (COX) IT), thudc
dc ché men chuyén, thudc déi khang thu thé angiotensin I1 va thude 1di tiéu, diic biét
1 thude 1¢i tiu quai. Khi bt ddu hodic sit dung cdc thudc ndy k&t hgp véi metformin,
cdn theo ddi chit ché chifc ning than.
- Glucocorticoid, chit chi viin B, va cdc thude 1¢i téu giy ting dudng huyét ndi sinh.
Bénh nhéin céin duge thong bdo va thyc hign theo doi dudng huyét thudng xuyén hon,
dc biét khi bit ddu didu tri. Lidu lugng cia Stilaren c6 thé cin dude diéu chinh khi
phdi hidp thude va khi ngung thude.
- Céc thudc tic ché€ men chuyén (ACE) ¢6 thé 1am ha dudng huyét. Do d6, c6 thé cin diéu
chinh ligu higng cia thudc dieu tri déi thio duding khi phdi hdp thude va khi ngung thude.
9.2. Tuong ky ctia thuée: Do khong ¢6 ¢fic nghién ciu vé wiong ky cia thuGe, khéng
trén 14n thudc nay véi céc thudc khéc.
10. Tic dung khéng mong muén cia thude:
Tém rdt dit liéu an toan:
- Phén 16n céc tdc dung khéng mong muén ciia thude 1a nhe va thodng qua, khong cln
ngung diéu tri. Khong tim thdy madi lién quan gitta céc téc dyng khong mong mudn vi
tudi tic, ching tde, thiii gian sit dung thube hodic lidu lugng hang ngay.
- Rét hiém cic trudng hap bi rdi loan chic ning gan (ké c& viém gan) khi ding
vildagliptin. Trong nhing trudng hgp nady, bénh nhiin thudng khong ¢6 triéu ching,
ciing khong c6 bién ching lam sing va cdc xét nghiém chide niing gan lai trd vé binh
thuong sau khi ngitng diéu trj.
- Dit liéu cila céc nghién citu don trj liéu va diéu tri két hop trong thdji gian 24 twln, ty 18
ting ALT hoéic AST = 3 ULN (theo phén loai hién nay dua vao it nhat 2 lan xét nghiém
lién tiép hoiic ldc thiim khdm cudi cling trong qud trinh diéu tri) 12 0,2%; 0,3% va 0,2%
theo thit 1y dung vildagliptin liéu 50 mg ngity mdt lin, vildagliptin S0 mg ngay 2 14n va
tinh chung it ca céc trudng hep. Sy ting céc transaminase niy néi chung khéng ¢6
triéu chitng, khong tién trién t nhién va khong kém theo it mit holic vang da.
- Mét s& hiém truding hap bi phit mach da dude bdo cdo khi diing vildagliptin véi ty 1é
tuong tu nhu nhém dGi chdng. TV 1€ nay 16n hon khi vildagliptin duce sit dung két hop
vdi thudc tc ché€ men chuyén. Phin 16n cdc bién 8 & midc dd nhe va khéng cgn ngimg
diéu tri véi vildagliptin.
Tom tdt edc phdn tmg bt lgi ti cde thi nghiém ldm sang:
Céc phan tng bt 1gi dugc béo cdo & bénh nhan diing vildagliptin trong thit nghiém mi d6i
khi phéi hgp véi metformin vi khi dimg don tri licu duge ghi dudi diy ddi vai mdi chi
dinh, theo hé thdng phin loai hé co quan va theo tin sudt tayét d&i. Trong mdi phin loai
theo hé cd quan, céc phan iing bét 1¢i clia thudc dude x€p hang theo tin suit. Ngoai ra, cic
téin suat cho m&i phan ding bt l¢i duge dya trén quy ude nhu sau (CIOMS I11): Rit thudng
elp (= 1/10); thudng giip (> 1/100 dén < 1/10); it gip (> 1/1.000 dén < 1/100); hiém gip
(= 1/10.000 d&n < 1/1.000); rdit hi€m giip (< 1/10.000). Trong mi nhém tén sudt, céic phan
ting bét 1gi dugc trinh bay theo thit iy mite 46 nghiém trong gidm dén.
Bang 1: Cidc phan dng bit loi dude bdo cdo § bénh nhin diung vildagliptin
100 mg mdi ngay phdi hgp véi metformin so véi placebo va metformin trong
nghién ciu mu déi (n = 208)

TR AT N i
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M0 (d cdc phdn img bdt loi:

- Thit nghiém 1am sang cé d6i ching diing vildagliptin 100 mg mdi ngay két hop vdi
metformin, khéng ¢6 truding hop ngimg thudc do phin dng bét lgi nao duge bdo cdo
trong ci nhém diéu tri va nhém a6i chdng.

- Thit nghiém lim sing cho thiy ty 1& ha duding huyét 1a thudng gdp d bénh nhén ding
vildagliptin ké hgp voi metformin (1%) va it gip & bénh nhéin dung gid dugc
két hop metformin (0,4%). Khéng c6 truding hgp ha duding huy&t nghiém trong nao
dugc bdo cdo trong nhom vildagliptin.



iém 1am sAng cho thily ciin niing thay d8i khong ding k& so vdi ban diu khi
https://nhathuocngoca nhmm:pun 100 mg mdi nghy phdi hgp vai metformin (+ 0,2 kg d8i véi nhom
ding vildagliptin vi - 1.0 kg vai nhém gid duge).
- Thil nghiém Lim sing kéo di trén 2 niim khong thay c6 bal thufing nio khac v an toin vi
céc nguy oo Khon dy b trdc, kh vidaglptin duck thém vio phc 06 ding metformin.

Bingz. Lkpunhgb&lqlmﬁudobb&nhnhﬁndﬁngdldlﬂipmwm
Lin phdi hap véi metformin va 8U (n =

Thuong gip s " | Thing 6% md hdi

M td phdn itng bdr g

- Khdng ¢6 bio cdo v vige nging thude do phin tng bt Igi & nhem diéu tri bing
vildagliptin + metformin + plimepiride so véi 0,6% & nhdém ding gid duge +
metformin + glimepiride.
=Ty I¢ ha dudng huyét 1h thuding gdp 6 c hai nhém diéu tri: 5,1% ddi vdi nhém diéu
trj bling vildagliptin + metformin + glimepiride so vdi 1,9% adi vai nhém didu tri
bing gia duge + metformin + glimepiride. Mt trudng hop ha dudng huy@ niing da
dude bio cho d nhém dung vildagliptin.

- Viio giai dogn cui clia nghién ciu, dnh hudng ciia thude trén thé trong trung binh
khong dfing ké (thay ddi + 0,6 kg so voi ban diu & nhom ding vildagliptin vi - 0,1 kg
& nhom ding gid duge).

Bing 3: Ciic phiin ing biit 1gi duge biio cho d bénh nhin ding vildagliptin 100 mg
mébi ngity phai hgp vii insulin (cé hodc khing o6 metformin) trong nghién cil
mﬁ ﬁﬁl_n-:ﬂl}

| " g huyét

MG td cdc phdn iing bt lgh:

- Trong cdc nghién citu 1im shng c6 déi ching sit dung vildagliptin 50 mg x 2 ln/nghy
phdi hdp voi insulin, ¢6 holic khéng cé phéi hgp vdi metformin, ty 1& ngimg thudc do
cde phin tng bit 1i 1a 0,3% & nhom diéu tri biing vildagliptin va khéng c6 trudng hop
ngitng thudc 8 nhém gia duge,

- Ty 18 ha duding huy8t widng i & ci hai nhém diéu tri (14,0% & nhém ding vildagliptin
vi 16,4% & nhom diing gid duge). Hai bénh nhiin duge bio cdo c6 tinh trang hy dudng

uﬁu:? & nhém diing vildagliptin vi sdu bénh nhin & nhém ding gia dude.

- i nghién cifu, anh hudng cia thufic trén thé trong trung binh khong ding
ké (thay i + 0.6 kg so vdi ban ddu & nhém dimng vildagliptin va khéng thay adi a
nhom ding gid duge).

Vildagliptin:

Céc phan ng bt Igi cia thimh phén vildagliptin ddn i liéu rong nghién cdu ml) din
dugc trinh biy & Bing 4.

Béng 4: Ciic phiin ting bt Igi duge béo céo & bénh nhiin ding vildagliptin mm
mdi ngay don tri ligu trong nghién e mit déi (n = 1855)

B i OB T

t gip
M rd cdc phdn ting bdt loi:

- Ty 1¢ ngimg thude do phan dng bit Igi khong khic bigt trong thir nghiém 1dm sing
ddn trj li¢u c6 d6i ching: 0,3% nhém diéu tr biing vildagliptin vai liéu 100 mg/ngay
so vdi gid duge (0,6%) holic thube so sénh (0,5%).
| - Trong céc nghién cifu don trj liu ¢6 d6i ching, ty 18 ha dudng huy& it gip. dude bio
efio & 0,4% (7 trong 56 1.855) bénh nhiin duge diéu tr véi vildagliptin 100 mg/ngay so
vdi 0,2% (2 wrong 56 1.082) bénh nhiin rong nhém duge diéu trj bitng thudc so sinh
hale gid dutde, vir khong 6 phin dng hdt Igi nghiém trong dutde bio céo,

- Trong cde thit nghi¢m lam sang, ciin ning thay di khong ddng k€ khi ding vildagliptin
lida 100 mg méi ngay (- 0,3 kg 41 voi vildagliptin va - 1,3 kg ddi vai gid dugc).

- Nhilng thit nghiém lim sang kéo diti dén 2 nfim khong thly 6 thém bt thiting vé an
t0din holic cdc nguy cd khdng du bio tntdc khi diing vildagliptin ddn tri lidu.
Meiformin: Céc phin gmmmm;mmm-mwmmgs_
Bing!:CicpMnﬂnghl'ﬂdcﬁlmﬂurmll
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Bang 5: Céc phan ¥ng bat lgi cia metformin

Rt hiém gép | | Giam hép thu vitamin B "
Rit hi€m gip Nhiém toan lactic

Rit thudng gip Diy hdi, budn non, non, ticu chay, dau bung, &n mat ngon
Rit hiém giip - | Xét nghiém chic niing gan bit thuing hojc viém gan**

Rithiém gdp | | Cdc phin dng da nhu ban 0, ngda, may day

*Hip thu vitamin B, gidm, ddn d&n ham lugng trong huyét thanh giam, rét hiém
giip 8 bénh nhén dung metformin kéo dai. Truéing hdp bénh ciin nhu vy, cin cin
nhiic viéc ding thubc néu bénh nhin bj thi€u mdu nguyén hdng cfiu khéng 15.
**Nhilng trudng hgp don 1€ c6 bt thudng khi xét nghiém chiic ning gan hodic viém
gan s& mit khi ngitg metformin da dudc bio cdo.

Céc téc dung phy trén dudng tiéu héa thudng xay ra, nhdt 1a khi bit diu diéu tri va ty
mat di § hdu hét trudng hop. DE han ¢hé céc tridu ching nay, liéu metformin nén duge
chia thanh 2 lén ding mdi ngay trong hodic sau bita in. Viéc ting liéu dén din ciing c6
thé cdi thién kha niing dung nap.

Céc téc dung bit 1gi khic duge bio cdo sau khi thuie duge luu hanh:

Bang 6: Cédc phan ymg bt lgi duge bdo cdo sau khi luu hanh

Khong xic dinh | Viém tuy

HE gan mit g iy 44
—— Viém gan (c6 thé hdi phuc khi ngung thudc)

one HE AN | Xét nghigm gan bt thudng (6 thé hdi phuc khi ngung thudc)
Hé co xuong va mo lién két

Khéng xdc dinh | Pau cd
Davamodusida |

. R May day
hng 30 ok ] Da bong tréc va bong nude
Hudng dédn xit tri ADR:

- Dénh gid mdc a6 nghiém trong cia ADR dé quyét dinh hudng xif trf Iim sing phit hop.
- Giam lidu hodic ngitng thudc trong diéu kién ldm sang cho phép.
- Thyc hién cdc bién pl%p diéu tri tridu chitng, diu tri hd trg, dim béo chic niing séng
con cho ngudi bénh. _

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

CO HAI GAP PHAI KHI SUDUNG THU

11, Quii lidu va xif tri:
Qud liéu:

Vildagliptin:
- Thong tin vé qud liéu vdi vildagliptin con han ché.
- Théng tin vé qud lidu cé thé do vildagliptin dugc thu thiip 1t mt nghién cifu vé khi niing
dung nap liéu & ngudi khde manh ding vildagliptin trong 10 ngay. Vi lieu 400 mg, ¢6 ba
truding hop dau cd, vi xudlt hién céc trudng hop bi di cam nhe va thodng qua, s6t, phit né va
ting ndng d6 lipase nhit thii. O liéu 600 mg, mdt trudng hdp bi phit né ban chén va ban tay,
@dng thi tang ndng do creatine phosphokinase (CPK), AST, protein phin (ing C (CRP: C -
reactive protein) va myoglobin. Ba triding hdp khéc bi pht chén, hai tntdng hop bi di ¢am.
Tét ¢ cde wigu ching va cde bét thudng xét nghiém s& hét sau khi ngung thudc.
Metformin: Qua liéu khi ding mét lugng 16n metformin (hodc ¢6 nguy ¢d nhiém toan
lactic) ¢6 thé dén dén nhiém toan lactic, ddy 1a mot tinh trang nghiém trong va cin
dudc diéu tri tai bénh vién.



: ¢ grf: P iéu qua nhit d€ loai bd metformin 1A chay thin nhén tao.

https:// nhath#ﬁ;f'm%ﬁa%%@%é’ khong thé dugc loai bd biing thim phin méu, mic db chit
chuyén hoéa chinh (LAY 151) ¢6 thé thdm tdch dude. Nén diéu tri hd tro khi cin thiét.
12. Piic tinh dude lue hoc:
Nhém duge Iy: ThuGe ha dudng huy&t dang udng phéi hop, sit dung trong diéu tri bénh
dai thdo dudng.
Mda ATC: AIOBDOS
Co ché tdc dung:
- Stilaren 1a mdt phﬂ'i hgp 2 thudc diéu tri chéng ting duding huyét vdi ¢d ché bd trg lan
nhau gidp tang kiém sodt duding huyel & bénh nhéin ddi thio dudng tuyp|2: Vildagliptin -
thude nhém ting cudng chic ning tiéu dio uy vi Metformin - thudc nhém biguanide.
- Vildagliptin, mt chdt thudc nhém thude ting cudng chiic nang tiéy dao tuy, la chit
de ché dipeptidyl- pepudase-ci (DPP-4) manh va chon loc.
- Cd ché téc ddng chinh clia metformin I3 lam gidm sdn xudt glucose, & gan.
Dutoe lue hoc: :

Vildagliptin:

- Vildagliptin tdc ddng chi y&u biing cdch tc ché DPP-4, enzym chiu trédch nhiém cho
sit phin hay ciaa cdc hormon incretin GLP-1 (glucagon-like peptide-1) va GIP
(glucose-dependent insulinotropic polypeptide).

- _Viéc sit dung vildagliptin diin d€n \c ché nhanh va hoan toan hoat

: B&:}g céch ting ndng dd ndi sinh clia cic hormon incretin nay, vildagl
clia té bao beta vdi glucose, din dén cai thién sy bai tiét insulin phuy thude
tri biing vildagliptin 50 - IOOmgmﬁl ngay & bénh nhin ddi théo dudng myp Zchothﬁ'ycm
thién ding ké chic niing t& bio beta bao gﬁm HOMA-B g-l

Assessment-B), ty 1& proinsulin/insulin va ddp ng cia t& bao beta.
huyét binh thuding, vildagliptin khong kich thich tiét insulin hodic lam giam duding huyét.

- Bang cdch tang GLP-1 ndi sinh, vildagliptin ciing lam ting d6 nhay cta t€ bao alpha
vdi glucose, ting tiét glucagon.

- Ty I¢ insulin/glucagon ting khi dudng huyét ting do ndng d6 hormon incretin ting
dfin dén giam sdn xuft glucose & gan lic d6i va sau dn, din d&n ha dudng huyét.

- Téc dung d4 biét cha viéc ting ndng 46 GLP-1 12 1am chim t8c 48 lam rdng da day
khong dude ghi nhén khi diéu tri biing vildagliptin.

- Metformin 1a mdt biguanide c6 téc dung ha duding huyét d trang théi binh thudng va sau
in. N6 khéng kich thich tiét insulin va do d6 khéng giy ha dudng huy€t hodc ting cn.
- Metformin c6 téc dyng ha dudng huyét théng qua ba co ché:

* Gidm san xufit glucose & gan thong qua e ché tan tao glucose vi ly giai glycogen.

e O cd, lam tdng dd nhay insulin, cai thién su hﬁ'p thu va sit dung glucose ¢ ngoai vi.

e Lam cham sy héip thy glucose & rudt.

- Metformin kich thich tdng hdp glycogen ndi bio bing cdch ¢ dong 1én enzym
glycogen synthase va lam ting kha ning vin chuyén cia cdc chat viin chuyén glucose
qua mang (GLUT-1 va GLUT-4).

- & ngudsi, ngodi tic dung trén dudng huyét, metformin con c6 téc dyng tdi chuyén héa
lipid. Diéu ndy dd duge chdng minh & liéu diéu tri rong cdc nghién ctu ldm sang cd
kiém sodt, trung han hogic dii han: Metformin 1am giam ndng d6 cholesterol toan
phén, LDL - cholesterol va triglyceride trong mdu. Nghién cdu tién citu ngéu nhién

UKPDS (UK Prospective Diabetes Study) da xdc nhin Igi ich lau dai cia viéc kiém
sodt duding huyét & bénh ddi thdo duding tuyp 2. Phan tich két qué d6i véi nhitng bénh
nhén thita cin duge diéu tri bing metformin sau khi 4n kiéng that bai cho thiy:

e Giam ddng k€ nguy co bién ching lién quan dén bénh ddi thdo dudng d nhém
metformin (29,8 trudng hop/1.000 bénh nhén - niim) so vdi chi dn kiéng (43,3 trudng
hgp/1.000 bénh nhén - niim), p = 0,0023, vi so véi ding sulphonylurea két hdp insulin
(40,1 trudng hap/1.000 bénh nhén - nim), p = 0,0034.

e Gigm-ddng k€ nguy co tif vong lién quan dén dai théo dudng: Metformin 7,5 truding
hap/1.000 bénh nhén - niim, ch d) dn kiéng don thuin 12,7 tudng hgp/1.000 bénh
nhén - niim, p = 0,017.

» Gidm ddng ké nguy co tif vong: Metformin 13,5 trudng hgp/1.000 bénh nhén - nim
so vdi ch& d6 in kiéng 20,6 trudng hgp/1.000 bénh nhin - niim (p = 0,011), va so vdi
phéi hgp sulphonylurea va insulin 18,9 tntéing hgp/1.000 bénh nhin - ndm (p = 0,021).

e Gidm ddng ké nguy co nhdi méu cd tim: Metformin 11 truting hgp/1.000 bénh nhén -
nim, ché do dn kiéng 18 truding hgp/1.000 bénh nhan - nim (p = 0,01).

13. Piic tinh vé duge déng hoc:
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13. Diic tinh vé duge déng hoe:

3 ién, o ng Quung sinh hoc cha thufc phét minh cho thdy dang két
https:// nhathuocngommﬁn dco mie lidu 50 mg/500 mg: 50 me/350 mg vnso....fmnhzgg

ttdng dutdng vdi khi udng dang vién titng thinh phin riéng bigt.

- Thile 3n khong dnh hutdng dén mik 46 v 16c &b hip thu vildagliptin. Mic 46 va 16 d6
hép thu metformin khi diing phdi hep liéu 50 mg/1000 mg giam khi dimg chung vai thic
in, phan dnh bing C,,.. gidm 26%, AUC gidm 7% va T,.., chim hon (2,0 dén 4,0 gid).

- Théng tin dudi diy trinh biy v& dudc dong hoc clia titng thinh phéin cla thude,
Vildagliptin:

Hdp thu: Sau khi ubng & trang thai doi, vildagliptin hip thu nhanh vai ndng dé dinh
dut duge sau 1,7 gid, Thic &n lim gidm nhe thai gian dat ndng di dinh cda thude
(T 2.5 git)), C,y gidm 19% nhung khong dnh hudng 1di ndng 46 thude rong mdu
(AUC), Sy thay a8i nay khing cé ¥ nghia trén 1dm sing, do 46 vildagliptin cé thé
dung kém thdc an hodic khong. Sinh kha dung wyét doi cia vildagliptin li 85%.
Phén bd: Sy gin két vai protein huyét tuong cha vildagliptin thip (9.3%) va
vildagliptin phin bd ddng déu gidla huyét wong va hdng cdu. Thé tich phiin b trung
binh ciia vildagliptin & trang thdi 6n djnh sau khi tiém tinh mach (V,)) 1a 71 lit, cho
thily thuGe phéin b nhidu & mo.

] : Chuyén héa Ia con duding thdi i chi y&u cha vildagliptin & ngudi,
chiém 69% lidu diing. Chilt chuyén héa chinh (LAY 151) khéng c6 hoat tinh dugc 1y
vit 14 sin phiim thiy phin cia géc eyano, chiém 57% lidu ding, tiép theo 14 san phim
thiy phin amid (4%). DPP-4 ciing déng gép mét phin vio qud trinh thiy phin
vildagliptin dua trén mét nghién cdu in vive sit dung chudt thiéu DPP-4. Vildaghptin
khong dugc chuyén héa bii cde enzym CYP 450 & mic o6 thé dinb lugng, do do, viée
chuyén hda ctia vildagliptin dude dif dodn khang bi dnh hudng bdi cdc loai thudc dc
ché vivhodc cam ung CYP 450, Céc nghién cdu in virro d3 ching minh ring
vildagliptin khong e ch& hay cdm dng enzyme CYP 450. Do d6, vildagliptin khong
¢6 khii niing anh huiing dén sy chuyén héa ciia céc thude dude chuyén héa bdi
CYP 1A2, CYP 2C8, CYP 209, CYP 2C19, CYP 2Dh, CYP 2E1 hodc CYP 3A4/5,
Thai trie: Sau khi uéng ['*C) - vildagliptin, khoing 85% lifu ding duge bai tiét vio
nude tiéu, con 15% duge tim thily d phin. Vildagliptin dang khdng bién d6i bai tét
qua thin chiém 23% lidu ding sau khi udng. Sau khi tiém tinh mach cho ngudi khoé
manh, 4§ thanh thai toan phin trong huyét niong va 46 thanh théi thin cta vildagliptin
theo tht tf 1a 41 1iV/gid via 13 1i/gio. Thoi gian ban thdi trung binh sau khi tém tinh
magch khodng 2 gio. Thoi gian bdn thii sau khi ung khodng 3 gio.

; Nong do dinh ca vildagliptin va dién tich dudi dudng cong biéu thj
nbng do thudc (AUC) ting theo ty 1¢ xap xi voi lidu dung trong khodng lidu didu uj.

biét:
- Gidi tinh: Khong c6 sif khdc bigt trén 1dm sang v duge ddng hoc clia vildagliptin gilta
cic d6i wigng khoe manh nam va nif rong mét pham vi rong v 49 wdi va chi s khai
¢d thé (BMI). Sy tte ch& DPP-4 bdi vildagliptin khong bj dnh hudng bdi gidi tinh.
- Tudi: O nhilng ngudsi cao twédi khde manh (= 70 woi). ndng do thude rong méu cha
vildagliptin (100 mg x 1 lin/ngay) ting 32%, vdi ndng dd dinh ting 18% so vdi nhilng
ngudi tré khoe manh (18 - 40 wéi). Tuy nhién, nhilng thay ddi nay khong anh hudng dén
1am sing. Sy dc ch€ DPP-4 bdi vildagliptin khing bi dnh hudng bdi tudi tic.
- Suy gan: O nhilng bénh nhin suy gan nhe, trung binh hodc ning (thang diém
Child - Pugh), khong cd thay ddi ddng ké vé miit lam sang (151 da khodng 30%) khi st
dung vildagﬁg{in,
- Suy thiin: J nhdng bénh nhiin suy thiin nhe, tring binh hofic niing. sy hip thu
vildagliptin ting lén (C,., 8 - 66%; AUC 32 - 134%) vi 40 thanh thdi giam so vdi
nhitng ngudi ¢6 chide niing thin binh thuding.
- Chiing tde: D liéu thu duge mot cich han ché gi ¥ riing chiing the khing o6 bl ki
anh hudng ddng k€ niw d€n duge dong hoc cua vildagliptin,
Metformin: )
Hap thu: Sau khi udng mdt lidu metformin, néng dé dinh (C....) dat duge sau 2,5 gidl, Sinh
kha dung tuyét d6i ctia vién nén metformin 500 mg khodng 50 - 60% & ngudi khoe manh,
Sau khi ufng, ty 1¢ thude khing hiip thu duck tim thily trong phén 1 20 - 30%.
Suu khi udng, metformin hip thu ¢ mde bio hiw va khong hoin toan. Ngud ta cho
ring sy hiip thu metformin 1 khong tuyén tinh, O liéu dung va phéc d6 thong thitng,
ndng d6 thude trong huyét itong & rang thai dn dinh dat dutge trong vong 24 - 48 gia
vii thuding nhé hon | pg/ml. Trong cdc thit nghigm 1dm sang c6 kiém sodt, ndng d6
dinh metformin (C,,,) khong virgt qua 4 pg/mL, ngay ca & lidu 15i da,
Thie &n 1am chim vi giam mic 4 hiip thu metformin, G litu 850 mg, C,.., gidm 40%,
AUC gidm 25% vi T, kéo dai thém 35 phiit so véi diing thudc khi d6i. )fnh hudng
1im sang ciia viée gidm nay viin chua duge im hiéu rd,
Phdn bd: Metformin lién ki voi protein huyét iidng khing diing k& Metformin phin b
viio hong céu, Thé tich phiin ba trung binh (V) dao ding trong 63-276 it
Chuyén hod: Metformin dutce bii 18t qua nude tidu & dang khong ddi. Khong ¢6 chit
chuyén héa duge tim thiy & nguisi.
Thai trat: Metformin duge thii utf gua thin. B¢ thanh thai cia metformin qua thin
> 400 mL/phiit, chiing 15 metformin dug thi i qua qué inh loc & ciu thiin va b 1ét &
Gng thin. Sau khi diing lidu udng, thdi gian bén thii khodng 6.5 gid. Khi chic nng thn b
suy giam, 4§ thanh thii cia thin gidm nfong (ng vdi & thanh thii clia creatinine vii do d6
thdi gian bin thai kéo da, dfin dén ting ndng 46 metformin trong huyét tucng.
14. Quy céch déng géi: Hop 3 vi x 10 vién nén bao phum,
15. Diéu kién bdo quin, Han diing, Tiéu chuin chit lugng:
Diéu kién bdo qudn: Noi khé, nhigt 49 khong qud 30°C.
Han diing: 24 thang k& tif ngay sin xud.
Tiéu chudn chdt Iuomg: Tiéu chuiin cd sd.
16. Tén - Dja chi co s sin xuiit:
Céng ty TNHH DRP Inter
L6 EB8, dudng s6 19A, Khu cong nghiép Hiép Phude,
x4 Higp Phude, huyén Nha Be, TP. HCM.



