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THUOC NAY CHI DUNG THEQ PON THUOC.
CAN THEM THONG TIN, XIN HOI Y KIEN BACSY.
DL XA TAM TAY TRE EM. .
POC K¥ HUONG DAN SU DUNG TRUOC KHI DUNG.

1. Thanh phin: M3i vién nén chia

Hoat chit; Vildagliptin .... .50 mg

Tadwge: Viadu.. T

(Lactose, Microcrqullmc ccllulosc 1 {]2 Nam starch g ycolatc. Magnesi stearate)

2. Dangbaoth Viénnén )

M6 td san pham: Vién nén hinh tron, miu triing, hai mit tron, canh va thanh vién lanh
lan.

3.Chidinh didutri:

Vanadia dugc chidinh diéu tri ddi thao dudmg type 2 ¢ nguoi lon: : ;

¥ Dam tri tiéie: (3 nhimg bénh nhin khong duroe kiem soat day du chi bang ché dj anva
tap luyén va voi nhiing trudmg hop chong chi dinh hodc khong dung nap metformin.

v Trong phm herp hai loai thude:

- V'éi metformin: Tradmg hgp bénh nhin khdng dép img vdi lidu 1bi da metformin.

V6i sulfonylurea (SU): Trudmg hop bénh nhin khéng ddp img voi lidu tdi da SU va

khon 2 sirdung duge metformindo ch{")ng c¢hi dinh hoac khéng dung nap.

- Voimgt thiazolidinedione (IZD): Trudmg hop TZD don tri khong mang lai hiéu qua
diéu tri hodc vi¢e sirdyng thiazolidinedionekhdng chéng chi dinh.

v Trong phm hr.rp b foai dhude: Vi it sulfonylurea \m metfonnin khi ché do an,
luyén p va diéu tri bing hai thubc nd y khong dem lai sy kiém sodi dudng hu yétdiy du.
v Vildagliptin ciing dugc chi dinh phéi hgp voi insulin (c6 holie khong cé metformin)
khi ché dé an, luyén tap valiéu insulin 6n dinh khong dem lai sy kiém sodt dudmg huyét
day du.

4,Cach dang- Litu ding:

Libuding:

Ngtrdi iim ) .

- Trongdon trf 1iéu vA trong diéu tri phéi hep voi metformin, voi thiazolidinedione, vdi
metformin va sulfonylurea, hoge két hop véi insulin (c6 hodc khéng cé metformin),
lidu duoc khuyén cdo cua vildagliptin hang ngay 1a 100 mg (2 vién). Uéng vio budi
sing vatdi, mbilan 50 mg (1 vién).

- Trong diu tri phi hgp voi hai loai thube ¢6 sulfonylurca, lidu duge khuyén cao cua
vildagliptin 13 50 me (1 vién) x 1 1in/ngdy, udng vao budi sing. O nhém bénh nhén nay,
vildagliptin 100 mg/ngay khong hi¢u qua hon vildaglipiin 50mg x | lin/ngay.

- Trong didu tri phdi hop v61 sulfonylurea, ¢6 thé xem xét lidu sulfonylurea thip hon dé
giimnguy co ha dudng huyet

- Liéu Iém hon 100 mg khéng duee khuyén cdo.

- Néu bé 1& mét lidu vildagliptin, nén uéng ngay khi nké. Khéng nén dung lidu gap dbi
trong cling mét ngay.

- An todn va higu qué cha vildagliptin trong phéi hop vildagliptin véi metformin va mjt
TZD chura duge thiét 1dp.

Nitom bénh nhdn dic bigi:

Ngeeri can tuii (> 63 trai): Khéng can diéu chinh liéu trén bénh nhin cao tudi.

Suey than: Khong cén diéu chinh li¢u Vanadia & bénh nhiin suy théan nhe (¢ thanh thai
creatinine = S0 ml/phut). O bénh nhin suy thin trung binh hodc ning ]mﬁc bénh than
giai doan cudi (ESRD), lidu Vanadia dirge khuyén cdo 1d 50 mg (1 vién) x 1 lin/ngdy.
Suy gan: Khong ding Vanadia cho bénh nhan suy gan, k€ ¢ bénh nhin co ALT hogic
AST true didu tri > 3 14n gidi han trén ciia mire binh thudmg,

Tré em: Vanadia chra duge nghién ciru & bénh nhiin tré em va thanh thiéu nién (< 18
tuéi), dodd kl:mng ding Vanadia cho nhimgbénh nhian nay.

Cacl d'mrg Thudcding dl.rtmg uong. Cé the ding cung hodc khdng cung thirc an.

5. Chéng chi djnh: Qua mén vdi vildagli |plm hodc bét ky thanh phin ndo cia thude.
6. Cinh bao vi thin trong khi dang thufic:

Tong qudr: Vildagliptin khong duge chi dinh thay thé insulin trén bénh nhan cén
insulin, Khong duge diing vildagliptin cho bénh nhén ddi thdo dudmg type 1 hojc dé
diéu tri thiém toan ceton do ddithao dudmg. .
Suy than. Kinh nghiém str dung ¢on han ché trén bénh nhén bi bénh than giai dogn cudi
(ESRD)dang thim phan maun. Can than trong khi diing Vanadia & nhirng bénh nhiin nay,
Suy gan: Klmn g ding Vanadia cho bénh nhiin suy gan, ké ca bénh nhdn co ALT hoje
AST trdie didu tri > 3 Vn gii han trén ciia mirc binh thwimg,

Theo dbi men gan:

- Motsd hiém truéng hop bi rdi loan chire ning pan (ké ¢ viem gan) di dwge béo cdo,
Trong nhimg trirong hop nay, bénh nhéan thuéng Lhétng cO trigu chirng, khong co di
chirng ldm sing va cic x¢ét nghiém chire ndng gan tro vé binh thréng sau khi ngimg
didu tri. Cin xét nghiém chic nding gan trude khi bit diu didu tri bing Vanadia & xac
dinh chi b xétnghigm ban déu vi theo dai cde xét nghiém chire niing gan trongkhi didu
tri, 3 thing mot lﬁntrong nim diu va dinh ky sau d6. Néu transaminase ting, ¢in danh
gi thém 1 chi s6 xét nghiém chire ndng gan nira dé khing dinh va dinh ky danh gid lai
cac xét nghiém chirc ning gan cho toi khi cde xét nghn.,m niy r& vé binh thurdmg.
Mzimg dicu try bil.l‘l" Vanadia néu AST hodc ALT ting gap 3 lin gitn han trén eoa mire
binh thurong va kéodai.

- Ngimg ding Vanadia néu bénh nhan bj vang da hojic ¢a cac bigu hién khic cho thiy
r6i logn chire nang gan.

- Saukhingimg didu tri bfing Vanadia va cdc xét nghigm chire ning gan da trd vé binh
thudng, khdng dugc ding lai vildagliptin,

Sty tim:

- Mat thir nghiém 1am sang vai vildagliptin trén benh nhin co phan dé suy tim theo
Hiép hp: tim New York (NYHA) tir I - [T cho lhd) diéu tri vai vildagliptin khong anh
huromg dén chire nang thit trai hofic lam ning thém tinhtrang suy tim sung huyét (CHF)
trude do, so voi giadwoe, Kinhnghiém lam sang trén nhimg bénh nhin cé suy tim do 111
theo NYHA duoc didu tri voi vildagliptin con han ché va két qua la khong két luan
duroc.

- Khéng c6 kinh nghiém vé vide sir dung vildagliptin rong céc thir nghigém lim sang &
bénh nhén suy tim d§ IV (theo NYHA) va do do khong sir dung Vanadia ¢ nhiing bénh
nhéin nay.

Réiloan da:

- Ton thuong da, bao gdm phdng rop va loét da durgc béo cdo & cic chi cua khi trong
cac nghién eiru dehoc phi lam sang. Mic di khong quan sat thiy cac ton thwong da vai
tv I¢ tiing trong céc thir nghiém ldm sang, kinh nghié¢m con han ché & bénh nhan bi bién
chirng vé da do ddi thio dudmg.

- Bicb bio cdo sau khi dira thude ra thi trudmg vé ton throng da dang béng nude va
tréc vay. Do do, cn huu ¥ theo doi cac réi loan vé da, nhnr phdng rép hofic loét trong viée
chiam sde dlnh ky cho benh nhin ddi thao dvong,

Viém iy cc_rg St dyng vildagliptin ldm ting nguy co v:cm tuy wp Bénhnhin cin duge
thong bao ve cac tri¢u clm‘ng dictrumgetaviémtyy cip.

Néunghi ngér viémtuy, nén nging vildagliptin: néu xéc dinhla viém tuy cip. khdng nén
strdung lai vildagliptin. Cén thin trong & bénh nhén ¢6 tién sicbénh viém wy.
Ha diweéng huyér: Céc thudc sulfonylurea ¢é thé giy ha dudng huyét, Bénh nhan ding
vildagliptin két hop voi sulfonylurea co thé cd nguy co ha dwong huvét, Vi vay, can
giam licu cua sulfonylurea dé giam nguy co ha dudng huyét,

Thong tin v é td diror:

Vanadia c6 chira lactose. Bénhnhin bj ri logn di truyén hiém gip nhu khéng dung nap
galactose, thiéu hyt lactase hoin toan hofic kém hép thu glucose - galactose khdng nén
ding thude ndy.

7. St dung thube cho phu nir e6 thai, cho con bii va khd nang sinh san:

Stirdnng thudc cho pli o thai:

Khongddy du dir ligu vé viéc st dung vildagliptin & phy nit mang thai. Céc nghién ¢t &
déng vit ghi nhin ddc¢ tinh sinh sin o lidu cao. Mhirng nguy cor tiém An cho con neud
chira duge xdc dinh. Do thiéu dir ligu trén nguoi, vildagliptin khang nén sit dyng trong
khi mang thai.

Strdung thudc cho phinte cho con b

Chuabiétliu vildagliptin cd bai tiét trong sira me hay khéng. Cic nghién cinu trén déng
vit di ghinhéin vildagliptin bai tidt vio trongsira. Vildagliptin khéng nén sir dung trong
thér gian cho con b

Klidi ning sinh sdn:

Chua ¢6 nghién clru vé dnh huong trén kha ning sinh san ¢ ngudi duge thue hign vei
vildagliptin.

8. Anh hwimg trén khi ning Lii xe va vin hinh médy moe:

Chura ¢6 bing chimg vé anh hudng cua thude 1én kha nang i xe va van hanh may moc.
Vi viy nhitng bénh nhin c6 thé bi chdng mit khi dimg thude nén trinh 14i xe hofic vin
hanh may moc,

9. Twong téc va twong ky ciia thube:

9.1. Trrong tdc thude:

- Vildagliptin it ¢6 kha nang tuong tic voi cic thude dimg két hop. Vi vildagliptin
khang phai 13 mt ca chat cia enzyme cytochrom P (CYP) 450, khéng fic ché vi ciing
khong gy cim img cic enzyme CYP 450 nén khéng cd kha ning tuong tic vdi cde
thudc ding dong thévila co chat, chét irc ché hode cht gdy cam img céc cnzyme nay.

- Két hgp vdi pioglitazone, metformin va glyburide: K&t qui oir cac nghién ciu duge
tién hanh véi cic thude nay cho thiy khéng ¢é twong tic duge ding hoe ¢6 lién guan lam
sing.

- Két hegp véi digoxin, warfarin: Cie nghién ciru lam sing duge thie hign vai ede dbi
tugng khoe manh dé cho th:iy khong co trong tie durge dong hoe 6 ¥ nghia, Tuy nhién,
dicu nay chua diroc thiét 1ap trén cac ddi turomg muc tidu.

- Két hgp véi amlodipin, ramipril, valsartan, simvastatin: Nghién et tuong tac thude -
thuoe & cic doi turgng khoe manh dd duge tien hanh v amlodipin, ramipril, valsartan
va simvastatin. Trong nhimg nghien clm m'ly khong co tromg tac dirge ddng hgendo co
ynghfalim sing dirge quan sit théty khi phdi hop v vildagliptin.

- Kéthep voi thude ire ché men chuyén: Ting nguy ¢o phi mach khi sir dung ddng thot
thudc trc ché men chuyén.

- Ciing nhur céc san phim thudc trj ddi thio dudmg dang udng khéc, tic dung ha dudmg
huyét cue vildagliptin gidm boi mét s0 hoat chit, bao gdm thiazide, corticosteroid, cdc
sin phini tuyén gidp va thude kich thich giaocam.

9.2. Tiwong ky cita thude: Khong dp dung do chua ¢6 cic nghién ciru vé trong ky cia
thude, khéng trén 1in thude nay véi cac thude khac.

10 Tic dl.mg kllﬁng mung mnfm cla thu&c (ADR}

trcmg cac ngh ién cirumi dcn dudi dang don lr! lidu va diéu tr! phm hop duge ligt kc durdri
day, ¢6i voi mbi chi dinh, theo nhém hé co quan vi tin suit tl.:yétdéi. Cée tén sudt duge
quy uére 142 rat thudomg gip (> 1/10); thudme gap (> 1/100 dén < 1/10): it gip (> 1/1.000
dén< 1/100): hiém gip(= 111 0.000 dén < 1/1.000): rit hiém gap (< 1/10.000), chura biét
(khong thé woc tinh tir cac dir liéu hién ¢o). Trong mdi nhém tin sudt, cic phan img bit
lgn durgre trinh bay theo thir by mure d§ nghiém trong giam din

- Phéi hgp vai metformin: Biang sau I4 cic phan img phy di duge bao cao ¢ bénh nhin
dimg vildagliptin 100 mg/ngiy phéi hgp véi metformin trong cac nghién ciru mi doi
(N=208]:

Chuyén héa v dinh diromg

Thudmg gip Ha dutmg huyét

H¢ thin kinh

Thudmg gip Run, nhire ddu, chéng mat
It gap Mét moi

Tién hoa

Thuong gap | Bubnnén

MGt ede phan teng phu chon loc:

- Trong céc thir nghiém lim sang ¢6 d6i ching phdi hop vildagliptin
100 mg/ngdy + metformin, khéng ghi nhin bénh nhin phai ngimg thuée do ADR &
nhém dicu tri bing vildagliptin 100 mg/ngay+metformin hofic gia duge + metformin.

- Trong cde thir nghiém lm sang, ty 18 ha drémg huyét thirdmg gip & bénh nhin ding
vildagliptin 100 mg/ngay phdi hop véi metformin (1%) vé it gip & bénh nhan ding gia
duge + metformin (0,4%). Khdng ¢ cic trromg hop ha duong huyétniing duge bao cio
& nhdm bénh nhéin ding vildagliptin.

- Trong cac thir nghiém lam sang, can ning khong thay ddi so véi ban dau khi dung
vildagliptin 100 mg/ngay cdng véi metformin (+ 0,2 kg déi véi vildagliptin va- 1,0 kg
déivai giaduge).

- Cac the nghiém lam sang trong théi gian hon 2 nam khéng cho thdy bét ki diu higu
nio thém vé tinh an toan hoje cic nguy e khang biét inrde nan khi ding vildagliptin
phéi hgpvéi metformin,

Phoi hop vei mot sulfonylurea: Bang sau la cdc phan phu dii duoc bio cdo ¢ bénh nhin
ding vildagliptin 50 mg phdi hop véi mot sulfonylures trong efc nghidn citu m d6i
(N=170).

Nhiem khwan va nhiem kv sinh trivs

Viém mii hong

Rét hiém gap |

Chuyén héa dinh duing
Thwong gip |
Hé thén kinh

Ha dudmg huyét

Thudmg gap | Run, chéng mét, suy nhuce
Tiéu hoa i
To— | Taoben

Md 1a cae phein teng phit chon loc:

- Trong cac thir nghiém ldm sang co doi ching phdi hop vildagliptin 50 mg
I sulfonylurea, ty 1€ chung vé ngimg thudc do phan l'mgb'c‘u lgi 14 0,6% & nhom didu tr
bang vildagliptin 50 mg + sulfonylurea so véi 0% ¢ nhom dung pid duge
+sulfonylurea.

- Trong cic thir nghiém lam simg, ty 1§ hy dwong @ huyét nhom ding vildagliptin 50 mg,
1 linngdy cong voi glimepiride 1d 1,2% so véi 0,6% & nhom dimg gia duge
+ glimepiride. Khong cd cdc truong hop ha dudng huyét nédng duge bao cao ¢ nhom
ding vildagliptin.

- Trong ede thir nghiém 1am sang, can niing khéng thay d6i so véi ban dau khi diung
vildagliptin 50 mg/ngay + glimepiride (- 0,1 kg ddi vdi vildagliptin va - 0,4 kg déi voi
giddugc).

Phoi hap véi mét thiazolidinedione: Bang sau la cic phin ung phy da duge bao cio @
bénh nhan ding vildagliptin 100mg/ngay phdi hop vii mot thiazolidinedione trong cac
nghién cfru mi doi (N = 158).

Chuyén hoa vé dinh diwimg

Thudng giip Ting cin

it gap Ha dutmg huyét

Hé than kinh

it gap ‘ Nhirc déu, suy nhugc

Mach meiu

Phii ngoai bién

Thudng gip |
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MG ta cac phan img phy chon loc: ]
- Trong cac thi nghidm lim sang ¢6 ddi ching phdi hgp vildagliptin
100 mg/ngay véi mét thiazolidinedione, khdng c6 bio cdo bénh nhin ngimg thude do
phan tmg bat lgi & nhdém dicu trj béng vildagliptin 100 mg/ngay + thiazolidinedione
hodc giad dugc+ thiazolidinedione.
- Trong cdc thir nghiém lam sing, ty 16 ha duémg huyét it gip & nhém bénh nhin ding
vildagliptin + pioglitazone {0,6%) nhu'ng thwémg giip ¢ nhom hq,nh nhin dimg gia duge
+ pioglitazone (1,9%). Khéng c6 cdc trudmg hop ha dwdng huyét ning duge bio cdo &
nhom bénh nhan ding vildagliptin.
- Trong nghién ciru két hop véi pioglitazone, cin nang ting voi nhom dung gia dwge 14
1 4kgvading wldau_.,l iptin 100 mg/ngay 122 7 kg
- Ty 1¢ phi ngogi bién khi ding vildagliptin 100 mg/ngay két hop véi lidu t6i da cia
pioglitazone (45 mg, | Idmngay)la?“/u so v 2.5% d6ivai ploglitazone don tri.

Ben tri lidu: Bang sau la cac phan wng phy dd duge bio cae 0 bénh nhin ding
vildagliptin 100 mg/ngdy dudi dang don tri liéu trong cic nghién ciru mi déi
(N=1.1855).

Nhiem khuan va nitiem ky sinh triing

Nhiém khuan dudng hd hip trén,

Rathicmgap viém mii hong

Chuyén héa dinh didng

it gap | Ha duang huyét
He tham kinh

Thwing gdp Chong mit

It gip Nhire diu

Réi loarnt mach

it gip | Phu ngoai bién
Réi loan tién hoa

it gap l Tao bon

Réi logn hé eor Xiegng va mé fién két

it gip |  Pauknp

M tacae phanir ing phu chon Ipe:

-Ngodira, trong céc thir nghiém don tri 1iéu c6 i chimg vi vildagliptin, ty 1¢ chung vé
nglng thude do cac phdn tmg biit lgi khéng cao hon déi véi bénh nhan duoc didu tri
bing vildagliptin voi lidu 100 mg/ngay (0,3%) so véi gid duge (0.6%) hodic thude so
sanh (0.5%). _

- Trong cde nghién ciu don tri ligu so sanh e6 dbi chimg, ha duéng huyét duge bio cdo it
gip. ty I& 0.4% bénh nhin (7 trong 56 1.855) duge didu ir barq, vildagliptin 100 mg/ngity
50 v&i 0,2% benh nhén (2 trong 56 1.082) & nhom duge diéu tri biing mét thude so sanh
hodc gid duge va khong co l'n:cmg hcrp ndo niing hode nghiém trong duge bio cdo.

- Trong céc thir nghiém ldm sing, c4n ning khéng thay d3i so véi ban diu khi ding
vnldagllptm 100 mg/ngay dudi dang don trf ligu (- 0,3 kg d6i vai vildagliptin vi- | 3 kg
&Bi vér gia dugc),

- Cactho nghlcm lim sdng trong théi giandén 2 nam khong ghi nhén thém bit ky diu
hiéu nao vé tinh an toan hodc cic nguy co khdng biét trede nie khi ding vildagliptin
domn trj ligu.

Phoi hop vdi metformin va mét sulfomlurea: Bang sauld céc phan img phy dé duge bio
cio & bénh nhan dung vildagliptin 50 mg. 2 lan/ngay phdi hop vii metformin va mot
sulfonylurea (N=157).

Chuyvén hoa va dini dudng

Thudmg gip | Ha duong huyét
HE thén kirth
Thudmg gip | Chong mit, run

Da va mo duwoi da

Thwémg gip | Tang tiét md hoi

Toan than vé tai ché

Thudng gap | Suy nhuge

Mo td cic phaﬁ 10 2 phn d:pn lpe:

- Khdng ¢6 bdo cdo vé ngimg thudc do cac phan (g bat lgi & nhém dicu tri bing
vildagliptin + metformin + glimepiride so véi 0.6% ¢ nhém didu tr hang gia duge +
metformin +glimepiride.

- Ty 1¢ ha dudmg huyet thurdmg giip o ¢a hai nhém diéu tri (5.1% 61 voi nhom diéu tri
bang vildagli 1pm1 +metformin + glimepirice so v6i 1,9% doi véi nhom didu trj bing gia
duge + metformin + glimepiride). Mt truémg hgp hz duimg huyét nang d3 duge bio
cio onhom ding vildag ;,hptm

- Vao cuoi nghién ctu, cin ning cia bénh nhin khéng anh hwong déng ké
{(+0.6 kg #nhom dung vildagliptin va - 0,1 kg o nhom dung gid duoc).

Phéi hop véi insulin: Bang sau 1 cie phan g phy d2 duec bio cio ¢ b¢nh nhin ding
vildagliptin 100 mg/ngay phéi hop vdi insulin (6 hojic khéng cé metformin) trong cic
nghién ciu miadér (N =371).

Chuvén hoa va dinlt duing

Thudmg gip l Giam glucose huyét
HE§ than kinh
Thudng gip l Nhirc diu, 6m lanh

Tiéu hoa

Bubn non, bénh trao ngugc da day —

Thuong gip thye quan

it pip Tiéu chiy, diy hoi

M3 ta cac phan tng phu chon foc:

- Trong cdc thir nghiém lim sang co dbi chimng st dung vildagliptin 50 mg.
2 Iamngay phcn hop v6i insulin, co hode khong co metformin ding dong thi, ty 1
chung vé ngirng thude do cac phan ing phy 12 0,3% & thém diéu tri bing vildagliptin va
khéng ca truémg hop ngimg thudc &nham gia duge.
- Ty & ha duong huyét tuong trdr ca hai nhém diéutri (14% o nhom ding vildagliptin so
vii 16,4% & nhom ding gia duge). Hai bénh nhin bao cao c6 phan tmg ha dwdng huyét
ning & thom dang vildagliptin va 6 b¢nh nhin ¢ nhom dung gia duge.
-Vaocudi nghién citu, cdn ning ciia bnh nhan khéng énh hucmg, ding ké (thay dbi+0,6
kg so vadi ban diuonhom duang vildagliptinva khang thay déi cin ning dnhom diung gia
dugce).
Bdo cdesau lew hank thude: )
Bang sau la cdc phén img phu duge bao caotir kinh nghiém sau khi luu hanh thuoe:

Raoilogn tiéu héa

Khong ro

| Viém tyy

Réi fogn gan mdit
Khong ro I Wiém gan { héi phue khi ngung thudc)
Da va mé diedi da

Mé day
Cic loai ton thuong da c6 bong
nude v rde vy

THONG BAO NGAY CHO BAC SY HOAC DUQC SY NHUNG PHAN UNG CO
HAI GAP PHAI KHI SU DUNG THUOC

11. Qui Ileu va xirtri:
Théng tin vé qua liéu ctia vildagliptin cdn nhidu han ch-=

Triéu chirng: Tmu chirng c6 kha ning xdy ra do qua litu dugc 1Ay tir nghién ¢irn vé kha
ning dung nap lieu ting dan ¢ nhimg nguéi khoe manh, sit dung vildagliptin trong
10 ngay lién tiép. Vi liéu 400 mg, ¢6 3 truong hop dau co, cde truong hop riéng lé veé di
cam nhe v thoang qua, sbt, phiiva ting lipase thodng qua. Vi ligu 600 mg, mot ngurdi b
phi ban chan va ban tay va nong d§ creatinine phosphekinase (CPK} ting cao, kém theo
tang aspartate aminotransferase (AST), protein phan img C (CRP) va myoglobin. Thém
ba nguéi & nhom ]leu nay cd bleu hién phu chan, kém theo di cam ¢ 2 trudng hcfp Tétca
cictriéuchimg 2 v bit thurdmg vé xét nghiém mitdi saukhi ngirng sthudie nghiénciru.

Khing o

Xit triz Trong ineémgz hgp qud liéu, nén ap dung cic bién phap hd trg. Vildagliptin khong
thé duge logi bo bing thim tich, tuy nhién chit chuyén héa chinh do thiy phin
(LAY 151} ¢¢ thé loai bo bang tham tich mau,
12. Pactinh dwye lre hoc:
Nhém dirore Iy: Nhém thude ding cho bénh dai thao dudmeg, chit (e ché dipeptidyl-
peptidase-4 (DPP - 4).
MaATC: A10BH02.
Corché e dung:
Vildagliptin 12 m§t chét thude nhém thude tang cwromg chire nang dio tuy, 1 chit e ché
dlpeplu:lVI peptidase-4 (DPP - 4y manh va chgn lpe.
Su irc ché nhanh chéng va hoin toan DPP - 4 cia vildagliptin lam ting nong d¢ cdc
hormone incretin GLP - | (glucagon - like peptide 1) va GIP (glucose - dependent
insulinetropic polypeptide) ndisinh lic déiva sau bira in.
Diroc e hoc:
Biing céch ldm tang néng d ndi sinh cia céc hormone incretin ndy, vildagliptin ldm
tfing tinh nhay cam ctia té bao beta ddi vei glucose, cdi thién sy bai tiét insulin phy thuge
glucose. Pidu irj vcrl Iléu 50 - 100 mg/ngay cho banh nhin dai thio ducmg type 2 cai
thign dang ké cic yéu 6 chi diém chire ning cu.l 1¢ bao beta, bao gom chi s6 HOMA- B, ti
50 pron'ssulln.f’msulm va danh gia dap tng cia té bao beta tir xét nghi¢m dung nap bira &n
véi mau miu lay thuemg xuyén. G nhimg ngudi khong bi dai thao dudmg (dudng huyét
binh thuong), vildagliptin khéng kich thich tiét insulin hodc lam giam nong do glucose
huyét,
Bing cach lam ting néng dé GLP- 1 n()i sinh, vildagliptin 1am ting tinh nhay cim caa 1
bao alpha ddi vdi glucose, din dén tiét glucagon phi hgp véi mire glicose hon.
Sir gia ting ty 18 m:,u[mfblucagon trong ting dudng huyét do ting nong 4§ hormone
incretin 1Am giam san xudt glucose & gan lic d6i va sau bira an, din dén giam dwomg
huyét.
Tdc dung da biét vésw ting nong d6 GLP- | lam cham rong da day khéng duge quan sat
thay khidiéu tri bing vildagliptin,
13. Cacdic tinh v¢ dwge donghec:
Hep thue: Sau khi udng 1ac i, vildagliptin duge hip thu nhanh véi néng dj dinh trong
huyét twony dgt duge seu 1,7 gio. Thic dn lim tang T, 18n 2,5 gio nhung khang dnh
huunL tdi tdng lwgng thude hip thu via mau (AUC). Lung cling vdi thire dn lam giam

C,.. (15%). Tuy nhién, inh huéng ndy khong ding ké trén lam sang nén thude ¢6 thé
dimg ciing hojic khéng ciing vdi thire an. Sinh kha dung tuyét doi cia thude 11 85%.
Phan bé: Vildagliptin gin két kém vai protein huyét trong (9,3%) va phan bd bing
nhau giita huyét tueng va héng ciu. Thé tich phin bé trung binh cua vildagliptin & trang
thai 6n dinh sau khi tiém tinh mach (V_) 1271 lit, cho thiy thudc dugc phén bé & ngoai
mach.
Chavén bria: Chuyén hoa la dudng thai tri chinh cia vildagliptin & ngui, chiém 69%
liéu dimg. Chit chuyén héa chinh (LAY 151) khong ¢6 hoat tinh duge [y va 13 san phim
thiy phin cia nhém chire eyano chiém 57% lidu ding, tiép theo la plucuronide
(BQS867) v cic sin phim thuy phan nhém amid (4% lidu ding). Dt ligu i vitro trén
microsome thin ciia ngurdri cho thdy than co thé 1a mét trong nhirng co quan chinh gép
phan vao qud trinh thiy phén vildagliptin thanh chét chuyén hoa khéng hoat dong chinh
ciand, LAY 151. DPP - 4 déng gép mét phin vio sy thay phin cia vildagliptin nhuw di
duge chimg minh trong mét nghién ciru in vive dimg chudt cdng thiéu hyt DPP - 4.
Vildagliptin khéng bi chuyén héa béi cic enzym CYP450 ¢ ndngdd co thé dinh hrgng
dirge. Do d6, chuyén hoa cia vildagliptin khong bi dnh huéng voi cac thude ire ché
vihogic cam img CYP 450, Cie nghién cttu in vitre cho thiy 1a vildagliptin khang tre
ché hojic giy cam (img cic enzyme CYP 450, Vildagliptin khéng anh huéng dén do
thanh thai chuyén hod cia cic thue ding dong thoi duge chuyén hoa boi CYP 1A2,
CYP2ZCR, CYP2CY,CYP2CIY, CYP2D6, CYP2EI hodie CYP3A4/S.
Thei tree: Sau khi uéng [ *C -vildagliptin, khoang 85% lidu diing dirgc bai tiét vio nudc
tiéu vt 15% duoc tim thily ¢ phan. Vildagliptin bai tiét qua thin dang khéng bién déi
chiém 23% licu dang sau khi ubng. Sau khi tiém tinh mach cho ngudri khoe manh, dg
thanh thii todn phin trong huyét wang cia vildagliptinla 41 1it/gic va do thanh thai than
ciia vildagliptin la 13 lit'gio. Théi gian bdn thii trung binh sau khi ti¢ém (inh mach
khmn;,? gidy, Thor gian ban thai sau khi udng khoang 3 gior.
S mkm ifnh: Nong d¢ dinh trong huyet twong caa wld:u,ilpun vadi¢n tich dudi dudmg
cong néng do trong huyut tuong theo thési gian (AUC) gan nhir ting i 18 véi lidu dimg
trong pham vi liéu didu tri.
Diurge ding hoc trén cac doi tuwgng dic biét:
Gicri tinh: Khong o6 sy khde nhau vE duge tGng hoe cla vildagliptin gira cac déi Lupng
nam va nir & tit ca 44 tudi va chisd khdi cothé (BM1). Sy ire ché DPP - 4 ¢t vildagliptin
khongbj dnh huomg bai gio tinh.
Ngueti cao wéi: G nhimg ngudi cao tudi khoe manh (> 70 tuéi), néng do thude trong
mau cua vildagliptin (100 mgx | lin/ngay)ting 32% va nong 4 dinh trong huyét tuong
ting |8% 50 vOi ngudi tre tudi khde manh (18 - 40 wdi). Nhing thay déi nay khong
duge xem ld c6 ¥ nghfa lam sang. Su irc ché DPP - 4 ctia vildagliptin khéng bj anh hudng
bai tudi,
Sty gari: Ngudi ta ¢ nghién ciru anh hirdng cia chirc nding gan 16i dirge dong hoc cua
vildagliptin v nhimg ngudi bisuy gan 0 mire dé nhe, irung binh vi nang dya vaoe thang
diém Child - Pugh (trong khoang wr 6 Ja mircd¢ nhe dén 12 lamire dg nang) so voi nguoi
¢6 chirc nang gan binh thudng. Nong dg cta vildagliptin (100 mg) trong mau sau khi
ubng mjt lidu duy nhit & nguoi bi suy gannhe va trung binh giam (tuvong tng 20% va
8%), trong khi nong do vlldag]lplm trong mau & ngudi bi suy gan ning ting 22%. Sy sai
khéc 101 da (ting hodc giam) vé noéng dd cia \'1|dag]1pt|n trong man khodng 30% nhumg
khéng dwge xem laco y nghia lim sang. Khong cé méituong quan gitra mire dé nghiém
trong cia bénh gan v |1611gc1€1 thuic trong mau ciia vildagliptin.
Sty thdn:
Mot nghién ciru mg, da liéu da duge tién hanh dé danh gid duge dong hoc vei lieu thap
vildagliptin (50 mg x | Lin/ngdy) & bénh nhan suy than man tinh, cic mic dd khic nhau
duge xdc dinh bi do thanh thai creatinine (nhe: 50 dén < 80 m1/phit, trung binh: 30 dén
< 50ml/phit va niing: < 30 ml/phit) so véi ngudi khde manh binh thuomg.
AUC ciia vildagliptin ting trung binh 1.4; 1,7 va 2 lin ¢ cic bénh nhén suy thinnhe, vira
va niing theo thir ty, so vdi ngudi binh thutmg, AUC cic chit chuyén hoa LAY151 va
BQS867 tang trung binh khodng 1,5; 3 vi 7 lin & cic bénh nhin suy thin nhe, vira va
niing theo thir ty. Dit li¢u han ché & ede bénh nhén bénh than giai doan cudi {ESRD) cho
thiy nong do thude trong méu cia vildagliptin twong tr nhur & ¢ bénh nhan suy than
ngng. Nong dj LAY 151 & cac bgnh nhan ESRD cao hon khoang 2 - 3 1n so véi bénh
nhdn suy thinning.
Vildagliptin duee logi bo biing cach tham tich mau & mdt mirc d6 han ché (3% qua mét
lin thim tich mau 3 -4 iy, bit ddu tir4 giorsau khi ubng thudc).
Nhom chiing téc: Khéng cé bing chimg cho thiy ching (dc cé anh huong dén duge
ddng hoe ciia vildagliptin.
14. Quy cach dénggbi: Hop3vix 10viénnén,
15, Piéu kién bao quin, Han ding, Tiéu chuén chat lrgng:
Didu kién bao guan: Noi kh, nhiét dj khéng qua 30°C
Handung: 36 thang ké tirngay san xuat,
Tiéu chudn clicit luong - TCCS
16. Tén—Dja chi co'sdsin xufit :
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