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5 T ASMEN due cha dinb trong dedu tr das théo dudmg type 2 0 pganm lom

&
Vbt b b khing Keém sodt dugs bdng che &0 An v lip the dye Jom thudn v dda vin
et nhan do ena met forman L khdng phio bip do chdng chi dinh bodc kg dung npp

i, Lt by hilp v

Mttt o nhimg bénb nhin khing kém sodt duomg huyén diy 3 mie din hiu dung ngp tdi
W 1¢u s metiormin

Sulphons lusea, o nhilng bénh nhin khdng keém soat daimg huydt diy 30 mie dii lidu dung nap
to da vika mda sulphony lurea v s vin metformin 14 Khdng phi hop do ching chi dinh hoc
Whane dung nap

I hrasalidimedion. o nhimg bénh nhdn khong kidm sodt duomg huyde diy du vi cho bénh nhin
witadym g thiazoldmedion 14 thich bp

i Viw irr 3 i phap Ret o

Sulphons lurea s & metformin kb che 3 An kiéng vi tip the dyc cdng vin lidu phap kép von cig
wan phiam thudy ray kiving cung cdp kém sodt duimg huyet day du

Yoibdaghipun cing duoe chi diah s dyng k& hep vén insubin (eo bodc khdng ob metformun) khy
0 An kodng vA Gp the duc cfng vin 1 lidu insulin &n dinh khong cung cap kiém sadt dudmg

Bt das du

CACHDUNG, LIEU DUNG:

Eidu lwomg:

N puret fom:

W h e s dung dom i Bidu, ket hgp vin metformin, két hop vén thiazolidinedion. ket hip
wom e tiormin v asulphonylurea, hode kéhgp von isulin (oo hode khing ob metformin), leu
Ly en cao hang ngay cua vildaghipuin la 100 mg, dung mdt héu 50 mg vio but sdng v mdt

Trgan 30 me v a0 bindi Wi
durow s diing ket h\l'p lu‘p vin sulphoniviurca, lp.éu khuyvdn cdo cla vildagliptin 1 50 mg
i gy e an s so buds sang. O bénh nhin nay, vildaghptin 100 mg mdi ngay khiéng higu
qut harr ihlaghiptm S0 mg mds ngdy mdd Tin

Rhrdinn sa dung bé hyrp v mn sulphony lurea, mdt ligw thap hom cda sulphonylurea oo thé
g vem et 3 cram nguy co hadu-mg Pyt

Licu e bom L0 mp khding duoe bhuvencao

Sdu it icu Vidagliptin by 5o 10, né nén udng ngay khi bénh nhdn nha. Khdng nén ding lidu
dou tron 2 cunge mit ngay

S toan va hidu qua cua vildsgliptin nbar ba Ligu phap udng két hop ven metformin va
thiarahidimedion chua duge thilt lip

DBaoi twomg ddc bigt:

Nga cao tedi (= 65 fudi):

Khing candidachinh hiduir hénhnhin cao tut

Say than:

Khinge can deéo chinh béu & bénh nhan suy thin nhe (4 thanh thiy creannin = S0 ml / phuty, O
bt nhan su thiin vim hogie ndng hode von bénh thin guar dogn cuds (FSRD), Tiéu khuyén cao
cua VIGASMINIG S0 mgrrh'n ngdy mit Lin

Swygan:

VIGASMIN khéng nén ding che bénh nhin suy gan, bao ngcm cd bnh nhin ticn su ditu tny
slanine amimotransferase | ALT) hofic aspartate aminotransferase (AST) = gAp 3 1in gion han
trén cua binh thukmg (ULN)

Tre em:

WG ASMIN khdng duoc kbuyén cao sirdyng cho tré em v thanh thiéu nién (< 18 tud). Syran
tan va higu qua cua VIGASMIN ¢ iné em va thanh thiéu nién (< 18 tdi) chim duer thiét 1ip
Whong oo sin & lifu
Cach ding:
Thude dung qua duong udng, oo thé duge dung cung halie khbng o bira dn

CHONGCHI DINH: )
Win cam v hogt chdt hode vin bl ky thanh phiin nio cua thuoe

CANHBAOVATHAN TRONG KHI DUNG THUOC:
VIGASMIN khing phas b chit thay thé insulin & nhimg bénh nhin cin insulin, VIGASMIN
khding nén duge s dyng o bénh nhin udu diuomg ayp 1 hede 4 dicu in nhi¢m 10an d4i thiao
dinmg
Sy thin

kot ghigmm han che nén sicdung VIGASMIN thin trong o nhimg bénh nhin ESRD ki chay
1han nhan o

Suygan

WIGASMIN kKhong nén dung cho bénh nhiin suy gan, ké ¢4 bénh nhan oo tién si dl-}u n ALT
hojc AST = I ULN

Theo ddi men gan

Ui truemg bop hidmy gip coa oon logn chie ning gan (ké ca viém gan) 3 dinpe bio céo. Trong
nhvimg tnnimg hop nay, bénh nhin thadmg khdng oo trgu chumg ma khang <o dv chimg ldm
sadne va hEt gqua xdl nghigm chire ndng gan oo 1 binh thinmg sou khi ngimg didu . Xét
aehigm chur ning gan nén duge thire hién tnnve khi bit dau dicu 157 vin VIGASMIN d& bict
gia i han dau cua bénh nhin Chie ndng gan nén duge theo ddi trong khi didu trj vin
VIGASMIN o Khoang thin gian b tdng trong ndm dia ién va dinh ky sau 36 Bgnh nhan co
nomge div transamimase tng nén duge theo ddn véi mat danh gia chue ndng gan thir has 3¢ xac
nhan phat hignoya duge theo 4o san 86 van cle xét nghi¢m chire ning gan taamg suyeén cho
dlen kha bt thuemyg: il binh thudmg. .'\l-.iu AST hode ALT ting F-{F‘ 3 1dn ULN hode lém hem
the nenngumg dicu irp VIGASMIN

Honbntin by vang do hode che dia higu khic gei v roi loan chire ndng gan nén ngumg sir dyng
MIGASMIN

Sau kb ngumyg e g VIGASMIN va binh thinmg hoa LET, khing nén dibu 1y lgi bing
VIGASMIN

Swynim

Mot thie nghiém lm sing cua vildagliptin o beah nhin thuge nhom chire nang 1-111 cia Higp
hin tim mach Sew York (MY HA) chn'l:ll.;le didutnvin Hldﬁghﬂm_”h!l’lg lidn quean dén sy thay
donhie ming that i hode suv yeu tinh trang suy tm sung huyeét tneie do (CHF) so van gid
dispe Kanh nghigm 1am sang o nhimg bénh nhan co lap chire ndng NYHA 11 duge diduin
hamg vildaghiptin vin con hun ché v kérqua khang thuy ¢ phye

Khong oo kinh nghiém sir dyng valdaghpin trong cac tha nghidm lam sing & bénh nhin
N4 HA chue nang hang 1V va do do sirdung khong due kbuyén cto & nhimg bénh nhiin nay,
Rai logn da

Ton thuomg da, bao gdm phing rdp va loét di duge bio cio o ur chi cua khi trong cie nghién
cur A tinh pho lam sang. Mac di 1on thuomg da da khéng duge tim thiy & mdt liﬂlé fin ting
trong cac thie nghiém Wm sang, nhumg co it kinh nghiém o nhimg biénh nhin by bicn chimg da
teuduimg Homnira, dA c6 cac hido cio sau tiép thi a cdc 1on thuamg da trlly xide vi troc vay
o o, e pha hep vin vige chim soc thinmg xuyén cho binh nhin iéu diimg, theo doi che T
Togn v ¢ L, b phiong rdp hodc lodt

Vidm rp_l't'.‘p .

Sur dung vildaghptin oo hén quan dén nguy co phit tnén viém tyy chp. Bénh nhin can duge
thdmg bao ¢ cac trifu chimg dic timg cua viém tyy cﬂp

e nghi nga vidm ty, nén sgumg vildaghipting néu viém tuy cip m i nhidn, khing nén
dung Jai v ildaghptin, Cin thiin trong & binh nhin cd tién sirvidm tyy

Ha dinimg huyét

Sulphom lurca duge bigt 1 pdy ha duemg huyeét Bénh nhin ding vildagliptin két hop vin
sulphonylurea co thé o6 nguy oo ha dudmg buyét Viviy, mét hiéu thip hom cia sulphonylurea
civihe dupe vem et de gm nguy oo ha dudmg huyet

b appeam F chhyre fan lose _ _

¢nh nhdn mic cac ron logn di truyén hiem gdp ve dung nap galactose, chimg thiéu hyt Lapp
lactose hay ron loan hdp thu glucose - galactose khing nén su dung thuoe nay

SUDLNG THUOC CHOPHY NTCO THAIVA CHOCONBU:

Phy ad co thal

Khong co du ligu ddy 3 o vige s dyng vildagliptin o pha o c6 thai. Cae nghién cdni a djng
vatda chothdy doc tinl sinh sdn o lidn cao, nhimg nguy co iém dn cho con ngiem 1 khdng xde
dinh VIGASMIN Khdng nén duge sirdung trong khi mang tha

Phy nircho con

K hong bdt vildagliptin eo thé duge bai il rong sira me hay khing Cac nghidn ciru trén ding
viit di cho thiy sy has ¢t cua vildagliptin rong stta. VIGASMIN khang nén duge s dyng
trong thin gian cho con ba

ANHHUONG CUATHUOC LEN KHA NANG LAIXE VA VAN HANIMAY MOC;
Khong conghién cin vé anh huamg dén kha nang 131 xe vi s dung may moc. Cac binhnhin by
hong mat khang nén 1a cae phuomg Uién giao thing hollc sirdung may mbc

TUONG TACVATUONGKY CUATHUOC:

Vildaghiptin ¢ kha ning tuomg e thip vin cac thude ding chung. Vi vildaghiptin khang phay
L chat nen ensym cytochrom P{CYE) 450 vi khdog e ché hode tgo ro eneeym CYP 450, nén
no khong co kha ndng tremg te van cae ot hopt ddng 14 cht nén, chit ire ché kodc chil pily
CAMD UM CUaCac Cneyam nily

Acthyp v proglitazon, miwifevrmiin v glybaricd

Kt qua o Ci nghién oo duge tién hinh voi cac thude tr) dai thao dudmg udng 44 cho ihiy
b o e dogw 3dng boe oo lidn quan lim sing.

Pragroron bt e o Py, warfurein ichdinen CYPIOW

Cac mpehedn e B sang dugw thige hidn sdn cac dii tugmg kKhoe manh 34 cho lhd)' khq'_'mg ol
e Ui gy dong hpg oo lién ||u.|n.($d'n I.}:lnmg

Ko thgreovor oemloadipan raempedd, volsaetan boge simvasiain

Sphadn cor remg the thude-thuee o cdc & tugmg khde manh duge thie hign von amifodipin,
rmmiprid, wakaran v simvastating frong nhng nghién o nay, khimg ot tremg tic dinge
dimge B cobien uon Thm <dng duee quan sit thiy sau khe phd hop von vildagliptin,

At homovert ikt chid e chinsdn

ot Lam tang gy Cor phu mach & bénh nhin ddng thon ding thude tre ché ACE

Cung nhu cac san phim thude vy dai thie duemy khac, e dung hg dindig huyét cua
webedagliptn 0 the by gham ben mdt <8 hoat chit, bao gom thiazid, coricosterud, cie san phim
fuyen grapo & thuds cuimg giao cam

TAL DUNG KIONG MONGMUON CLATHUOC

10 Do et thes st fomg &0 1 TR benh nban tep xoc vin vikdaglytin von Lidu hing
gy S o e meas e TR mg (S0 mg har B mds ngiy hode 100 mg b ngiy
oD Wb et AL Ut shegm oo kiden aodt ionhit 12 nadn. Trong sb nhomg bénh nhiiin aay, @
20A bdnh abin e dung vildagliptin don i lgu v 1520 binh nhin ¢ aliisny
webdaphipton ki bige oo gt san phoon thude Khac. 2 682 bénh phiin dupe dida trf voi
Gl gt HEE i st s 430 g han B imdd aghy hole 100 mg mdi nghy mit 108) va
PO bbb A duca sy baeg & ohdag lipton 40 mg -ru!nuniynﬁ |ﬁ|

Pl L sy gt v b Lok nbirmge tha nghigan ndy 1 nhy vi thodng gua. khdng vlin
phay 1 g W Bt thiy s bidn hé ndo gil che phisa g bat lgn v wdi e, si
L Phers grann phein by 0e foeae Do hamg g

G brvivring Do hicwn g 3p e tos bogn e ndng gan Uk ca viden gan) 48 g bao cao. Tong
ahirmgt g hoge s b sluin thiomg kbdng oo oo chimg od khdag oo di chimg
wang vy barg ramg e Lo benh tbareng saw kb ngumg dica . Trong Jit hdu o iy bfu
corhadmsoat v b sgbedon 1 g beesweg Wen din 24 iuan ty BALT hode ASTFang - W iilN
I s e Dgm N o te Do o g i comg DIB 02 % 0. 31% vi

dddimgm pleaty Bogn a oo nlbval

0 2w v vy ldaglapton 40 mig o ngay mad thn vildag laptm 340 my ke lin mdy ngay vt
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o s ki nlbesd e 1) adu v b < ligu ﬂup bo wang dhas ledt kd denm By e el ol i e
’l"" o apriam b themg v Lan ooty S0 e Thn sadt durpe i dyndy L i b badm ¢ - 1],
hadai 0 00 ddn - | 0 Wwleg pha bedn g - 1 HOING dén (W0} haden | - | 100D dém

I UEmN ), e Mol = | OO, kg dhaoc it | chdmg i wo Timh Sumpac o B lida o0 ade )
Tromg mde nheen e ol phan ong bhdng mong madin deoc rimb bay thes tha by g 4
nghsdril ITongE
Kai Aoy vivi mciformin
Bang |' (dc phin dmg khibng mong mubn dwge béo cdo & abimg bink nhin ding
NG ASMIN 100 mg mgay két hgp vird metformin troog sghién céw ma 840 (N « 10%)
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Baing 2: Cic phan wng khing mong muin dige bao cio & nhimg bink nhin dung
VIGASMIN 50 mg két bgp v sulphonylure trong nghién cou mi déi (N = 170)
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INbiém triung v nhitm trang -
:‘Rfﬂ hém [Wiem min h?ng_ - o ]
iﬁi_ﬂ; :h:;_u'ﬁn héa va dinh dirdng - ' |
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[Ph ey Sy ahavs o B .
Rbi logn Giéw hoa '
Khotg phd bedn [T bom - i
At hyp v thicoolidmedion

Bang }: Cic phan gng kbing mong mudn duge bio cdo ¢ nhimg binh nhin ding
VIGASMIN 100 mg ngiy két hgp vii thiazolidinedion trong nghién cira md a3
N = 158)
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E‘hung Tang cin -

Kbdogphdbiin  Maduimghoyplt

Réi loan h thin kinh - _1
iK_THHw phi been !.I“.lu Jiu o

[ty s

:R-!li loan mach mabu

E('hung iF"I:u ngog baén
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Bang4: Cdc phinl'mghillvldm bio cao & nhimg bfnh nhin ding Vildagliptin 100 mg
mibi ngay dudi dang don rrj lifae tromg ede nghlién ciu mi dii (N = 1.855)

Nbidm triing v nhiém rriog

Rt hiem [Nhidm trung duimg hé hap trén

Rt hicm Wiem miy hong

R loan chuyén hoa va dinh dirdmg

Khing phé bién !Ilq dirmg huvét
Ri loan hi thin kinh

Pha bicn Chong mdt
Khang pho bicn ;'I_}:iu diu

Roi logn mpch miu

Khing pho bien il‘hu ngogt bién
Rii foan tidu hba

Khong phd bicn !1 40 ban

6 logn oo xuomg v mb lien két

Khing ph bien Inuu khem

K&hﬂ-.\\m micffirmin vd sulphomyling

Bing 5: Céc phan vmg khiing mong mubn dge bdo cio o nhimg binh nhin ding
VIGASMIN 50 mg 2 lin mdi ngdy két hop vii metformin vi sulphenslure trong nghién
e mi dal (N = 157)

R logn chuyén hoa va dinh duimg

Pha bicn Ha durémy huvet

RS logn hi thi kinh - .
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Pho bidn Rung dgng i

Phis bicn Pau diu I

'hd bidn Chong mjt

Khiong phi bién ME mo o

Rii logn tléu hon

Phés bién Budn ndn

Kethop ven insulin:

Bang 6: Cic phan img bit lgi durge bio clo o nhimg binh nhin ding VIGASMIN
100 mg mdi ngay két hgp véd insulin (¢ hofe khing cb metformin) trong cdc nghién ciru
il 46l (N =371)

Rl lopn chuyén hia vit dinh dudmg
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THONG BAO NGAY CHO BAC STAHONG TAC DUNG uuhiu MONG \11 ON
GAPPHALRIISU DUNG TIUOC,

QUALIEL VA CACH XU TRE

Trldue i

Thomg thn v cde tridu chimg co the xiy s ki qui lidu duge Wy i nsge nghide curi vt Kb nliesyg
dungmplﬂullngénhung i irgmgg ke mainh duow ding VIGASMIN trong 10 ngay

Tt U001, b b truadmgg b by ) img nbe v thoding qua, s00 phis nd vt ting ndag 0 lipase
thovang qua

Tyi 0080 mg. modt benh nhin by phu chin v ban ay, vi tng crestin phosphokinase (CPK).
aspariyt aminotrns ferase {AS U, protein phan g C (CRT) vd ndng 80 myoglobin Ba bénh
rhin kb By v o bk, \ullﬂumhunu il I rudmg hip

Vit ed cie tridu chimg va bdt thidmg rong phing thi aghigm dave g quydt md khidag cin
didu g sau ki ngimg dung thude




Chihamiri

Tromg irakmig s (i ndin wal whng by iy Wiy \ il g inn by Wbt s, Langi b
bt o o by o by Db il lae Dy nibviin bt g bvoryde how thary el chimbo LAY 18 ) coime
humm hosut P Dl o by hany thudm oo 10

DAL PINMEDL O 1L G L
Shii thade b dus s dhying trveing Dk Gidu aveng, thisds i b dipapisy | pep i dase
A4
MAATO A obal
Viaghpion Meudn nladon chde i cuonig isded L mdi ohdt i ohd DIFP 4 mgnh md v o hom
New,
oo i gl ooy
Wigs su dhung vididagliptoo e 80n i chd haogd diding PP nhanh chong v bodn iosn, diln
g b ogng g U8 W vl s sinb cua o hormen incretin GLEF- | (peplide gidng
plucagon 1) v GIPpisdypopstide insalimistsopic i thads jhaose )
Fib hamg sy lim: i
BV i b g mvide i iivh coa cas hormen morviin ndy vilidaghiptin bin g 39 nhay coa
wid 1g bbb thdinh ghucose, b dén vide 1t insulin dugy cbl thign ghucose. I iry bing
vildagliptin %40 100 myg nghy o biah nhin tiéu duomg tuyp 2 cdi thifn dang ké cie chire ning
# bio beta bao gam HOMA - (Dinh g md hinh Homeostasis - i), 1y I proinsulin vi
dviahin v chc bidn phip dip dng 18 bao beta i dung nep bits in thatmg xuyén kiém tra O
nhitmg nguon khdmg by dis thio duomy (Buomg huyés bink thaomg), vildagliptin khdng kich
Ui ik Vo il Pl gimrm e dunimy huyd
Pbimg cag b dng mii GLP | ndid sink, vildagliptin clng lam idng 40 nhay coa cic 1 bao alpha
won hucose, Al dén Lid s aggom thic b hap vin g lugose hom
Vide ilng vortmg ty 1 insulinglucagon trong qua trinh g duing huyét do thang b lugmg
o inreniin ddn din giam san vkt glucose o 000 v san i, din dén gim dudmg huydt
Tk dhyiing 48 bdt cum vang g A0 GLI* | Lam chim vige lam rdng de day khang duge quan
s thdy vl dida iy v Hhikaglipain
Hifu il B wng vt wn todn
Florm 1% 000 gt adsdin e bgoi aida dudmg tayp 2 48 tiam gia vio sde thin igh g lim sing
ok 000 Do ki wasdd Dl g mom Wi glan didui g howi 2 ndm Tvoing ch nghién co
oy, vildagliptin i dusg oho hom 9 000 bonl ahdn von lida hing mgdy SO mg mdi npdy
o B, 30 rgg bt L onddd gy hisde 100 g mdi ngdy mon An. How 8 000 hénb nhilli naain
i Dot 4 OO Tbins b ndd 8 nhdin e vildag Hiptin SO mg st ngay mon ln hoge 1040 m
wdi ngdy Hom | 900 béah nhin dungg sl lipting 30 g indd ngiydin hode 100 mg m":
ngdy = 65 ndm Trong caw Wi mghidon nay, vildagliptin dugy dimg did diaing dim in Ligu o
iy bénh nhin ghus g dusg thisde by e dudng wayp 2 bode kdét hpp o nhimg beak
il kbydvengg Auro kidan sodt diby do i ede san phidin thudo g dia ko disong ke
N chuang, vildaglipiin A e thign kidim soat dudmg huyés khi diang don i ligu hode khi se
dyng ki hop vod metformin, sulphonylures v thiseoldmedion, dugc do blng cach gidm
HA o Liém uan trén Barn s i didm cudi nghido o (sem Bang K)
Frotig cac thu nghadim B sany, moe a0 guim HbA L vin vildagliptin cao hom & nhiimg bfnh
ihin 0o HBA |, ot ddu ¢ oo bhom
Trony it 1 nghiém mu ddi trong 52 wdn, vildaghiptin (30 my hai ln mdi nghy) da Lim
giam HBA, ban dbu xudig 1% so voi -1,6% 341 vl metformin (chuldn dd dén 2 g / ngiy)
khiding it duge kit gqua kbong this kém. Bnh nhan dusse didu 1) bing vildagliptin bao cio
ty ¢ mbc che phan img bit lgn dudmg 1@y hoa thilp hom ding ké so vin didu ) bang
matformin
Trong mi (i nghiém ma don trong 24 wdn, vildagliptin (30 mg hai lin mdi ngiy) duge so
shnh v rosiglitezen (8 mg mdi nghy mdt ln). Mic giam trung binh 1a -1,20% v
vildagliptin va - 1 A8% vin rosiglitazon o nhiimg béah nhin co HbA |, ban ddu trung binh 14
K. 7%
Bdnh nhin dung rosighitazon tng cdn b binh (+1,6 kg) trong khi nhimg nguoi dung
wildaghiptin khdng Wi chn (-0.3 kg) Ty 18 phis ngoai bién & nham vildagliptio thip hon so
wirk nhdim rosdgliineone (uomg tmg 2, 1% so vol 4, 1 %)
Trung ndt thar ngghido Fm shng kéo dan 2 nam, vildaglipun {30 mg hai B mdingiy ) duge
sov s ven ghicleesde (0en wn 120 mig/nghy ). Sau hal nam, mise gum trung binh coa HbA 1L
00, 8% i wori wildigliptin v -0,6% ddi vl ghiclazde, 10 HTIA,, ban ddu irang binh 1i 8,65
Thdinge ke kg s kém aa kKhong dat duge Vildagliptin cd lidn quan dén ha dudmi huyét
o (0, 7% ) o van gl bsido (), Tre)
Eroongg it thar mghadan kéo dii 24 tuing vildiagliptin {50 mg hat Tin mdi ngiy) duge so sinh
vk proglitazon (0 my mdinghy mot 1) o shimg bénh nhin duge kidm sodt khong dly du
g metformin (i trang binh bing ngdy 2 020 myg), Mic giam trung Wik e 1ThA,, ban
dbu 1o K A% 10 0.9% vin vildaglipin duge thém vae metformin vi -1,0% Kkl thém
ploghitazone vie metionmin . Fang trong lgmg tang binh + 1,9 kg d8 duee quan sit thivy o
nihimg bénh nhia dang proglitazon dus thdon vio met formin so van + 0,3 kg o nhimy ngun
ol w il liptin g thiem v o mettormimn
Trongg mdn i sghidm i samg keo din 2 nam. vildaghiptin (30 mg hai lin mdi ngay) duge
so s v glimepiod (o0 da 6 g gy - Bida g bink @ 2 nim: 4,6 mg) o Bénh b
duge didu try bang metfonmn (b trungg binh himg gy | 804 mg ) Sau | ndm mide giam
trung binh e HbA | 1o -0 4% vou vilidagliptin duge thém v metformin v -0,5% vin
ghimepiride duge thém vao metformin, wemin oo ban tang biok HbA 1 7,3%. Thay dbi
trong Iumg oo thé von vildaghiptin 1 -0,2 kg so von + 1,6 kg von ghmepiride. Ty 1§ hp duim
huydt thip hon ding ké o nhom vildagliptin (1,750 so voi phdm ghmepiride (16,2%), S
i cudl mghién oo (2 iy, HBA L tarong tyembu gid e co bitn & cd hai nbhim didu trj vi sy
thay A01 trong Tugmge o i vy ke bigt b dudmg huydt duee duy i
Tromgg mdl tho nghadm keo dan 82 tudo, vildaghiptn {50 mg hai o mdi nghy) duge so sinb
vin gliclazide (Hdw trumg bink Tang agdy 2295 myg) o ohimg bénh nhidn duge kidm sodt
khong by A by oetforminLéa metl o o e co ban 1928 mg / ngly). Sau | nfim,
e i teung binkh cus HBA 081 v v ildaglipn duge thém vao metformin ((ming
binh HbA 8 4%) vi 089 v ghiclaende dise thém vio motformun (trung binh 1bA
8.5%0, thng ké Khdng thaa kém 38 dgt duee (952,010,110 - 0,20) Thay déi trong lugng co
e vimy kg hiptin B4 0001 g soovin e thng cdi 1A b vin g e lazide
Tromge mn tha nghigim kéo dia 24 mdn, bigu gua cua siekén hop hiéu cb dmb eda vildagliptin
st Tormn (o o dabin dén Ticu S0 SO0 mg hai Lin mdi ngdy hode S0mg /1 000 mg
hai Un mdi o) khi dida 1) ban i o bidnli nbidy e iy ding thude Vildagliptin /
metformin S0 mg 10D mg hay e md ngay T giam 1bA,, <1.52%, vildagliptin
metformin S0 mg . $00 my hat o nedsngay - 161%, metformin 1000 g hai 1Anmdi ngly
1 6% v vildaghipton SO mgandi ngay 109% e duong cosoirung binh HbA, 14 %,6%
Sar gridm 1IBA, quane sibd Uy o nhidrmg biénb nbin coduimg cooso = 10,0% 1 lom how
MGt i mghi@m 24 tadn, do it g abién, ma di, ki soit gin duge duge thyse
hidn dé danh i g o en g o vildaghiptn SO mg i gy e Lk o v gid dirpe o
A1 bbb nhdn mdc bénh e dudmgg logs 2 wbosuy thin v (N = 294) hode suy thin ndng
(N = 2217, 68, 8% vl K0,5% bénh nhin suy thin vim va ndag tuong ang duoe didu tr bang
irsudin 1idu trung binh bing ogay Lo Tugt 186 dom vy v ST,60dom v O nhimg bénh nhin
sy o rang binh, v ldaghpio gidm ddng ke PIbA L sovon gid disgo (Chénh ek -0,53%) s0
wim i co bin irung biah [ 7.9% (0 nhimg beoh nhin b suy thin njng, vildagliptin lim
g ding k¢ HBA L so v gia dugc (chénh b -0,56%) so vin mie oo ban trung bink 14
7.7%
ML thar nghigm n,uiu nhién, mu Ao, Kidm soat g duge trong 24 tudn da duge tién hanh &
FIK bénh nhin 3¢ danh goa bigu qua vidd an lodn cia vildagliptin {50 mg hai ln mdi ngay)
ket hop vin met formm | = 1 500 myg v gy v g limepinde (= 4 mg mdi ngiy) Vildagliptin
ket hop vin metformin v glimepirsde lim guim dang ké HbA, so v gid duge. Mine glam
trung binh ddu chinh gid duge welIbA ban b 14 %5 14 -0, 76%
Mot thir nghigm ngha nteén, mi don, kidm sodt gia duge trong 24 uin i duge tién himh &
449 bnh nhin 3¢ danh g bedu qui vi A0 an todn e vildaghiptin (50 myg hai Vo o ngdy )
&t herp vin Diéu dn dinh < da insun co bian hode wdn sdn (liéu trang binh hang ngay 141 don
v b, v vige sudunudoni thermetformin (N = 276) hade khdng e metformin dbng thin
(N = 1730 Vildaglipin két bgp von imsulin lam giam dang ki 1IBA, so viri i dugy, Trong
ddn s ok chung, mire giam trung binh dusge dicu chinh bing i durge r mirc co s ring
bink HbA, % 8% 14-0,72% Trong cae phin nhom duge dién tr bing insulin c6 hofe khdng
keém theo metformin, gidm trung binh didu chinh gia duge trong HbA, Lin legt 18-0,63% va
0,84% Ty 1§ hy duromg huyét trong din sd non chung Un heot 14 8 4% va 7,2% a nhbm
wvildagliprin va gii deoe Bénh nhin ding vildaghptin khbog tng cin (+0,2 kg) trong khi
nhirng ngudn ding gid dugs gmedn (0.7 kg) )
Trong mdt nghién oo khac kéo din 24 tudn o nhimg bénh nhin mitc bnh tidu dubmg tugp 2
Lidm triden hom khdng duge kidm sodndiy duvd imsulin (e dyng ngin v din hom, lidw insulin
vrung birh ROIL /ngly ), gism trang binh bA Khi vildaghiptin (50 ng hai lhn mdi ngiy ) ddi
ik ansulin Wm hom dang k& v mdt thidng ké so vin gin duge efng von insulin (0,5% so vin
0,2%) Ty 1§ hg dudmg huvét & nbiom vildaglipin thip hom so van nhém gid duge (22,9% s0
vin 29 6%)
MO thir nghi¢m nghu nhién, mi d6i, da |runr tim rong 52 wdn da duge tién hinh & bénh
nhin tidu dudmg yp 2 va suy tm sung buyet (NYTA Jdp 111 dé dinh gid hidu qui coa
wilddaghiptin S0 my hat L mdi ngdy (N = 128) dén gia duge (N = 126) trén phin sult tbng
prudus thibt i (LVEE) Vildagliptin khoog lidn quan dén sy thay ddi chire nimg thiit i hoje
Lam xbudi CHE trde g Cae s kot mpeh duge dido chindi di duge cin bang g thé
Conbadubidn ed tim o bénh nhin dliu iry bang vildaghiphin by suy tm dd ENYHAso vl gia
e Tuy nhidn, oo syombt can bang trong gid duge co nguy oo tim mach gia dinh vt s
Tugmg cae sy kién thilp, khing bao gom cic l\!I ludn chie chan Vildagliptin lim gidm ding
K TIRA, s v jad diese fehénh 1¢eh 0,6% 3 so v e cor b brung binds 13 7,8% 0 tudn 16
Trong phin nhom vl NY A Toal T mire giam HbA 5o v g duge 'Ihllplumllcld nhlfch
0,7%%) nhumg két lufn nay by gion han boi sd legng bénhnhin (e = 44). Ty 1§ ha duimg
hu)!‘l trong din s non chung Lo Lt LA, 7% v S6%0 donhdm vildagliptin vigia duge.
Nzt car tim migae h
ML phin tich Wng hap cic bidn cd nm mpch duge didu ey b 1ap va o endn vong 1 cie
nghien con B shog dom i Bidu goa doan 37 con pha 1 va 1Y vanghién cin lm IIL? két
B ket i b 2 b (e ongehila 1 phoi nh idim S0 whn ddivai v iagliptin v 49 il dbi viri
che 5o xinh) 48 duge thye hidn va cho thiy vildaghiptin didu ir mmnf ldn quan G&nlmgu
ihng npuy co b mpshoso v so sdil Dy cudi g Drp cum ciie bidn ob tim vy bilt Igni
chinh dugre xet xor (MACT ) bao gdm nbdt miu eo tim edp tinh, 01 quy hodic v vong de tim
ynach 1 uromgg g s vin vildagliptin so v eie thude so shnb hoat dng vi gid duge kéthop
[Ty 1 run v cos Mantel Now Haenseel (M-HTRRYO82 (95% CLO61Y | M{UMACE xay rag
B3 trong s09. 599 (0.86%) binh aldn duge didu iy bing vildagliptin vi & 85 trong s 7,102
£1,20%6) béoh nhin dugre didu try sosante Danb go g thimh phin MACE ridog l¢ chmhﬂy
khdng o0 i ro ng (uong e M-10RRY. Ciae trudmgg bep suy tim di dugee side nhin (HF)
dhirgre xibe dinh W 10E el abibp vién hode Kl phit T méi duge bio cdo o 41 (0,43%) bgnb
nhin durge didu tr bilng vildagliptin va 32 (0,45%6) bénh nhin duge didu ) so sdnh voi M1
RR 108 {958% C10,68- 1,701
Bing 8: K& qua hifo qua chink ciaa vildugliptin trnn! cie thir nghifm dom tr] Hju cd

abi chimg gl daye v trong cae thik nghim didu tr] ket hgp bb sung (din s 17T higu
quil chinh).
Nghitw ciw kidm sodt glé dupe don | Duug co | Thay ab trung binh o | Thay bl rung |
il ligw wirtrung | dwdig co sotrong | bink duye dibu
| bimh | DIbA (%) vio tuln 24| chinh bibng gla
A (%) duye trong
HIBA i, (%) vin
twin 24 (V5% C1)
Nghidn caru 2301 Vildagliptin 80 mg 8.6 A% oY
hai I indi ngdy (N = 90)
[Nghico et 2184 Vikdaghiptm 30 mg R a7 0,71, -04)
ihu lan mde ngly (N = T9)
S e il -|.-n,nmmwammmnm
Mt vho - aghbls erw kit hyp
ildagliptin S0 mg hl Thn bt ryghy + nd 09 ERETEE T
inatformin (N = 143)
A itdmgtipriin 811 g ribd gy + e e Ve 0 04
Mrkddaglapion 300 myg ha Moy s gy + K7 N 07 %09 04)

[pboglotasan (N < | 16)

S —_— i

Vildaghipn S0 mg ha e mds mply o | L1 .o ALE® L, Ay
|

[metformin o+ glimepirid (N = 142y
[ ‘ e " S - e S
I * p o008 B o sanh so v i dunw ¢ s -mI‘

b¢nh nhin nha
Cor guian Duige phiden Chda A 3 o bo ndp két qua nghidn ciu von vildaghiptin vong i cd
€ tp hop con cun bétinh nhi mac das thao duomg huyvp 2
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DAL TUSH I O IONG HOH
gy iy
Sani ki wdag o Wwaeng WAl nhin dn, vilbuglipiin G hdg i nbanh « hong, you sdeg & Jinh
u.mr Fouary it ooy, cpuiinn wabl o 14 )7 guir b Bon bt D oo thaive §1an nﬂn' & b rong
Pyl fuvmg dém 2.8 0, nhamg khdag bhm gy ddi phan shod wag thé (AL Dung
S ihbagliptin v thaw B 1o i see (19%) Tuy nhidn, e 36 ihay s khdng oo v nghla
b v, o 0 VICASMIN o0 e duss ohio usbog clmg hode kg o Ui B Smb bhd dyng
Bt i 14 W84
Plsclin Mol
Proswin by i tvinrmg o vildkag lopiim thip (9, V%) wia v Uhaagg g pilvbes b g godiog baas €4 tunmg
S hidwig ot i vl phibe bd tramg bk v vildaglipain 0 waig thki dm dpeh o ki Lidm i
ongch | W b 70 B ohi Uy sy phuba b mgod masch
i o winh o
Trmes dibi ol 1 con dudmg thisi tra chink cua vildaghipim o nguom, ohidm 69 lul'uth.lﬂ‘ e
chuydn hia chinh (1 AY 1§ 11 khong hogt ddng v mdt dugw 1y v ba san plubim thuy phdo s
wynno, chidm 7% lidu dimg. tdp theo |4 ghouronid (BOSRST) vi cac san phden thiy phin
wimied (4% v lidui ). DNY D in vilro rong microsem [hian coaa con ngion ¢ ho thly thin oo i 1h
it Lo Alimg cor quan chinh gop phda thiry phin « Udag liptin thdnh <l chuydn hoa khdag
hogt dong chinh cia na, LAY 151 DPP-4 dong gop mdi phin vao qua irinh thay phin
wildaghptin dya trén co thé in vivo nghién cine s ding chudt thidu DIFP-4. Vildagliptn khdag
durers chuyén hoa bin enayme CY P 450 dén hdt ky meee 40 dinh hegmg nio. Theo do, 46 thanh
thai chayen hda com vildagliptin khong dige dy kidn s& by anh huomg bin cb logi thude dong
thn 1 chibt the chd CYP 430 va / holic thudx gdy cam ung. Ul aghida cou s virrm 38 chimg
munh ring Hl\.llgt m khdng i ché /o ra enpym CY P40 Do do, vildagliptin khdmg oo kha
nang dnh hudmg &4 thanh thai chuyén hoa cua che thuds ddng duge chuyén hda bin CYP
IAZLCYP2OK, CYP 2O, CYP2OI9, CYP206, CYP2E ] hoge CY P IAL 3
Chiive'n hia
Chuyén hoa i con duimg logi bo chinh cho vildaghptin o nguon, chidm 69 Iku. Chdi chuyén
hoa chinh (LAY 151} 1i khdng hoat tinh duge 1y v 14 sin phim thuy phin coa cyano maiety,
chabim 574 lidu. tidp theo Ji gluiguronide (I)SRGT) v can l‘lihrim thay phdn smid (4%
Tidu) D3 Lidu i vitro trong cbe 1€ bio thin cla con ngudn cho Thiy thdn o thd 1h midt roag
nhitny cor uan chinh gop phin vio sy 'hu." ph.iil o v ildaglipiin by vin chdil chuyen hoa
Khng gt dong chinh coa nd, LAY 151 DIPP-4 gop mot phdn vio qui winh thay phin
wildagliptn dyn wrdn nghlén cou in viva sir dyng chudt thidu DPP-4. Vildagliptin khing dugs
whm-xn hia ol enzyme C Y P 450 dén bt ky mire 30 dinh lugng nio Theo do, vige gl phdug
MOt bing trao A1 chill cua vildagliptin khdng dugpe dy dodn U w8 bj dnh huong biri wido thuds
Adng 14 thube e ché CYTP 450 vihode chdl gy cam img Cic nghién cini i vitro a4 chumg
muinh ring vildagliptin kibng tc chd&ich thich eneym CYPA30. Do do, vilday Tiptin khidng co
kb g dnh huomg dén ghdi phong mat bing trao dii chdi cua cbe thudy ddng chuydn hia ban
CYPIAL CYP2CR,CYPP2C9, CYP2C19,CYPID6, CYP2ET hofe CYPIA4 S
Tl e
Sau kb ubng vildagliptio (14C], khodng K5% lidu dugs b 1ét vao nude néu vi 15% lidu
duge i phyc trong phan. Thin bai tdt cua vildagliptin khoag thay ddi chidm 219 lidu sau
hi udng. Sau ki tiém tnh mgch cho cde A irgmg khaoe manh, Wag lugng thuds rong huyd
e v thitn et vibdagliptin o Tegt 141 vi 1310k N don i tnd trung binh sau khi tiém
tnhmgeh 1d khoidng 2 gia. Nos din than tr sau kb wdng L khodng 1 gio
Tueyidey tinde/ phot twvdn tfnth
Cenax cha vildagliptin v khu vye dudon ndng 30 trong huy & tuomg so vin dudmg cong thon giasn
(ALIC) tang theo 1y 18 xdp xi lidu theo khodng lidu didutn)
Dic ditm o che nhdm bénh nhin oy thé
Crivl tineds
Khingcd sy khive bift co hén quan vé mat Lim sing trong duge dong hoc cia vildaghiptin duge
quan sil gilr cde dbi tugmg khie manh nam vi nir trong mdt pham vi rdng cua twdi va chi sd
khitcothé (BMI). U chl DPF-4 biri vildagliptin khang by anh hurtmg boi gicn tinh
Newecrl com udi
O nhimg ngin can wdi khie manh (= 70 wdi), mire 3 phor nhidm cia vildaghptin { 100 mg
mdi ngivy méi Han) 48 thing 32%, vén ndng 6 dinh trong huyé neong 1ng 18% so véi nhimg
ngudn tré khoe mgnh (1540 woi). Nhimg thay doi ndy, wy nhién khong duge coi la co lign
qquan dén Mm sang, U chié DPP- bon vildagliptin khang b anh huimg b i e
Suy gan
Anh huomg cia chire niing gan bj suy yéu ddi véi duge dong hoe cia vildaghprin 43 dugs
nghién cini & nhimg b¢nh nhin suy gan nhg, trung binh va nang dya trén didm s0 Child- Pugh
{1ir 6 dén nhg dén 12 ddi vol ngng) Phot nhidm v vildagliptin sau mt lidu duy nhdt ¢ bénh
ihihn suy gan ohe vi trung binh A8 gidm (Mo lugt 1d 20% vi %), trong ki phor nhidim vin
vildaglipun cho binh nhdn suy yéundng ting 22% Sy thay ddi tdi da (ting hode giam) khi llée\
xibe wén vildagliptin 14 - 30%, khoog duge con i cd lidn quan dén ldm sing. Khong c6 mx
tuomg quan gidra mire 40 nghiém trong cba binh gan vd nhimg thay 4o trong vige Lep xie v
vililaghpun
Suy thyin
Mot tha nghigm nhidu lidu, nhin mé 88 duge thire hgn dé danh gia duge dong hoe ciia libu
didu iy thitp hom cia vildagliptin (50 my ::El: gy mot Hn) & nhimg bfnh nhiin bj suy thin
man Hinh khic nhau duge xic dinb boi 86 thanb thi creatinio (nhg: SO dén < 80 ml /1 thidy,
vira phii: 30 dén < 50 ml / phot vA nghiém trong: < 30 ml / phit) so v ddi ey kiém sodt
khoe manh binh thiremg.
Vildagliptin AUC tang trung binh 1,4, 1,7 va 2 lin & béub nhin suy thin nhe, trung binh vi
nding, lwomg img, 5o viri cée 3 tgmg khie manh binh thuomg, AUC cla cae chdt chuydn hoa
LAY 151 vi BOSS6T thng trung binh khodng 1,5, 3 v 7 ldn & b{nh nhin suy thin nhg, trung
binh vit nfing, twong dmig. D¢ han ché 1o b¢nlnhin mac bénh thin giai dogn cubli (ESRD)
ehi rm rdng pho nhidm vildagliptin wong e nli & bEnh nhin suy thin niing Nong do LAY 18]
a0 hon khodang 2-3 bin so vin binh nhdn suy thinnbng
Vildagliptin 42 dugc logi bo bing thim tich miu & mitmie 30 han ché (1% trong mdt Lin
chyy thin nhin o 3-4 gid bt diu sau 4 giorsau liku)
Chiing te p
Dirlidu hon ché cho thiy ching 1 khéng ¢6 bt ky anh hudmg lom ndo dén duge dong hoe cla
vildngliptin
id i an todn tién Jdm sang
Sy chim i diin truyén xung um duge quan st thiy 0 nhimg con chéd von lidu kKhdng 6 tic
dung 15 mg / kg (phoi nlném 7 Lin o nguon dus trén Ceas)
Tich liy cie dar thye bio phié nang bot trong phdi da duge quan sit thiy ¢ chudt vi chudt nhat
Liu khang co the dung & chudt 13 25 mg / kg (phoi nhidm o nguoi gdp § 1in dya rén AUC) vib
@ chudt nhbt 1 750 mp / kg (pho & nguo glip 142 Lin)
Cibo trigu chirog tiéu hoa, dic bigt L phin mém, phin nhdy, wéu chiy v o liéu cao hon, miu
phidin 4 dupc quan st thly & cho. Mo mire A6 Khdmg o6 Tudu e dA khdng duge thidt lip
Vildaghiptin khong gy 90 bidn tong cie xétnghiém in viere vicin vive thdng thinmg vé ddc
tnh gen.
M1 nghién ciru vé khi ndng sinh san va phit inén phdn som & chudt cho thay khdng o6 ba:q;
chimng vé kha néng sinh sin bj suy guam, khi nhng sinh san hoge sif phit indn phii som do
vildaglipun. Ddc tinh cua phii thay duygc ddnb gid o chudt va thd, Sy gia ting Ly 1¢ xuomg sudm
lurgm s A duege quan sat thay o chudt lién quan ddn vige giam cde thing s tron lugmg oo
cita g, vin lidu khing co tae dyog 75 mig: kg (phon nhadm & nguer ghp 10 Lin). (fﬂm. trong
lurgmg thai nbi giam vi cic bién hé vr.\'umglhu thilly sar chigm phit i gn chi duoc ghinhjn khi
ci e tnh niing con me, vei lidu khing co tic dung 14 50 mg kg (phot nhidm & ngudn 9 1in)
Mot nghidn ciro phit tridn trde va sau ki sinb duge tge lugn inén chudt
Motnghién el gay ung tha trong hai nbm d2 duge thige ign o chdt v lidu uong 1en 11
900 mg / kg (khoang 200 lin phor nhibm & nguen voi lidu 1 da duoe khuyén nghy). Khing
thby thng ty I¢ mac khii u do vildagliptin, MO nghiéo ciu gy ung thur trong hai akm duge
thyre hién o chugt von lidw ubng 1én won 1000 mg kg Tang 1y 1§ mic ung thu bidu mo tuyén vi
vil i méu dc tinh 38 dugc guan sit voi hiéu khong oo e dyng 1in bugt 1 $00 mg © kg (phan
nhibm érngudn gip $9 in) vi 100 mg kg (phoi nhidm o ngadn 1616n). Ty 18 tng cva cae khbi
u iy (rchudt duee col 1 khong co nguy co ding ké doi von con ngarén dya trén vige thidu dés
tnh coa vildagliptin va chin chuyén héa chinh e né, sy xull hién cia cae khdi u chi & mét
lodi vi ty 1§ phn nhiém todn thin cao.
Trong mﬁnghién ciru de tinh kéo din 13 udn o khi cynomolgus, tn thirong da da dwge gh
nlifin o lidu $ mg / kg /ngady Chung lubn nim trén cic cha (tay, chin, L v dudi), O mirc 5 mg
ki / ngary (womg duemg vin phon nhiém AUC & nguai vai iéu 100 mg), chi quan sit iy myn
nurdre. 1 di héi phoc mac di iép e diéu try va khong lién quan dén bit ihuromg mé bénh hpc.
D bong tric, bong trdc da, bong vay vi vét lodt dudn vin nhimg thay d md binh hoc wromyg
quan duge ghi ahin & lidu = 20 mg kg /ngiy (khoang 3 1hn phen nhlim AUC dngudn vin lidu
100 mg). Ton thuemg hoai wr & dudi dupe quan sat o muae > 80 mg kg ngiy. Ton thumg da
hhﬁng“liﬁl phuc & nhimg con khi duge didu i & mire 160 mg kg ngdy rong thin gian phuc
i4 tudn.
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Tilng 1218, Tén ohi Cienco 4, 180 Nguydn Thi Minh Khai,
Phuring Vi Thi Sau, Quin 3, TP 115 Chi Minh,

BT 0931 KOO0 80O
samedeoi@samedeo. com,vn - samedoo. com vn

Cor sér sin xulit:

CONG TY CO PHAN DUQC PHAM 2/9
930C4, duimg €, Khu cong nghiép Ct Lar, cum 2,
weoumeg  "hucmg Thanh M§ Lii, Quiin 2, TP. 15 Chi Minh,
DT: 028 3868 7355 FAX: 84 28 38687156




