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By Thudenay chi ding theo dun thube

Trantriva 5

Vién nén bao phim

DE xa tim tay ré em,

Bye ky hring dan s dyng trude khidang.

THANH PHAN CONG THUC THUOC
Thinh phiin duyge chiit: Linaghpun 3 my.

- Thinh phin duges Manuol, ok batngd, tnb bt nén gelaun hoa man phdn, unl biéa
gelatn hoa 1oan phan, crospovidon, silic dioxyd keo khan, magnesi stearal, HEMC, PEG
GO, take, ttan diosyd, oxyd sando

DANG BAO CHE

- Vignnén bao plun

- Viénnénwén, bao phim mau do, hama

CHIBINH
TRANTRIVA 3 duye chi dinh wong digur dai thio dudmg type 2 o nguein tndms thanh nhe
migL chit bo oo cho che dg an kiéog va van dong nham e tign kha ndng kiém sodn dudny
by @t rong dhimg Ludng hop sau

= B ded fide: Khibénh nhan khéng phi hop diéu iy vormettonnm do khéng dunyg nap hoae
cd ehdng el dmnhvdo suy than

- B phiit hyp: KU hep véi cae thude didu ) dai ihdo dudmy khie, bao wbm insulin, khi
e thude niy khang kiém soat étduamg huydt

LIEUDUNG,CACH DUNG

Liduding

- Libu ding khuyén cho 14 5 mg x | lir/ngdy, Khi linagliptin duoe bd sung véo dibu tri vii

mietfurinm, nén gy nguyén |ize metfumin va ding dong tiéi linagliptin,

Kl phdt hop linaghptin véi mdt sulphonylurea hofic voi insulin, cé thé cn nhic ding

sulphonyluren hode imsulin van ligu thap hon dé wiam nguy co ha duimg huyét

Lida diesg 1rin cic difi nepng dic bige

Sy thgn: Khong can chinh 1Liéu o bénh nlién suy than

Suy gan: Cic aghién euu duge dong hov cho thiy khang cin t‘.!urlil ligu & bgah ahén suy gan

nhumig kidongligni lam sang o nhimg bénh nhan nay la chua day di

- Ngaod caw s Khong can chinh [i&0 theo Wi,

Tré e ML Lhir nghiém 1am séng khong xac dinh duoc hidu gua o U em i LY dén 17
Do da, khang khuyén cdo diéu ey vl linagliplin & wé em va thanh thidu nién. Linagliptio
clura dige nghién evu gwe e diedn 10 1wd1,

Céehiiing

- Ding dudny udng, €6 thé ubng thude cung hode khang eiing thire 4n & bit ky thi didm nio
trong ngdy

- Khiquén udng mat liéu thude, nén udng ngay khi bénlhaban nihi ra. Khidng ding Liéu gap dés
LN elng mot ngay

CHONG CHIBINI
i man var hnaghiptin lede vii batky thinh phidna dinge ndo cia thude

CANHBAOVATHAN TRONG KHIDONG THUOC
Téng quit

- Khiong nén s dung linagliptin o nhiting bgnh nbén din thie dueimg type | hodie bénh nhin dai
thae dubmg nhiéni wan ceton =
Ha dubng huyét

- Linagliptin don ty 1igu cho thiy ty 1& ha duong huyé tuomyg duong vor wia duoe, Tiong cée
thie nighigni [dm sang ding linagliptn nbu 2 mét phan cla dieu i két hop vol cac thude
khing gdy hg dudmg huys (metformin, ty 18 ha dudng huyat duge béo céo véi Hinaglipin 13
trony disong vin gia dirge

- Khidang linaghiptin phéi hop vo1 suphony lurss (trén ndn didu tr) metforming, 1§ 18 ha dubag
huyéttang ién so von wia duge,

- Caesulphonylurea va insulln duge bigt 1a nguyén nhan gay ha duomg huyét, Do da, ¢in thin
trong khi sir dung Linagliptin ket hgp viri sulphonylurea vafhoac suling Co thé can nhic
aiam lidu sulphonylurea hode insulin
Vi wy cip

- Surdung thude tre ch DPP-4 co lign quan dén nguy co tién widn vidm wy odp Vidm wy edp
da duye quan sat thdy o nhimg bénh nhan dang linaghipuin. Trong nglién ciu v an todntrén
o mach va than (CARMELINA) vt than gian quan sat iang binh 2,2 ndm, viém Loy edp
da dirgre bao cao o 0.5% béal nldn diew g vin Hnaglipun va o 0,1% bénh nhan digu iy vin
aid dugre, Bénlnhén cdn duge thdng bao vé cac tridu chimg dae liung cua viém tiy cip. Neu
nght ngér vidm ty, nén ngimg s dung TRANTRIVA 3, néu da khang dinh viém wy c3p,
Khdng nénsirdung thude tra lal. Cén than trong véi bénh ihan co Lién su viem Ly,

Byng nwie pem phigoid

- Dd quan san thdy bong nure pempligoid & bénh nhén ding Linagliptin. Trong lign lon
CARMELINA bong nuge pemphigoid 43 duge bio cho & 0,2% bgnh ahdn didu ui vei
limaglipun v khang ci o bgnh nhan digu 1) vin gia diege. Néu nghi neb ¢d bong ninde
pemplagoid, nén nglmy s dung TRANTRIVA 3

SUBUNG THUOC CHO PHYNT COTHAI VA CHO CON BU

Sirdyog thube ch phy nirco thai
Vide su dung linagliptin chua duge nghign cou o pho niveo tan Ce nghidn el aén din
vit khéng chi ra tde ha e Uép hode gian ép cua linaglipin 4o voi doe tnh sinl san. Bxé
Usin teons, 168 hom B nén teank s dyng Linvagghipstin trong Lo ky mang ta

Surdgng thudie cha Pl ol eho con bi
it L sdn ed vé duge ddng hie trén déng vt cho thiy eo s ba UL cua Hnaghpl.nu’_llz'.u
chuyen Loa trong st Khong thé lowt twienguy co ddi v tré bu me. Phai Guyl dinfi né
nguing cho con bi hay dimg/kidng didu ey linaglptin dis edn i feh cos we bieg va vl ich
COA YL g

ANHHUONG COATHUOC LEN KIA NANG LAIXE, VAN HANH MAY MOC
Linaghptin khing anh huang hode anh hueang khdng déng ké dén kha nang ki xe va vin
Lanb may moe, Tuy nlién, bénh nhiin nén duge canh bio vé nguy co b dwimg hoyddic bigt
khi k&l hop vl sulphony lurea varhode insulin

TUONG TAC, TUUNG KY COATHUOC

Tweng the cia thude

Ihiaih gl frewmng fic thude trén in vitre

Linagliptin 14 mot chil canl tranh yéu va 1 mat chat i clié 1 yéu din uung binh dd1 visi

CY P isoeyn CY P3A4, nhuig khéng e chi cac O Y P isozym khae. Linagliptio kiong phii

I ehia pdy e Gy winede CY Pisazyin

Linaghptin 14 man co chie Pglycoprotein va (e ché van chuyén digosin Qua Liung gian P

glycoprotein vo liogt lue llug'p Dyt én ¢he két qua ndy v nhiing nghién ciu tomg te

e wén i vive, linagliptin duge xem 1 ed tha gy wong the vai che corehiit P-ip ke

Bink gid twwng tic thud feén in vive

el heroigg cova cuie thude kluge doi wi lengglipin

Doeigu Vi sfng miéuta Judi diy chio thily nguy s o6 cie omg 1ae § nghia wén lm séng do
wide s thude ddng i 1a by, .
Hifampien: Divng ddng thdi da lidu S my lnseliptio cing voi nfmngein, mat cht giy ean
g mpnh B-glycoprotein va CYP3A4, ddn dgn wilin 39,6% va 41, 8% AUC va O o uny
Ui O djnl et Tmagliptn va gam khoang 0% su (e ché DPP-3 & nbnyg 46 day. Do da,
phos hop linaghpun va cae chiit edm imy P-gp mgnh ed the khdng dat ndu qua day du en
L sang, Jde bigt néu che thude ndy dupe it dyng [ dai Vide sir dug A thdi vin cie
clidt gdy can umg manh P-glycoprotem va CY P3A4 khie, ching han nhu carbamazepin,
phencbarbital va phenytoin chin duge nghién e,
fevionavie. Ding dong ot met hiéu dan dudng udng 3 mg Linegliptin v da Lidu 200 me
durbing ubing Cionuyvir, Gl chil i ché manh P-glycopratein va C Y PIAA, lam tang AUC va
C .. el linughiptin 1uony dng 180 khodng 2 1n va 3 W Néng do thao khiany lién két,
Uiy et 1% o g digu e cos Dneghipting tog 180 4 - 3 lan sau khi dang dong tin vai
nanavie Siemd phong vé nang d@ linagliptin trorg huy om0 Wang thid én dinh kb ca
vakhong cd su dung nionavir cho thay syedng nong di dube khang 41 lkédm vai o tieh |Gy,
Nhimig thay do ndy trong duge déng hye cis hnapglipin khdng duge cho 14 ¢ y nghle vé
it i sang. Do vay, nhing wemg tae eo § nghin lim sing s& khdng xay ra vl cae chit e
chd B-glyeoprotein/ C Y P3IA4 kliac,
Mefurming O ngon tonh nguyén khoe manh, s dung dong thal Ligu metdormm B30 mg < 3
I fngay von mist lidu linagliptin 10 mg x | Vrngdy khéng lam thay dorco ¥ nhia lim sing
duyre ding hpe cus linaghiptin
Sulplwouyhienee: Dse ddng hge o tang tin dn dynb kb ding 105 n | inagliptin khéng b
thay i khi dung cing vt mo hiéu don 1,73 mg ghibenclamid {gly burid)
Al bunvig cue Wuagliprin fén cde thude kide
D [1gu N s migu L& due day, linagliptn kbong co anh hugng dang ké vé midl i séng
dén duegre diing hoe cus metformin, glibenclamid, sunvastain, wartarin, digoxin hofic we
thude wanl thal duemg udng, dicu ndy cung cAp bang chimg i vive cho Uy subuaong i gi
urong tae thude voi ede co chdt et CYPIAG, CYP209, CYP2CS, Peglycoprotem va chiat
viinehuyén cation him ea (OCT)
Metfornna: O ngua tnhiguyén khoe manh, su dung déng thiv da éa 10 mg linag)iptin 61
B30 mg medvomim (mot co chit OCT) khidog tam thay 481 ¢d y nghia lim sang doge déng
lwe cua nietfonmin. Do do, linagliptin khang phai la min b e elé van chuyén qua ung
s 0L
Sufglianplerees; [ing déng thin da Héu dubmg wbig 5 nig inagdiptin va dou héu duwong udng 1,73
mg glibenclamid (glyburid) din ddn wiam 14% & ¢ bai wid o] AUC va ¢ cua ghitenclamid,
Kl ding ké vé i lim sang, .
D glibenclamid dugo chiuyén hba chi yéu bii CY P23, nhimg dir iy ndy cing b we chio
thay Linagliptin Khong plidi 1 mat ehdt e ehd CY P2CY. Cie wrong tie ¢6 § nghfa 1am sinu
kho co thé xay ra von cae sulphony lures kbae (vi du gliprad, wolbutamd va glimepind ) duqge
it chio yéu ban CY P209 taeng e nhu ghbenclannd
Fheggencin: O ngrn tiah sguyén khos mank ding doni hot da liéu hang ngay lmaghpon 3 my
v dhi L& 0,23 mu digoxin khéng e anl luony, dén duge déng hoe cua digoxin, Do da, wen
iz vive, linaghiptin khéng phid 1d mat ehit e chd s v chayén uik Lruog ghan - glycoproten
Warfaens: Ding ds liéu hing ngay hnaglipun 3 myg khing lam iy ddi duge ddng hoc coa
3(-)hode R+ ) wartarn, miteo chit CY P20, dugo dimg don lidu
= Simvastading Dung da ligu hang ngdy linaghipag co anh huong 1 thiéu dén duge dang hoea
wang thai én dinh cua simvastatin, mot oo chat Y PIA4 nhay cam, @ ngwrdl Linh nguyén
khag manh. Sau khi ddng 10wy linaghpin (én ngadng didu ) déng tha voi 40 mg
simvastatin mdi audy trony & nudy, AUC huydt oy cln sitnvastatin Eng 34%, va C,_
Byt teng tng 104

Hhuide teceeh dhark g wing: St dung ddng tén von 5 mg linaelipin khéng [am thay di
e o b o orgng than @n dinh via levonorgesrel hode ethimylestradiol
Tuung ky cia thudc
Do khéng e eae ngluéa eiu v tinl wong ky cda thude, khéng win 1n thude ndy véi cac
thufic khic
TACDUNG KHONG MONG MUON COATHUOC
'I'éml.%ulfrlihan tan
Trong phin ticl dig hop cia cae nghign cina lan sang co dii chimg voi gia duec, ahin
chang ty 1 b1 tdc dyoa khdng mung mubo o nhikng bénh nldn duge digw uj voi gia dugc 18
tuserns the k1 dingg linagelipein 5 mug (63,4% so vt 59, 126), Nguny digu i do tae dung kbéng
mong muba dirge quan st & ahdin binh nhin ding ma daoc cao heo se voi nhom ding
linaglprin 3 me (4. 3% 0 vin 3 4 %)
Taz dyng khang niong mudn duge bie cio thudmg <uyén nhit 18 *'ha duomg huyét” duoc
e st Wiy ki dimg phia bigp ba thode, binaghipom efng véi metformin v sulpbonylurea,
& 14, 8% s vin ] 0% T wid duge
Teong cac nghisn ci eo dél chimg vo1 gia duge, 4,%% bénl nhin b “ha duéme bayé do e
dumg klading mang rowdn khi diog linagliptin Trong dd, 4.0% Janbg v 0,9% & mie irang
binh va 0, 1% duge phin lom la néng,.
Vidim tigy da duge bio cho thedny suwyén hend ahimg bgah nhan duge chon o nhién duing
linagliptin (7 bién ed wén 8380 bénh nhin dimg linaglipin so voi 2 bién ¢é ¢ 4383 bénhnhan
dimg gid dupe)
Do anh ooy i digu 1 eo sin ban ddu wrén eac t@e dung kldng mang mudn (vi du ha
dudng by &), eae e dung khdng mong mudn duge phén tich dea vAa 1img ché da didu i
twony mg {don o lidw, bS sung vae didu 1 vin medormin, b sung vao didu 1 von
nustfoania +sulphonyluea, bd sug via dieu tr van insuling
e nohign clou ed déi chimy gia duge bao gom cac neghiEn el trong dd lmagliptin duge s
dymge nhur
Blon i lidu ngdn han cho ton 4 dn
Doy 1du=12 wdn,
14 sune i diéu tn vén metfarmin,
Baé suwng vaa dhéu iy v metformin + sulphonylurea.
B4 sung vaa diéu i vén metformin v empaglifiozin
B& sung vao digu tn vanimsulia (edny lode khéng eing v met fonmin),
Cau tae dyng khong mong muon duge phan nlom theo t6n st (& thumy wap (ADR =
W18, thadmg gdp (17100 < ADR < 1110), it gép (11000 = ADR < 17100, him pap
(1410000 < ADR < 111 0UDY, 3L lném gap (ADR < 1710000} vd khdng ré thn sudt (khéng (e
tink ducctiediliéu s3aco).
Wi dhasciie va e by siph Jriing
- itgap; Vigm mii hong,
R bewcars e i ety
- itgap: Quamin(vidyting kichimg phé quan)
il it edis thy deediiegs vt Clieeyido e
Rl thwsimg sap. Ha dudmg buy 8 (kD dine kit bop v netformin va sulphanylurea)
ot lewaa dedd !J.LEU. IR VE g it
- iluap He
Rl Pocai diéi ficha
it g8ip Tao bon (khi ding kEthop vl nsuling
- Hidmgdp Yadm iy
W Poasa ebea vil e et cdar
- dtgap Phatban™
- Hiémgdp: Phimach, may day"’, boog metre pemnphigod™.
Ad agteém
Thisdmyg wdp: Tang men lipase’®
[1pap Ting menmnylase
" Tae dyng khiing mong mudn dage ghi nhén i kinh nghigm sau luuhanh,
 Dygz vt m e (0 men lipase quan sat thdy rong ese thinghigm Wm sang > 3 Hn mae i
T trgn binh thurdmy,
' Xem ngghin cou vE an Lean trén tim mach va than cia linagliptin (CARMELINA | dudi
day:
Nistiia et vé om b Irén dinr mereh vir thdn et dinggdiptin ((CARMELINA)
Mghién citn CARMELINA danh gia tinh an on wén tim mach vé than ca linagliptio so
viri gid dugc @ bénhnhdn dii thie dibmg rype 2 va oo nauy oo tim mael cao can ol vaa tign
sirbénh mgel i W o sin hode béoh than. Nahidn i bao gdnt 3494 bénh aban diée
vl linagliptin (3 m) va 3485 bénh nlda diéu tr) véni uia duge. Ca hai duvc thém vio én
nen didu o] chuan {|lﬂDl."='1L'Ilél.ldlllﬂnlaldiﬁpllmgvﬁﬂhﬁlu vE y&u 16 nguy cotimmach
Ty 18 gap phai cac tae dung khang isong mudn nol clusme v ede 14 dunp khans mony mudn
nehiém wong o bénh nhén ding lwagliptin 18 wang wrso vai bénh nbin diing sia duge. Cac
dir Biéu an tod (e nyhién el nay phu hyp vor cae dit héu an 1dn d8 ét e 88 coa
binagliptin
Trang guin 1 bénh nlén duoe didy bién e ha dudng hyét nghién wgng (edn 13 tru)
e bdo eac & 3 086 beah shin ding lnaglipt va 3,1% Beoh nhan ding il dug O chc
bmby nnhiin damg st o sulfomylucea o than digon ban daw, ty 1§ wip phat bign ed by dudng
It ngluidin trang 18 2 0% & binb nhiin didy i w81 limagliptin va 1, 7% & binh abidn didw
v g1 duge. O cac benh nlido dang s dyng msul i o thin didm han g8, 15 1 g3p plai bidn
6B v b by @t nghudi trong 124, 4% o béal nhian dang linagliptin va 4,99 & bénh ahdn
g s e,
= Trony g doan quan sat cua nshiEn ol Leng O, vigm Ly odp 38 duoe bao ehe 0 0,3% bénk
nlvéin i1 vk linaghiprin va 0, 1% binh alvan diéu i vei gia duac,
Tiony nflluin el CARMELIMA, beng mede pemplugoid di dwot bao cao o 0,2% binh
nlhes i g won Dinsplipin va khing €6 0 b nhin G tr von gid duee
T bac vgay clobiac s§ hode dupe 5Tkhi gdp eae tie dung khdng ang mudn b én khi sa
dyng thuoe Imél:l:mi'auuégphﬁn(n:gcﬁllﬁjumlln.ﬁc\’é'lhmg&n'ﬁbru un thude v Thee
i b Congg e s st thude (A DI pCude Cia 13achi 13« 15 L8 Thinh Téng - Hodn K i2m -
IHENGL Bagnitbioal U243 9333 018, Fux: D24 30335642, Emull: i preenter@imail som
QUA LIEU VA CACH XU TRI
Quii liga
Trong e nghién wlu ldm sang oo d61 chimg i g tinh ngoyeén khoe manh, Ilélu dom [én
1o SO0 s Bnagliptin (W rong duong vor 120 Ln lieu khuyén caod duoe dung ngp 1 Khiog
i inh maghiEne ki ding liéucao hom 600 mg o ngaoi
Citeh i ted kh dit ng thind e qual Tidy
g wae ruromyg biyp gud éu, nén udn hink vie bign phag didu 14 1 ry thang thusong, vi da
nhulog EKI thude ek hip thu e da déy rude, theo d6i 1m sang va dp dung cac ién phap
digu i néu cin
BACTING BUGC LYC OO
Nludan twge b Thudc didu try dio tho dismy. Nham thude te clié DPE-4,
MaATC: ALUBHDS
Cochéticdung:
= Linaghptn la meét chat ws ché enzym DPP-d (Dipepadyl pepadase 4, EC fI.al.lfl..‘x]l [EY
emeynl thain gia vho qué trink bat hoat horman mereim GLE-| va GEP (peptid- | gicri
glueagon, mdt polypeptide kich tich msulin phy thude glucose). Mhimg hBermaon nfly
thuramy by phdn by ohank bin engem DPP-4. Ca hai hormon ineretin 180 quean dén s difu
nde sunh by cha cfin bime glucsse, (néretin dioe Tt it o mdt nény da thip wong sudt ngdy
v ndny di ndy ting lEn ngay 1§p e sau kbi g, GLE-| ¥i GLP tang sanh ang hgp nsulinva
b g i chic lébaubeludtuyrmrg!,|inhlrangbinhllqrtrngﬂkhiﬁr@dmnyhuy&. Hanthé
i, G P-1 clog B gram bai @ glueagon tirede té bio slpha & ty, din dén lam igm bai
it iy & an Linaghptin din ké?réL hadu cqua vt DB P-4 then mfr cheh o thé ddo ngaee
dugre vado de L tang bén vomg v keo ti ndng d8 meratin hogt hoa Linaglipuin thng bai
uidt insudin phu thuge vao wlucose va lam giam bt aét glueagon do d6 shin chung cai thidn
cdn l:l.inz; ghocose. Linagliptio gan ket mgucach ehon loe vin DREP-A vi 6 tinh chon loe =
18000 8 50 i Lot vindi DF -8 hofc DPP-9 rén i v
Hidu gua lim sdug v an tein
Trang ¥ nghidn el ngdu nindn es dai chima gigi dogn 11 trén 5239 bénk nhan dal thio
e type 2, ¢ 3319 binh nhan duoe dida iy biing linae) ipin 48 duge tiéa banh dinh wia
b g v an toan, Trong cde nglién eiu nidy co 939 bénh nhin 2 85 wdi, 1235 bénh abdn
suy thin nlw va 143 benh nhan say (i wung binh ding bnaghptn Dl Tiragl iptin nt
180 mBi nudy giop cdi thign dang ke vé mat i sdny irong vige kidm sed dibms huyét,
khang vo thay doi ¢d y nehis lim sang 451 voi trang lugng eo thé Vige giim hemoglabin
duge glycasylat hoa Ale (HbA 1e) 14 ooy W el cie abom kbas ahau bac gom gion nh,
db o1, suy o v chi 5o khér e the (BML) HbA e ban ddy cao hon co lién quan dan vide
wiam Hba e nhiéu hom, 6 s khic bif ding ké vé vide gian HbA V¢ giia bénh nldn Chau
A {0.8%) vabenh nhin Da trmge (0, 3% ) rong cio nghién e gdp
Ltrwanggltpan cfim by togns whs v gnady wdeciiy khideng eiienyg o e metfienien
Tinh hidu qua va an Loan coa linagliptin den v ligu 9 dugs danh gid rong mdt nghién el
nn.':dﬁlcﬁdéilchl.'mggiaduuckéodaizﬂ Lian. Bxéutribénglinagliﬁium&ﬁn midi ngdry cai
idn dang ki chi s b e (-0.69% 30 vl gia duge), & bénk nhin co HbAle ban dau
Khing 8% Lmagliptin ¢lng che iy cdi thidn dang kE lugng, dudng rong buy et teng lue
doi (FPGY v dutmy Dyt 2 gidr san kb in {PPE) sa ven wia duoe, Ty 18 ha dudog huyet
duge quan sat o ahimg bénh ahdn digw 1 w61 lonaglipiin 1§ wong v gia duge
Finh [1igu qua va an tdn cua lnagliptin dem 1 Dig cing duoe dank gis o nhimg Bénh nhin
i didu el v metformin khény phi hop, do khéng dung veap hobe chiag chi dinh da suy
thidn, trang it nghidn el mo dd) 6 61 chumy gia doc kéo dai |8 uan Linagliptio e
et diing ke ehi 8 HbAde, (-0, 579 5o wdi aid dupe), tirgid e HBA Le trang bind ban dau la
8,09% Linaglipun cling ehe thiy cas thifn dan ké Liromy dudng ong huy € um lic doi
(FPGse von gid duge. Ty 1§ by duomy bayét disge quan st & nhimgs bénh abda diéy 10 véi
vl i paart 13 Doy s vt gim dhugre. '
Livtaagliptias bo suny vao dide tef vt ntegforan
Tiah hidu qua va an todn cua hoagliptio ket hop vei metfomin 02 duse danlt gia wong mt
nuhién el ma ddi ed dai chumy wid dupe kéo dai 24 wan, Linaghprin car ihign dang ké
HbA e, (-0,04% s vdn g B ddieen b, o i e s bind b dau HBATe 8%, Linaglptin sling
chio thiaiy ean tidn ding k& |uen g dudme trong by s |ie 3 (F PG va dudog huyel 2
it san khi dm (FBG 5o vé gd duge Ty 16 ha durdmg baydn o Guan 330 & nhiog bink
ahian dugw bry v Linaglipn |4 wsomy b vin i diroe,
Lbbiigdytian o) sung veio didie fry kel dip metformin v suilplomyinrea
Bt nglién el co dé) clwmg wia duve kéo Jil 24 wan duge tidn Lanh ohbin danl gid tink
hig i qua va an e eda lnaaliptin S i 50 ol gia duge, ten nhimy binh nhin chua dupe
d!Equ] dfiy thnvin metformin k& hpp sulphonyluren, Limaalipwin whip e thén dang ke chi
50 HbA LG (-0,62% so vii gid duge), 1 gid e HbBALC trung bioh ban ddu 18 §,14%
Linag liptin oiing el tiay eantugn ding ké lugng duenyg rong lié o Wi Q1 FPG)va
dutomy huyel Ty skl dn| PPG) so v giad dugu
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Linaglipiin b sawng vho didu ri két e trie{formine v empuglylozin
O bignh nhian khiing duge kidgm soa dfzy divor metfonnin va empaglifoan (10 mg (n=247)
hodc 25 mg (n=217)), diéu 1 24 tuan vai lidu phap bé sung lnagliplin 3 my wiip gian
HBA Fe tung binh dB higa chinh so vidi HbA 1 trung binh ban diu lan luot 13 -0,53% (hhig
bl dany ké so vingia duge 18 -0,33% (95% C1 -0,52; -0,13), vé -0,58% (khac bidt dang ke
sovongiaduge 1a-0,47% (93% C1-0,66,-0,28). Ty 1¢ bénh nhan co giawi HbA L e trung binh
b du = 7,0% v digute vad linaglipun 5 my dat duge HbA e mue tiéu (= T%}eao hon coy
nghia vé mal hang k& so v gia duoe
Finnaghipom bi sumg vae didu et viiinsulin
Tinh hugu qua va an dn cua vide ding bd sunyg 5 mg linagliptin vae insulin den i ligu hofe
ket hop vai metformin vihoge pioglitazon da duye danh gia wong mot nghién el mi ddL
co ddi chimg v gia duge kéo dai wong 24 wédn Linaghptin giop cai tinén dang ké chi sp
HBA Ve (-0,65% so von id duge), L gid i HBA Le trung binh ban diu 1a 8.3% Linaglipun
ciing el thay suceai ién dany ke luong dudne trong huyttuong lie doi (FPG) so v gia
durge, vaty 18 bénh nhdn da duge HbA Fe muce tigu < 7,04 eao hon so sénh voi wid dupe. Két
quanay dat duse vou liéu insulin an dink (40,1 1U), Trpag hegmg e the khang khag bid dang
ke gitra cac nhom Khong 6 anh huong trén lipid huyét wromg, Ty 1 ha didmg huyét duge
Quan sil @ nhitg beah nhan digu ) vor Linagliptin a6 twong e v wa duge (32,2%
linagliprin, 21,2% wia dige)
Licaglipiin b sung vivo smefornim wh so sdnh vt glimepirid, dicfiéu 2 dling
Trong mgt nghidn el so sanbnh hidu qua va an 1oan cua vige bo sung thém linaghpun 3
ang hode glimepind (Higu tnang binh 3 mg) & nhirg bénh nhin chua duge kigm soat dubng
Byt 16t vo et formin dum i hgu, HbA Le trung binh gigm -0, 1 6% vai linagliptin (HbaA Lo
trung binh ban dau 7,69%0) va -0,36% v glimepirid (HbA 1 trang binh ban déu 169 ) vai
khae bigt didu ) trung binh 0,20% (97,5% C1 0,09, 0,299). Ty 18 hg dudmg huyét & nhdm
biénh nhan ding linagliptin (7,5%) thap hon dang ké so van nldm ding glunepind (36,1%),
' Nhu}ng bénh nhan diéu i v Iina‘i]iptm 2idm trung binh dang ké trong hugng co thé so van
ban déu, trong khi tang edn dang ké & nhimg béoh nhan dang ghimepuid (1,39 so von +1,29
ku)
Livsasghipatin b3 sumg v tidu ird o nlinng hénl nlin sigy thdn nang, div (1gu 12 tinin co it
Chiirege iz dosgre (elién bt Go dink) W 40 tadie ar git doay mo rong e ddn chig g duge (oo
thé chinky i)
Tinh higu qua va an toan cua lmaghpun cling dwge danh gia & nhimg bénh nhin dai thao
duirng Lype 2 bl suy than nang tong mdt nghién el mi dai so v wid duoe rong 12 tudn,
o tho gian do cae diéu un dan thao dudng trude di duge giir Sn dinh, H duhé bénh nhan
{80,3%) duge dung insulin digu b wade do, dom o liéu hode ks I wéni eéie thude didu i
dan thao durdmy khae nhu sulphonylures, glinid va pioglitazon Co mdt gial dogn theo d&i kéo
i 40 wdn tron dé cé thé didu ehinl iéu cae thude dai thae dudng sirdyng ban diu
Linagliptn cai thidn dang k& Hba ¢ (-0,59% thay ddisa vei gis duge sau 12 win), tir gid rj
HbAle ban déu_ trung binh la 8,2% Khac bigt HbA l¢ duvc quan sal so vai gia duge 14 -
0, 72% 540 32 dn
lrong heomg co thé khdng khiac bidt dang k& uilra cée nhom Ty 1€ ha duing luyé ghi nhdn &
sthizng bgnh nhan diéu ] vin hinagliphin cao hon gia duoe, do co su 1ang ve cac bien cd hy
duonig huyet khong (ridu chimg Khang ¢ su khde bigt gilta cde nhém vé cac bign cé b
duitng Luyetngliem trong
Lincglipiin ba suig v dida i o nhiig bénk ndn cac wéi mae dai thdo dirimng type 2 (2 70
Tadt)
Tinhlnéu qua va an tean cua linagliptin e bénh nhan cao tudi mAc dé thao duémg type 2 (= 70
b dé durge dinh gid rong mét nghign el md déi so vl gid duge kéo din 24 nudn, Lie
duge dus vao nghién cin, bénh nhan dang duge dicu uy vén metlormin vithogc
sulphonylures vivhodie insulin. Liéu ding eda cae thude diéu tn dii thao duang sin co duge
it on dinh trong 12 wdn diu, sau dd duge phép chinh liéw. Linagliptin giop cai thugn dang
ké chi 56 HbA e (-0,64% thay dbi so vin w1 dumre sau 24 wiing, tink tir gia ) HbA ¢ truny
binh lie bau dau 12 7,8%, Linaghpun ciing car thign dang ké durtmg huyet lie doi |FPG)so
virngia duge Trong leong co thé khidng khac big dang ke giia cde nhém.
Ngghini et v s teadm 2ides i gl it thaies cia fmagliptin (CARMELINA)
CARMELINA la mdtnghién eiw ngdu nhitn tén 6979 bénh nhan nac dai thdo dudmg type
2 eonguy co im mgeh cao ean e vao tign su bénh mach mau lén co sin va benly thiin, duge
diéu v linagliptio 5 g (3494) hoge gia duoe (3483) thém véo wén néa didu i chuan
theo cac uéu clwan La dia phurong vé HbA le, cde yéu 18 nguy o im mich va bénl than
Nhiom bénh nhan nghign ciu bac gém 1211 (17,4%) bénh nhdn = 75 ud va 4348 (62,3%)
bénh nhdn suy thin, Khoang 19% bénhnbén ca eGFR = 435 dén < 60 mL/phi/1 73 m, 28%
bénhnbdn co eGFR = 30 dén~ 45 mLiphat' 1,73 m’ va 15% co eGFR < 3mb/pha/], 73 me
HBA e teung binh ban dau la 8,04
Mghin e duge thist ké dé chimg minh s khang thua kém vé két cue L mach chinh 1a két
e gdp cua ac bien ¢a wivong do tim mgch hoge nhéi méu co tlim khdng w vong (M1 ) hoac
dotquy khéug i vong 3P-MACE) Kétcyctrén thin duge xée dinh 14 1rvong do bénh than
hoac bénh than iz doan cudi kéo dai hode eGFR giam e84 trd 10 kéo dai.
Suu thot wian theo doi trung binh [a 2,2 ndm, linagliptin, kbi disoe tém vio ché 46 didu ir]
cl:uﬂn khdng Loy ang nguy co cac bign 6 tm mach b o1 quan rong hode cae l\ié;i chve
helcpe thdn Khong tang nguy co nhap vién dosuy tim, mdt tidu ehi bd sung duae thim dinly
khi so van didu i chudn kidng ¢5 linagliptin & bénh nhan dai thao dulmg type 2 (xem bang
1}
Bang | Cac bién ed v mieh va bidn b v kél cue than o cac nhom didutr u ang nghién el
CARMELINA

Linagliptin 5 my Gid duge T¥ 56 uguy

lani
53 bénls Ty sudn 56 bénh Ty sudt (25% Ch

ihda (45 | wEn (00U banh | nhin | wén 1000 bénh
ailidn ndm (k) nhin nam
ey Py

Nhip vign do suy | 112437 o4 931(3,1) 53 1,21

Lirm (0.92;1,59)

"PY =hénhnhinnam

" Kidm wacsi khdng thaa kém dé chimg minh giol han téa Klisang tin ey 95% ol ry sé
nigey bt la e 13

Trong wan b thin gion diu o) (thon yean difu i wung bink 5.9 ndm) 15 18 béah nhin ha
duang huyer ttung binh hode ning 18 6,5% von diog linseliptin so véi 30,9% dimg
glimepinid, hg duany huyetnding sdy ra &, 3% bénh nhén ding linag! iptin so 12, 2% iy
glimepirid

Tidem

Hidu qus 13m sang va tinh an wén cus empaglifezin 10 mg vt kha ndng lanu,li%u 1én25mg
hafe Iinapallgrin 3 g mdl | dnnéinydy da duge nghién cloa o oé em vA thars thidu nign e 10
dén 17 i mile di thdo dugm Ly ps 2 rong mt nghign it nhom somg song, ngda nhién,
mi dal, v dos chimg gia duoe (BINAMO) vrong 26 tdn, val thoi gian i 1ang theo déa
tinbean todn 1l 32 whbn

1 hi batddu, HuA Te lrung binh 148, 03%% Bigum bﬁrhgIinaglip:inSmgkhdngua.il]n’é.ndén.g
kétbAlc Sukbic big didu vé il trj thay ddi trung binh diroe bidu ehinl cia HbA | ¢ sas
26 tubn yida linayliptin va wid due i -0,34% (95% C1 0,99, 0,30, 5 =0,2035) Sythay déi
trung binh d hidu chinh cia HbA Lo so von ban dau 4 0,33% u':_nlu‘mg bfnh nhdn duwee dife
| béing linaglyptin vé O,68% & nliomg bénh nhén duge diga o bing gia duge

BAC TINHDUQC BONG HOC

Diroe dne how cua hinaghipn 43 duge mé 18 nhidu o ngue khée manh va béah nlén dai
thao dweny, type 2 Sau khi dung duong udng 3 mg & aguin tnh nuoyén khae manh hoic
bénh nhén, bnagliptin duge bip thu nlaah v ndng d dinh trong huyér neong {T,,, trung
binby it bign |5 gitrsau ki dang :

Niing dé linagliptin trong huyét tiromg giam theo 3 g dogn v than gian ban hiy tin eang
dit [thiri gian bian hiy tgn cang e6a linagliptin hon 100 gig), diéu ndy plda kim lign quan dén
trang (it [ién ket ehat ché va bae hos cia linaghiptn vdi DFP-4 vil khénggdp phin vao vige
tich Iy s twde Thin gian han hay ¢& hidu qud dé tich 1y lmagliptin, duge sie tinh sau
ki uang da liéu 5 my linagliptin, |3 khodng | 2 pié. Sau khi diseng mat ligu duy nhit mdi ngdy,
nong d6 huyet i & rang thai n diah eda lnagliptin 3 my dat duge sau Kkhi dieg iéu thar
3 AL huy st weny eua linaghiptin eg khodog 33% sau khi dang nhing 1iéu 5 mg ¢ trang
tias on dinlise vor ligu ddu nén. HE sb bidn thidn woag méi béah nhdr v giGa cac benh nhin
d8ivon AUC linagliptin 14 nho (rong img 1 12 6% v 28,5% ) Do ndng di 1lwee phiy e
a0 syt hén ket eua Linaglipun vor DPP-3, duge ding hoo coa linagliplin dua trén nony di
luén[ﬂ'b} Iz khéng uyén tinly, AUC huyElwong tan phin ela linasliptin tang dued) mue by
1§ viri ligw wong khi AUC kléng lién kéL_gEn b Bty 18 von ligu, Diegre diow o cla
linagliptin uhin chung la oo ducng o 46 twong khoe suanl va o bénh nhin dal thae duémg
ypel

Hip tha

Sinlh kha dung yft dbn cda Linagliptin 1 khioang 30%, Udng linaghiptin cdng vin bz in
g1du chal bée Lan keo da) thin gian dat C,  thém 2wk vagdm ©_ 15% nhany khdng anh
hiromy dénA'C,,, Nhimg 1y A6 cin C,, v4T,,, dupe die kidn khong cd § nghia vé mat
1am sany, do 46 liaaeliptin cé the duoe ding ein g hude khong eing voi thire an.

Phin bi

Do hidn kéLmé, the tich phdn bé trung bink & wang thas dn dinh sau khi dimg don ligu 3 mg
dutmy Tiah mgeh com hnagliptin & ngaéi khée mgnh vdo kboang 1110 liy, cho thiy
liniagliptin diroe phén be réng i 101 cie . 1ién kit protein huyét tuomue coa linagliptin
phy thuge vae nang dd, giam u'tkhua'n,gw%dnc‘mgdﬁ | nmol/L dén 75 - 8594 & nome & =
M nnol/L, phan anh su bdo hoa Lign ke var PP ki ting ndng 4 |naeliptin, O néng 45
cao, khi DPP-4 duoc lioda 10&n bde hoa, 70 - 80% hinaglipun duge lidn k& véi cac protein
byt tiromg khic nyodi DP P-4, da vy 20 - 30% ¢ dang khong lién ket trome huyErneeng

Chuyén hios

Sawkhu ding mdcligu 0] lmaghiptn dang uéng 19 mu, khadng 5% chat cohoat dl phang
e o b et vac i tiéu, Chuy Enboa déng vai 1rd b yéu rong qua toink thas i cia
linagliptin, Mot chal chuyéa hds chinh ver néng d3 teeng ddi la 13,3% 1idu linagliptin 6
trany thai 6n dinb dige phit ién 14 chit khdng co hogt tinh diege 1§ va do vy khéng dong
i v hoat tinh e ché D P P-4 huel tuong ca linagptin

Thai iy

Suu kb cha ngwn khée manh ding diong uong [T linugl ipuin, khofne 83% Lida sir dung
¢ hoat tinh phang xg dige thal i heo phan (80% ) hodc nuoe téu (5% ) troae vong 4 nady
ubag thube Thanh that guas thén aurang thai n dinbyvao kboang 7¢m L/phirt.

Dugcding hoc irén cde ddi vvng die bér

Nugy thein:

M3t nghaen cuu nbdn ma, dahidu dige tén haah 02 dinh wia duoe dng lvoe cla Linughipun
(ligu 5 myg) o nhimg béab ahin suy than mgn & cac mine dd khac nhau so voi nhimg 4 ugng
chima khide manl. Nghisa el bao gom nhimg bénh nhin suy chic nany than duge phaa
logi diea 1eén &3 thanh 1lal ereotmine wonig |30 100 = 86 i L/philn ), trung Diah (30 16 < 50
mliphin), vindng (< 30m LA phot), cang nbh nbiing béah nhdn me bénh thin g dogncub
(BS R ding tee mau. Nyoaira, nhome béalinhan by dashio duing type 2 v sy thin niflg
4= 3 mbdphuag eiing duge so sinh v biénh aldn dai hio dubmg typs 2 eo ehirs ndmg thin
binl {bwrcmg, D6 thank thas erestinine disge ok ahd do lwdmg 36 thands thai erenlimne trony,
vedfe i 24 pio hode wae il wereatnine huyé dhanh dis vio o thue Cockerefi-Caul
Cre') = 140 - dé tudi (nam}| s trong lugng co thé (ke {x 0,85 cho bénhnhdn ni}J [72 %

Iyt tharh [mayrdl.)|

O tang thdi dn dink, nhne 48 Iinagliptin & abdg bénl nhdn suy i ohe nong disany v
nggurs khoe manh Trong treomg hip suy Mo truag binl, oo s gia Ging visa pha ninidé
Klwaing 1,7 ¥in s véi nhém chumy, Moy 49 & benh nhin dai thio dudng syps 2 by suy thén
g 1ang khosng 1,4 130 sa w80 béah nlidn dai thao duong type 2 eo chine nany thin hinh
(herinig, Dy doan AUC Linagliptn & wyng thii dn dial o nhimg béah ahdn mde bénh thin
yial doan cudn ESR D eho Uidy néng 48 thude neoag 1z ahi ribiing benk nha suy Ciiin vira
hode nfing. Them vao do, lisaglipon ired kha niing disge 1ogi e adi nre &6 ding k& qua didy
ey e ondu hodie Lhiin phan phoe mae Do dé, khing edn thid phai ehint by linaglipting
nlifng bénlunlda o by aie 44 suy thin nao

O nhing bénh nliin sy gan oung binh nhg va suy gan nang (theu phain Togi Child-Pagh),
AUC truag bink v C | cus linsgliptin wim e ah ¢ ohén dés chimyg batogp khoe nignh
sau kb diog da ligu 5 g linaglipting Khdag cdn thigL phai chinh Lidu lmaglipuin cho nhimg
L nhdn suy gannbe, 1ung binh hode ndng.

Chi s bl corhé (BA11):

Khang cin thift phii chinh léu dwa vio BMI Chi sb khi co thé khong ¢4 lién quan [am
sfing anh huedm 180 duoe dd g boe cua linagliptin dws vao m e phin deh duge dé his o ién
cliin 53 mghido oy e dit i wia) doan | va giua doan Ij Céc tur ni;hiém 18m sfing trede khi
cipr phep fuu himlydd duge thyee hidn von chi s BMI Bing 40 kgan

Khisng i heét s chinh Lidu dus v 4161 1iob. Gioi tal khing o6 anh huong 1ida quan
18 sdin bl duws dang e eia linag liptin dum vao mat phdn tch duge déng hoe tén din s
nezhidn &t dir Digu g 1a down | va i dogn 11

Linagliplin 5 mg Gl dwege Ty sb nguy
[P}
58 bidnh Ty sudt S0 kenh Ty sudt (usv, Ciy
nhan (%u) | wén 100G bEnh | aban trén HEN bdnh
nhdin nam %) nhén odm
By ry)

50 binl nhidn 45 85
Tang hop bdn cd | 434 57,7 40 36,3 1,02
L el chinly (12.4) (12,1} (08911
{1 vong dooum
maeh, nhd mau
st khong we
v 4ot gquy
kel e vong)
Thig Lo bign co | 327 (%4) 189 06 (8,8) 46,6 1,4
thain ther phat (i (LEY, 1,22) 2
v da Uian, iy gin:
bénh lllfllll a
duan cuds béo
din, eGFR gim
W 40% 1 lén
hew dan)
T'ir vy do ien e7 469 7 48,0 049y
niguyén nhin 10,5} (17} (084, 1,13)
T Vg tim 255 (1,3) 18 364 (1.6) 34 0,95 Giditinh:
gl (LB b
Nhidp vign do suy | 209 {6,U) b 226 (6,3) 304 0,90
i (0,74, 1,08)

"BY = bénhnhin nam

" Kiém iy s khang thua ke gf chimg minh gioi lan wén khodng un ey 93% cdary sé
nguy ha laduin 1,3

Tronguic phian tich v tién widn cou ulbumin nigu (hay dbi i albumin niéu bioh iy
any albumin nigu vi thé hode dai thé, hode tiralbumin nidu vi thé sang albuminnéu dii the),
ty 36 nguy hat uoe ioh la 086 (95% C10O,78,0,95) cia limugliptin o véi gia duve,

Nagliodsn i vé o e trén tan tach v Tnaplyain ((CAROLINA

CAROLINA G mét nghién ciru ngdu nluén trén 6033 bénh nhin mis dan thao dirma rype 2
v el nguy oo tim mgeh dng hode 93 oo bign chimg, duge digu i bing hinagliptin 5 mg
(3023 ) hoge glimepirid | - 4 mg {3010} b6 sung vae didu o chuan {bao gbm L phap didy
7 nen varmetfurnmn o 83% bénh nhin) theo ede 1iéu chudn Lar dia phirong vé HbA | e va ehe
yeu1a nguy o tm mgeh Tudi trung binh eta nhém nghién el 12 &4 Wi va bao gim 2030
(4% benlinlian bgnh nhdn = 70 wdr Mhdm nghién el bao sdm 2089 (35% ) bénh nhin o
BEnh b mach va 1130 (19%) bénh nhdn suy thin vin eGER < 60 mL/phat/'|, 73 m’ & thin
didm ban dAu. 1bA e trung binh ban daula 7,15%

Neghién ein duge thigr ke de chimy mnh sy khong tekén vé kéteue um mach chinh 4 ké
e glip s cde bidn e i von do tm mach hoae nhonmau e tim khang e vong (M1) hoje
Aol guy khdng wevong (3P-MACE) x4y ra [0 ddu lién

Suu thin giun theo diiwung binh 8,23 nam, linagliptn khéng lam Kang nguy co cée bién b
tun mach bat oy quan vong (Bang 2) so vai plimepirid. K&t qua thong nhat wita cas bénh
nldn dicu tny var metformim va kl]l‘:ngd.lflu i vinmetfornin

Bang 2 Cac biew ¢d im mgeh bt 191 quan Lsong (MACE) vi te vong & cde nbém diéu )
wong nghién cun CARDLINA

Linagliptin 5 mg Glimepirid (1 -4 mg) | Ty 36 nguy
gl
S8 binh Ty suat 50 bénh Ty s {93% 1)
nhdn (%) | wén JU0U bénk | phin weén 100 bnh
nhdn g (£ han nam
(BY) (rY)
506 bénh nhin 23 B
Tang hop bidn ¢d | 350 07 302 31,2 098
i mgseh ehinly 1hi8) (12,0 (0,841, 14)
i vong do tum
mach, nhor nEu
cu L khong
vony, dot guy
khidg b vong )
T vang do e s 5% ] 330 18,4 e
nguyer nhdn (10,2) (.2) (0,78; | (n)
Tir vong nm 164 (3.0} 9.2 168 {5,0) B2 10k
1mgeh (081, 1,34)

Nyeedd caoradl

Khiens edn thidy plias chinh Liu ds vao woi, dotudi kg eé 1iEn quan lm sdog anh huong
din duges Die hoee exia linggliptin dica v il phén tleh dige tang hoe trén ddn 36 nghién
ser e i héu g dogn | va wini dogn 1 Cac dBi tuong cao (w6l (63 dén 80 wdi, hénh nhin
Jmtuéiullé.LIa?Bluélhufhnﬁngdﬁllnuyliplullmj-él.h.runglunlmd(‘)lIlwﬂgrrﬁmélhm.
Treem:

Mt rthign ciw g dogn 2 uén e em & kiém ra duoc déng hoe va duae lue hie cum
Lo liptlen | ng vat S m o wre e va thanh thidu nign o 10 dén |7 wdl inac banl dar thao
diany type 2. Che phidn tow duoe déng hoe va duge lue hoe guan sét duge phabwp vor cac
phan tng du tim thdy & nguoi (on Luughiptin iy 3 m cho o gua v rd] hon |ég
| g 61 van (e ché DPE-4 & nding 40 day { 72% so voL 32%, P=0,0050) vad mie pigm I
hon 4di vai @i 1y irane hink duee hidu chinh cua lbA e thay d61 5o vii thir didm ban
diu {-0,63% s0 v -0, 48%, m s ) Dotk el han ché coa dizligu, ket qua nén duge didn
gidimatcachibnmgng

et tic;

K hdng edn thidt phai ehinl béu dia vio yéutd eliiing de. Ching 1de khéng co &l g 3
18 dan ndng i cla linggiptin lrong buy et uong da via mén phin tieh 1og hop i nhimg
i idu due déng hoe san od, bas wéin bénh nhan goe Da wiing. Tay Ban N, Chiu Phi;
Clidu A Mhém vio da, ede dge didm dugs Ao hoc o hinagliptin dagu gl nhdin b teome ne
bk rang cac nghudn oingin dogn | ehoyéo bidl o ngwoi tnh nguyén klide manh Mt Ban,
Truag Gudc va Da udng

QUY CACHBONG GO

Hap SO vix 10 vidn ndn bao phim, Vibdm Al-al

BAOQUAN

Mt kb, duin I0°C Tranh anh s4ns,

HANDBONG

36 1hAng (ké winghy sin xudt),

TIEU CHUAN CHAT LUGNG

TCCS,

HASAN
e

Cor sdr san xudn 1
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