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®
TRAJENTA® DUO @ R

THUOC BAN THEO BON BAC SV

Théanh phin:
1 vién bao phim chira:

Linagliptin 25mg
va
Metformin 500 mg, 850 mg hodic 1000 mg

Té durgre:
L-Arginine, Maize starch, Copovidone, Silica, colloidal anhydrous, Magnesium stearate (E470b),

Hypromellose 2910, Propylene glycol, Titanium dioxide (E171), Tale, Iron oxide red/yellow (E172)
Chi dinh

TRAJENTA DUOQ duge chi dinh didu trj bé sung cho ché dé in phit hop va viin ddng nhim cdi thi¢n
kig¢m sodt duimg huyét & nhimg bénh nhin trudmg thinh déi thio dutmg typ 2 nén duge diéu trj dong
thin wéi linagliptin v& metformin, bénh nhin chwa dirge kigm sodt dedmg huy‘él thich hop v
metformin dom tr lidu hodic bénh nhin dang duge kiém sodt duimg huyét 18t khi diGu tri dong thi
vidi linagliptin va metformin riéng ré.

TRAJENTA DUO duge chi dinh phoi hgp véi mdt sulphonylurea (tirc la phac dd dii’.‘[l tri 3 thude)
cling v ché df dn phi hop v& vin djng & bénh nhin chua duge kiem sodt dudmg huyet o v lidu
metformin v mit sulphonylurea & mike 161 da eb thé dung nap durge.

cu | v h diin

Liéu khuyén cdo la 2,5/500 mg, 2,5/ 830 mg hodc 2,5/1000 mg hai lin mdi ngay. )

Nén lya chon lidu dyra trén ché di dicu trj hién tai, hi¢u qua va dd dung nap cia thude trén timg bénh
nhén. Lidu hing ngay 161 da durge :I.:hu}rén cdo ciia TRAJENTA DUO 14 5 mg linagliptin va 2000 mg
metformin,

Nén sir dung TRAJENTA DUO cing bira dn, véi lidu ting tir tir dé giam tdc dyng phy wén durimg -
tiéu hoa lién quan dén metformin.

v id tri ban i

Vi bénh nhin gan diy khong duge dicu i bing metformin, lidu khii diu duge khuyén cio li
2,5mg linagliptin/500mg metformin hydrochloride 2 lin méi ngay.

nhin chua d kiém sodat du &t 1 i lidu 16

Péi v nhitng bénh nhin chua duge kidm sodt dudm hu}fét tit v metformin dom trj ligu, Iij‘:u khin
diiu thing thuémg cia TRAJENTA DUO nén cung cap linagliptin 2,5 mg 2 lin mdi ngay (tong licu
5 mg mdi ngdy) vd metformin vdi licu dang sir dung.

Tragpervia Do Q3-LFEVY Porge § ol 20 m"‘l
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Béi véi nhimg bénh nhiin chuyén tir phdi hop linagliptin vi metformin dang riéng 1é sang dang phoi
hop co dinh liéu, nén bdt ddu TRAJENTA DUO & mirc liéu linagliptin va metformin ma bénh nhin
dang sir dyng.

mcl.ﬁ:-ﬂﬂm VA mﬁt sulnhnny]wca 1] ml.'n: Iiéu Al dn ¢t thé dung nap duge.

Nén sir dung lieu TRAJENTA DUO chira 2,5 mg linagliptin 2 lin mdi ngay (téng liéu hing ngay 5
mg) va mit liéu metformin & mirc ong Ty lidu bénh nhin dang sir dyng. Khi phoi hop TRAJENTA
DUO v&i mdt sulphonylurea, ¢d the can ding licu sulphonylurea thﬁp hon do nguy co ha duimg
huyét (Xem phin Céanh bdo diic biét va thin trong).

Tuwomg img v cic miic liéu metformin khac nhau, TRAJENTA DUO ¢b cée him lugmg bao gﬁm
2.5 mg linagliptin cdng v&i 500 mg metformin hydrochloride, 850 mg metformin hydrochloride
hodc 1000 mg metformin hydrochloride.

Suy thin

Chi ¢t thé sir dung TRAJENTA DUO cho bénh nhnn suy thin trung binh, giai doan 3a (d§ Thanh
|J1é| creatinin [CrCl] 45- 5‘5' mL/phait hofic di lgc ciu thin ude tinh [eGFR] 45-59 mL/phat/1, 73m" )
néu nhu khing ¢ cde vcu to co thé lam lE.ng nguy co ting nhi¢m toan acid lactic vi dung theo liéu
higu l:hlnh nhur sau: ]_.tEu 1i da durore I:hu}l:n cio cla metformin & nhimg bénh nhén nay 1a 500 mg 2
lin mdi ngay.

Phai theo ddi chiit chE chire ning thiin (xem phiin Thin trong dic biét va Cinh bio)

Néu CrCl hosic eGFR. Lin lugt dudi mire 45-59 mL/phit va 45-59 mL/phat/1,73m’, phai dimg ding
TRAJENTA DUO ngay lip tire).

Suy gan
TRAJENTA DUO ;‘:]'H:mg chi dinh trén bénh nhéin suy gan do thude eé chira thanh phirl metformin,
(xem phin Chﬂ:mg chi dinh)

MNgwin cao tudi

Do metformin thii trir qua thin vi bénh nhén cao wdi ¢d xu hidmg suy gidm chire ndng thin vi vy,
nén theo ddi chirc nang thin thuimg xuyén & nhimg bénh nhin cao tudi ditu tri vai TRAJENTA
DUO (xem phin Cénh bio dic bigt va thin trong).

Tré em vi thanh thiéu nién ) ) )
Khéng khuyf:n céo sir dung TRAJENTA DUO cho tré dudi 18 tudi do thidu dir lide vé hidu qua va
tinh an todn ciia thudc.

Quén liéu

Néu quén mjt liéu thube, ciin ubng ngay khi bénh nhin nhd ra. :
Tuy nhién, khing nén ding liéu gip d6i cing mét thini diém. Trong trémg hop 46, nén b qua lidu
di quén.

Ching chi dinh

o  Qui min véi hoat chit linagliptin vihodc metformin hay vai bét k¥ td duge ndo cia thude
= P4 thio dudmg nhidm toan xé tin
e Tién hon mé déi thao dudmg
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s Suy thiin trung binh (giai dogn 3-!:] vii nfing hojic roi logn chire néing thin (CrCl < 45 mL/phit
hodc eGFR < 45 mL/phav/| 73m?)

*  Cc tinh trang cép tinh cd nguy co dnh hudng dén chirc nang thin nhu: mét mude, nhiém khudn
ning, sm:, sir dung céc thude cin quang 10d dudmg tinh mach (xem phin Cinh bdo dic biét va
thin trong)

s Bénh cé thé giy thidu oxy o md (dfic biét cic bénh :f¢ tinh hofic tinh trang xiu di cla bénh man
tinh) nhu: suy tim mét bii, suy hd hip, nhdi mdu co tim g?m diy, sbc
Suy gan
Ned dée rgu cdp tinh
Nghién rugu

Thiin trong dic biét via Cianh bdo

Cénh bdo chung
Khéng nén sir dung TRAJENTA DUO cho bénh nhin déi théo dirémg typ 1 holic bénh nhén d4i théo
duémg nhiém toan xé tén.

i vii cde thubc dd biét giv ha duimg hu

Linagliptin )

Céc thubic kich thich tidt insulin va insulin duge biét gdy ha dwdmg huyét. Trong mét nghién cim 1am
sing, viée sir dung linagliptin két hop vé&i mdt thude kich thich tiét insulin (vi dp sulfonylurea) di
cing vdi t¥ & ha dwimg hu}ét cao hom nhom ga duge, Ty 1€ ha dudmg huzﬂ:l cao hom khi sir dung
linagliptin két hop véi insulin & nhimg bénh nhén suy thin ning. Do viy, dé giam nguy co ha diimg
huyet khi sir dung két hop vii T R;UEHTA DUO, eb thé yéu mu diing mdt ]t thiip hom thude kich
thich tiét insulin hodic insulin.

Metformin

Ha duimg huyét khing xudt hién & nhimg b¢nh nhin ding metformin dom trj khi sir dyng & nhimg
ruimg hop thong thiimg, nhimg co the xuédt hign khi lugng calo dua vio chua di, khi gp the dyc
qua sitc mé khing duge b dip ddy di lugng calo, hodc khi sir dyng déng thén véi cde thude hy
dudmg huyét khac (vi du SU va insulin) hodc ethanol. Bénh nhiin cao wdi, suy nhuge, hodic suy dinh
duimg, va nhitg bénh nhéin suy luyé-n yén hodic thigng thin hode ngd dde rirgn dic bidt nhay cidm
viri anh hwrdmg ha dudémg hu}fet Ha duimg huyét cb rl'l.é khé nhin I.'u%t duge & ngwiri cao tudi, va &
bénh nhin dang ding cdc thude irc ché f-adreneric.

Nhiém toan acid lactic

Nhiém toan acid lactic 14 mit bidn chimg chuyén hod nghiém trong cd thé xudt hién do tich ty
metformin trong qud trinh didy tri ¥&i TRAJENTA DUO va giy tir vong & khoang 50% cdc truimg
hop. Nhidm toan acid lactic b thé xudit hién cing v mdt s6 tinh trang sinh 1§ bénh, bao ghm ca dai
thdo duimg, vé bit ki khi nio c6 gidm ding ké tdi trdi mau dén mé va gidm oxi méu. Nhidm toan
acid lactic o djc tinh gy tang nong d0 lactate trong mau (> 5 mmol/L), giam pH méu, roi logn di¢n
gidi do ting khoang tring anion, va ting ti 50 lactate/pyruvate. Khi metformin duge xem [a nguyén
nhiin gdy toan acid lactic, ndng d§ metformin trong huyét twrong thuémg > 5 pg/mlL.

Ty 1§ dwpe bio cdo toan acid lactic & nhimg bénh nhin ding metformin khodng 0,03 trudmg
hop/ 1000 bénh nhin-ndim, (véi xdp xi 0,015 truémg hop tr vong/1000 bénh nhin-nim). Trong hom
20,000 bénh nhin-niim ding metformin trong cdc thir Lr;ghiém lim sdng, chwa ¢b bdo cdo ndo lién
quan dén toan acid lactic. Cdc truémg hop 43 bdo cdo xuit hién chi yéu & nhimg binh nhin d4i thio
duimg cd suy thin ddng ké, bao gom bénh tai thin v& giam i twdi médu thin, thuimg & nhimg
trutmg hop ¢6 nhidu v&n dé nji khoa/philu thugdt déng thiri va ciing lie ding nhiéu thube. Bénh nhin
suy tim sung huyét can kiém sofl thuoe ding, dic blél. khi kém gidm nedi méu va gmm oxy miu do
khing on dinh hodc suy tim cdp, ¢ nguy co ting nhiém toan acid lactic. Nguy co nhiém toan acid
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lactic ing 1én cing viri mire d suy thin va wdi bénh nhin. Do viy, nguy eo nhiém toan acid lactic
¢ thé gidm ding ké thing qua viée thudmg xuyén kiém sodt chirc ning thin & nhﬂ'ng bénh nhin
ding metformin. Dic biét, diéu trj & nhﬂng bénh nhin cao tuii m‘.n di cing v viée kiém sodt chit
ch2 chire nfing thiin. Khing nén khdi diu diéu l:r| metformin & bt kv bénh nhén nao trir khi kiém tra
d¢ thanh thai creatinine :hu thiy khéng suy gidm chic n&ng lh;m Thém vio db, nén ngimg ding
metformin khi xuit hién hat ky didu higu cua giam oxy mau, mit nude, hode nhiém tning . Do suy
gidm chire ning gan c6 thé dnh hudmg nghiém trong dén kha nang thai trir lactate, nén trénh sir dung
metformin & nhimg bénh nhin cd bing chimg lim sdng hofic x&t nghi¢m cho thﬂg suy gan. Bénh
nhén nén thin trong khi uong nhiéu rugu trong lic ding metformin, do rugu cd thé gdy anh hudng
dén chu}fén hod lactate cia metformin. Thém vio dd, nén ngfmg sir dung tam thii metformin truede
khi tham gia thir nghi¢m can quang i mach v bit k¥ phiu thuft ndo cin thiét han ché thirc &n v
djch. Sir dyng topiramat, mét chit e ché carbonic anhydrase trong dicu In chimg dong kinh vi
phing ngira dau nia diu co thé gy toan Cl‘lll:ﬂ:l'l hod phy thude liéu va cd thé ldm trdm trong thém
nguy co clia metformin gdy nhiém toan acid lactic.

Khéi phit nhiém toan acid lactic thuimg khé thiy, va di kém véi cic triéu chimg khng didc higu
nhur khé chiu, dau co, suy hé hip, ting budn ngd, va dau bung khang dic hiéu, Nhiém toan niing hon
di kém vdi cic dau hidu nh giam thin nhigt, ha hu:,rél dp, nhip tim chim khéng tri. Bénh nhén nén
duge hudmg din dé nhin biét va bio cdo ngay cdc tri¢u t:hl.]'ng, Néu cb, nén ngimg s dung
TRJUENTA DUD cho dén khi hét hin nhiém toan acid lactic. R&i !mgn d; day ruft la mdt bio cio
phl::l bién khi bt ddu didu trj vin metformin va duge quan sit vin tin :-mﬂl thip hom & nhimg bénh
nhin 43 ding metformin fu dii vii lidu én djnh. Rii luﬂn da day ruit xudit hi¢n trén cdc bénh nhin
ding metformin lau di v&i liéu én dinh cb thé do nhidm toan acid lactic hodc do bénh Iy nghiém
trong khic.

D¢ logi trir nhiém toan acid lactic, ru!mg dé dign gidi hu}'é*t thanh, ketone, dwimg miu, pH miu, lactat
vt nong 49 metformin trong mdu cb thé cb ich. Nong 4§ lactat hu:r'él twomg Tnh mach lic déi cao
hom gidi han trén coa mirc binh Ihuﬁng nhumg thip hon 5 mmol’L. & nhimg bénh nhﬂn ding
metformin khéng nhit thiét chi ra sdp bj nhiém toan acid lactic va co thé do cic oo ché Lh&n: nhu
kiém sodt kém ddi duimg hodc béo phi, hoat ddng thé lye qué sire, hodic nhimg vén dé vé k¥ thudt
khi xét nghigém miu. : : :

Nén nghi ngé nhidm toan acid lactic & bit ky bénh nhin d4i théo dudmg bj toan chuyén hod thicu cdc
bdng chimg ciia nhiém acid keton (keton niéu va keton trong mdu). Nhiém toan acid lactic 1d mit
tinh trang y khoa khin cip do viy phai dm;ﬂ: didu trj trong bénh vién. Nén ngimg sir dung ngay lip
tire va chuyén ngay sang cic bu;n phép hi trg thay thé & bénh nhin nhiém toan acid lactic ma dan
sir dyng mttﬁ:hrmm Cé thé tham taich metformin {I.hﬂnh thdi 1én dén 170 mlL/phit & tinh trang huyct
ding 101) va khu}'m cao loc méiu d: logi bd metformin tich trir v hi¢u chinh nhiém wan chuyén hod.
Kidm sodt nhir vy thuémg din dén gidm tri¢u chimg nhanh chéng va hdi phyc.

Viém my
P cb cdc bdo cdo hiu mali vé viém tuy cdp, ké ca viém tumg,é}' tr vong & nhimg bénh nhin ding

linagliptin. Poc k¥ luu ¥ vé cdc diu higu va trigu chimg c6 thé cé cia viém tuy. Néu rlgh.i ngd viém
tuy, ngay lip tirc ngimg ding TRAJENTA DUO va khm diu didu trj thich hgp. Chura biét lidu bénh
nhiin dé c6 tién sir viém tuy thi cod ing hay khdng nguy co bj viém ty trong khi ding TRAJENTA
DUO.

Phén (m n

P co céc bio cdo hiu mai vé phan img qud min nghiém trong & bénh nhin ding linagliptin (mdt
thinh phin cia TRAJENTA DUO). Cic phin img bao gbm sbc qud min, phit mach, vé tinh trang
bong da. Diu hiéu khéi phit cic phin img xudt hién trong 3 thing diu sau khi khéi ddu didu tr véd
linagliptin, véd mdt vai bdo cho xudt hién sau khi ding liéu dau tién. Néu nghi ngér mét phan img
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quﬁ mﬁn nghiém trong, ngimg sir dl,mg TRAJENTA DUO, dénh gid cic kha ning khic c6 thé giy ra
bién co, va dung mdt bign phap khic dicu trj dai thao dwimg.

Phit mach di duge bao cdo vin cac thudic e ché dipeptidyl peptidase-4 (DPP-4) khac. Sir dung thin
trong & bénh nhin ¢ tidn sir phit mach do tede do ding thude de ché DPP-4 do chua biét ligu
nhitng bénh nhdn nay c6 thé bi phi mach khi didu tri véi TRAJENTA DUO hay khing.

Nbng db Vitamin B12 _
Trong mdt nghién ctru lim sing ¢ kiém sodt kéo dii 29 tudn véi metformin, d3 quan sit thiy xdp xi
khoang 7% bénh nhin dic¢u trj vai m-:lﬁ:nnnin c6 giam dudi mic binh thuémg ning dd vitamin B12
v khong ¢ bidu hi¢gn lim sang. Giam m:rng dd Vitamin B12 nay co thé do sir can thiép trong hé]:l-
thu Vitamin B12 tir td hop cde yéu b ndi tai B12, ty nhién, rit hiém di kém v6i thiéu mau hoe
biéu hién thin kinh do thisi gian diing ngfin (< 1 nam) trong céc thit nghiém lim sing. Nguy co cb
thé lién quan nhuéu hon & nhimg bénh nhin didu tri dai han véi metformin, va dd ¢d cde bdo cho
ngoai ¥ hiu mai vé céc phin img huvét hoc va thin kinh. Giam ndng d¢ Vitamin B12 nhanh chéng
dao nguge khi ngimg sir dung metformin hofic bé sung vitamin B12. Khuyén cdo kiém sodt cic
thing s hu}rf:! hoc dinh k¥ hing nim & nhimg bénh nhin ding TRAJENTA DUO va bét ky bét
muﬂng néo cling nén dirge xem xét va xir [y. Mt vii truimg hop (voi nhimg bénh nhin thiéu hodc
hép thu khing diy da vitamin B12 hodic calci) duimg nhwr n&n,g dé vitamin B12 dé dl.rdn mikc binh
thuwdmg. O nhimg bénh nhin nay, kiém sodt thuémg xuyén nong 44 vitamin B12 huy'-:l thanh trong
khodng thixi gian 2-3 ndm la co lgi.

Rurgu duge bict dén lam ting tic dung cia metformin trén chuyén hda lactate. Do db, bénh nhin nén
durgre cénh bdo khéng udng rugu qud mirc trong khi dimg TRAJENTA DUO.

=&

Truy tim mach {sélc} do nguvén nhén bdt ky (vi dy, suy tim sung huvét cap, nhoi méu co tim cip, va
cic tinh trang khéc duge difc trumg béi gidm oxy méu) co lién quan vai nhiém toan acid lactic va
cling o thé gy ra ting ure huyét trirdre thin. Nén ngung thube ngay khi xdv ra cie bién cd niy o
nhimg bénh nhin dang diéu trj TRAJENTA DUO.

Chirc ning thi
Do metformin i'l].fdmchlﬂnd: durgre thén trir qua thén, nén xdc dinh nong 49 creatinin huvét thanh
trude khi bt ddu didu tri va dinh k¥ sau do;

e it nhilt hing ndm & bénh nhin c6 chirc nang thin binh thuimg

e it nhit 2 dén 4 lin mdi nam & bénh nhiin ¢ ndng dd creatinine & gidi han trén clia mirc binh

thurémg vi bénh nhéin cao tudi.

Chéng chi dmh TRAJENTA DUO cho nhimg bénh nhin c6 CrCl <45 ml/phit (eGFR < 45
ml/phit/1,73m?).

Suy gidm chire ning thin & nguixi cao wdi thuimg gip va khing cb tridu chimg. Cin thin wong dic

biét trong m:ﬁﬂgmichuc ning thin cd thé bi suy gidm, chﬁn,g han khi b miit mrére hodic khi bt
dfiu diéu trj véi chdng ting huvét dp, thude lgi tiéu va khi bt ddu didu trj voi thube khéng
viém khing steroid.

Trong cée truimg hop trén, nén kiém tra chire ning thin trude khi bit diu dicu trj vdi metformin,
Chire nfing tim:

Bénh nhin suy tim cé nguy co thi¢u oxy va suy thin cao hon. O bénh nhiin suy tim man 6n djnh, ¢é
thé sir dyng TRAJENTA DUO vii didu kign theo doi thuémg xuyén chire nang tim va thin.
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Chong chi dinh TRAJENTA DUO cho nhimg bénh nhin suy tim cﬁp va suy tim khing dn djnh do
thude eé chira metformin (xem phin Chﬁng chi djnh).

Sir dun cdn gquang i

Vige sir dung cic thude can quang iod dudmg tinh mach trong clc khdo sét X-quang cd thé diin 16
suy thin, do d6 né cé thé din téi sy tich lu§ me:lfnrmm vi glly tiing nguy co nhiém toan acid lactic.

O nhimg b¢nh nhin eGFR > 60 ml-"phim’! 73 m’ phii ngimgz metformin trude hojc trong thivi gian
khao sat va khong sir dung lai it nhat trong vong 48 gidr sau do, chi sir dung sau khi danh gia lai chire
niing thin va két qua khéng bi xiu di (xem phiin Tuong tic).

O nhimg bénh nhin suy thin trung binh (¢GFR gira 45 vi 60 mlphit/1,73 m %, phal ngimg
metformin 48 gidr trude khi sir dung thudc cin quang 1od va khing ding lai it nhét 48 gidr san do, chi
sir dung sau khi ddnh gid lgi chirc ning thiin v két qua khang bj xdu di (xem phiin Tuong tdc).

Phiu thugt

Phai ngimg sir dyng metformin hydrochloride 48 gitr tnrde khi phiiu thudt theo chuong trinh c6 giy
mé todn thin, giy mé tiy sdng hodic ngoii mang cimg. C6 thé i sir dyng thubc sau 48 gidr i khi
phﬁu thudt hode sau khi bénh nhin dirge nudi an trd lal bang dwdmg miéng va chi khi chite ning thin
dupe xdc dinh la binh thurdmg.

Twong tic

Khii quit

Phdi hop da licu linagliptin (10 mg 01 lin mdi ngay) va metformin (850 mg 2 lin mdi ngdy) trén
nguin tinh nguvén khoe manh khing dnh hidmg dang keé dén duge dpng hoc cia linagliptin lin
metformin.

Ciéc nghién ciru v twrong tic dugc d-n:m?. hoc ciia TRAJENTA DUO chua duge tién hinh; tuy nhién,
nhimg nghién ciru loai ndy da duoc tién hanh v cic hoat chit rigng 1& cia TRAJENTA DUO la
linagliptin va metformin.

Linagliptin

Didnh gid ticomg tde thude in vitro:

Linagliptin 12 m{t chét irc ché dya trén co ché vir yéu dén trung binh vi ire ché canh tranh véu déi
vii CYP isoenzym CYP3A4,nhumg khdng irc ché cic isozym CYP khéc. Thude khéng phai 1d chit
gy cdm l_'mg vin cde CYP i Isozym.

Linagliptin 13 mdt co chit P-glycoprotein vi c ché sy vin chuvén dtgux:m qua trung gian P-
glycoprotein vién hoat lyre tl'ﬁp Dira trén che két qua nay va cac nghién ciru vé tuong téc thude in
viva, linagliptin duge xem 13 it c6 kha niing gy ra twong the vidi cdc co chit P-gp khdc,

Didnh gid heomg tdc thude in vivo:

Dix Iu;u lim sang I.rmh by dudi ddy cho thay nguy co tuong tic ¢6 ¥ nghia lim sing do sir dung cdc
thuibe T thiri 13 thip. Khéng ghi nhin dwge tuong tde déng ké trén 1im sing ddi hoi phai hidu
chinh li

Linagliptin khdng <0 dnh hrimg lim sing lién quan dén duge déng hoc cia metformin,
glibenclamide, simvastatin, pioglitazone, warfarin, digoxin hay cdc thubc trinh thai dudmg uong,
didu niy cung ::Ep héng chimg in vivo cho n-.:i;,r xu hudmg it gy nromg e thufic vidl cde co chit cia
CYP3A4, CYP2C9, CYP2CS, P-glycoprotein vi chit viin chuyén cation hilu co (organic cationic
transporter - OCT).

Merformin: O ngudi tinh nguyén khoe manh, sir dyng du:lmg thiri liéu metformin 850mg ba Iirl_mqirt
ngiy véi mit liéu trén nguémg diéu trj 1a 10 mg linagliptin mét lin hing ngay khing lam thay déi ¢
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¥ nghfa lim sang duge ddng hoc coa linagliptin hofic metformin. Do &6, linagliptin khing phai la
mit chit irc ché vin chuyén qua trung gian OCT.

Suiphonylureas: Duge ddng hoc & trang thai én dinh khi ding liéu Smyg linagliptin khong bj thay déi
khi ding eling vii mdt lieu dom 1,75mg glibenclamide (glyburide) vi nhi lidu linagliptin § mg
dudmg uong. Tuy nhién, cb gidm 14% & cd hai gid trj AUC vi Cay ciia glibenclamide khing ding
ké vé mit lim sing. Do glibenclamide durge chuyén hda chil yéu bii CYP2C9, nhimg dif lidu niy
ciing hd trg cho thiy linagliptin khong phai 14 mdt chit e CYP2C9. Céc twomg tic cd ¥ nghia
lim sing kho co the xdy ra vii chc sulphonylurea khdc (vi du glipizide, tolbutamide va glimepiride)
duge théi trir chi véu bai CYP2C9 twomng tir nhu glibenclamide.

Ciac rthiazolidinedione: Sir dyng ddng thai nhicu lidu hang ngﬁ; 10 mg linagliptin (trén nguwdmg dicu
tri) vin nhiéu ligu hang ngdy 45 mg pioglitazone — mot co chiit cia CYP2C8 va CYP3IA4 khﬂng ch
énh huimg 14m sang lén duge ddng hoc cla ca linagliptin v pioglitazone hay cdc chit chuyén hoa
cd hoat tinh cia pioglitazone, diéu niy cho thiy linagliptin khing phai la chil tre ché -:hu}-i}n hia
qua trung gian qua CYP2C8 in vive va iing h cho két luin ring sy te ché CYP3A4 in vivo cia
linagliptin ld khing ding ké.

Ritonavir: Mt nghién ciu dd dugc tién hanh dé dinh gid anh hudmg cia ritonavir, rmt chit e ché
manh P-glycoprotein va CYP3A4, lén durge di;mg hoc coa Imagl:ptln Vige sir dyng dmg thir mét
liéu dom dirimg uwong 5 mg linagliptin va da liéu ducmg udng Zﬂ'ﬂ mg ritonavir lam t@dng AUC v
Comx €12 linagliptin lan gt khodng 2 va 3 lin. Sl,l mo phdng w: nong dd linagliptin trong huyét
twemg i trang thii &n dinh khi 6 vi khdng ¢ ritonavir cho thiy sir ting ndng 49 thube khng di
kém véi ting tich liy. Nhimg thay déi duge djng hoe cia linagliptin khing duge cho 1a ¢b ¥ nghia
lim samg. Vi viy, tuong tde cd ¥ nghla lim sing duge ::hn ld khé c6 thé xdy ra v cic chit tre ché
P-glycoprotein/CYP3A4 vi khong ciin phii higu chinh lidu.

Rifampicin: Mt nghién ciru 43 duge tién hinh dé ddnh gid anh huémg cia rifampicin, mét chit cam
img manh P-glycoprotein and CYP3A4 manh, lén du'a;x: ding hoc cia linagliptin khi ding & licu 5
mg. Dung dﬁng thai da lidu imaghplm viri rifampicin din dén g:fém lan lugt 39,6% va 43,8% AUC
Vil Cann O traang thin on dinh clia linagliptin va giam khoang 30% sir (rc ché DPP-4 & nong do day. Vi
vily, phii hgp linagliptin va cde chit edm img P-gp manh duge cho 14 ¢6 hi¢u qud 1dm sing mic di
hidu qua diy di cé thé khang dat duge,

Digoxin: Sir dyng dmg théri da lidu hiang ngay 5 mg linagliptin vdi da liéu 0,25 mg dlgnxm & mgurlri
tinh nguy¢n khée manh I-:hung ¢0 dnh hudmg dén duge dmg. hoe cia digoxin. Vi vdy, trén in viva,
linagliptin khong phai 1a chét irc ché viin chuyén qua trung gian P-glvcoprotein

Warfarin: Ding da lidu hing ngay 5 mg linagliptin khéng lam thay déi duge dong hoc cia :hlﬁ
phiin ${) hodc R(+) warfarin, mdt co chit CYP2C9, diéu niy cho thiy linagliptin khéng phai

tre ché CYP2C9.

Simvastatin: Trén ngudni tinh nguyén khie manh, dung da licu hing ngiy 10 mg linagliptin {trén
ngudng diéu i) ¢6 dnh huromg i thidu dén duge ddng hoc & trang thii on dinh cla simvastatin, mt
co chit CYP3A4 nhay cim. Sau khi ding dong thai 10 mg linagliptin véi 40 mg simvastatin mdi
ngdy trong 6 ngdy, AUC huyét twong cia simvastatin ting 34% va vi Cap trong hu}'ét tromg t.thng
10%. Vi viy, linagliptin duge coi 14 chit (e ché yéu sy chuyén héa qua trung gian CYPIA4 v
khing céin thidt phdi hifu chinh lidu ciia co chit chuvén hoa bii CYP3 .-";4 khi sir dyng ddng thii.

Thude tranh thai dwimg wéng: Sit dyng ddng thiri vii 5 mg linagliptin khéng lim thay ddi duge
ddng hoe & trang thdi 6n dinh cda levonorgestrel hodc ethinylestradiol.
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Sinh khi dung tuyét dbi caa linagliptin khoang 30%. Do vige sir dung dbng théi linagliptin trong
bita #in gidu chit béo khing giy ra dnh hudmg ¢d ¥ nghia 1im sang d6i véi duge dong hoc,
linagliptin c6 thé duge ding cing hojic khdng ciing véi thire &in.

Metformin

Nguy co nhiém toan acid lactic gia ting & bénh nhin ngd ddc rgu -rﬁ;.'r tinh (dfc biét trong trudmg
hgp nhin &n, suy dinh duidmg hodic suy gan) do hoat chit metformin clia TRAJENTA DUO (xem
phin Cénh bdo dic biét va thin trong). Nén trénh wing g v edc thude chira chit con.

Cdc thude gde cation durgre thii trir chii véu qua dng than (vi dy: cimetidine) co thé wromg tée véi
metformin do canh tranh 82 duge hé thing vin chuyén i dng thin. Mt nghién ciru duge tidn hinh
trén 7 ngudi tinh nguyén khde manh cho thiy cimetidine liéu 400 mg 2 lin mdi ngiy lam ting ndng
d§ todn thin cia metformin (AUC) thém 50% vi Cay 81%. Vi viy, nén ciin nhic theo ddi duimg
huyet chiit chE, higu chinh !iéu trong khodng liéu khuyén cdo va thay di diéu tri ddi thdo duimg khi
diing dbng thir véi cc thude cation thai trir qua ong thin.

Cdic thude tre ché Carbonic uuﬁ_}l‘d:uﬁ'e

Topiramate hodic cdc thude irc ché carbonic anhydrase khéc (vi du zonisamide, acctazolamide hojc
dichlorphenamide) thudmg xuyén gdy giim bicarbonate huyét thanh v gly toan chuyén hod ting clo
hu].fét_. khing thay doi khodang trdng anion. Sir dung dbng thid cée thube ndy ¢b thé ¢b thé giy toan
chuyén hoa. Nén thin trong ding nhimg thudc niy & bénh nhin didu trj vii TRAJENTA DUO do ¢b
thé ting nguy co nhiém toan acid lactic.

Trong céc khiao sdt X-quang, cic thudc cin quang iod diing duémg finh mach ¢6 thé gdy ra suy thin,
din dén tich liy metformin va nguy co nhicm toan acid lactic. O bénh nhin eGFR > 60
ml/phit/1,73m’, phdi ngimg metformin trude khi st dung thude can quang jod va khdng dung lai it

48 gidr sau dd, chi sir dyng sau khi dinh gid lai chire ning thin va ket qua khong bi xiu di. O
nhimg bénh nhin suy thin trung binh (¢GFR gitta 45 va 60 ml/phit/1,73 m®), phdi ngimg metformin
48 gitr trude thi diém khao sit va khong sir dyng thude trong vong 48 giir sau 6, chi sir dung sau
khi dénh gid lai chirc ning thin va két qua khang b xdu di.

Khi ning sinh sin, thai kv va cho con b

Thai ki

Chira c6 nghién ciru phit hop va dbi chimg chit ché duge tién hinh trén phy nir c6 thai sir dung
TRAJENTA DUO hay céc hoat chiéit riéng lé cua nd. Cac nghién ciru phi lam séng vé sinh san tién

hénh trén chudt sir dyng thude két hgp TRAJENTA DUO khing cho thiy tdc dyng gy qudi thai
cua vige ding dﬁng thiv linagliptin va metformin, )

Céic dir liéu vé sir dung linagliptin trén phy nit ¢6 thai cdn han ché. Céc nghién ciru phi lim sang
khiing cho thiy tic dung giy hai tryre tiép hay gidn tiép trén phwong dién déc tinh sinh san.

Ciac dir li¢u vé sit dung metformin trén phu nit ¢6 thai con han ché. Metformin khng gay quai thai
& chudt v mic lidu 200 mg/kg/ngdy - gip 4 lin lidu sir dyng trén nguini. Tac dung gy quai thai da
duge ghi nhin trén chudt v metformin liéu cao hom (500 va 1000 mgkg/nghy — gip 11 va 23 lin
lidu sir dung trén nguid).

Pé thin trong, 1t hom nén tréinh sir dung TRAJENTA DUO wrong thai ki.
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Khi bénh nhin cd ké hoach mang thai vi trong thin gian mang thai, khing nén diéu tri ddi thio
dirimg bing TRAJENTA DUO ma nén sir dung insulin nhidm duy tri mirc dudmg huyét cing gin
binh thuémg cang tot dé lam giam nguy co dj dang thai lién quan dén bt thuémg nong dé duimg
huyét.

Cha con b

Chura cb céc nghién ciru trén dong vit trong giai doan tiét sir sir dung phoi hop metformin va
linagliptin. Céc nghién ciru phi lim sing tién hinh trén timg hoat chét riéng 1& cho thiy ca
metformin va linagliptin déu bai tiét vao sita chudt cho con bi. O nguwdd, metformin cé bai tiét vio
sita me. Hién vin chura rd linagliptin cd duge bai tiét vio sita me hay khéng. Khing nén sir dung
TRAJENTA DUOD & phy nit dang cho con bi.

Kha ning sinh sin
Chua cé nghién ciru vé dnh hudmg cia TRAJENTA DUO trén khi niing sinh sdn ciia ngudi duge
ticn hinh. Khing quan sat thiy tac dung bét loi ndo ciia linagliptin 18n kha nin% sinh san trong clc

nghién ctru phi ldm séing sir dyung i lidu cao nhét 240 mg/kg/mgay(=> 900 lin liéu sir dung trén
ngundn ).

Anh huing lén khd ndng i xe vi viin hinh miy mibc

Chura ¢6 nghién ciru vé& dnh huimg eida thube 1én kha ning ldi xe va viin hinh méy mée duge tidn
hiinh.

Tie dung khing mong muon

Tinh an toén coa linagliptin 2,5 mg 02 lan mbi ngiy (hodic liéu tuomg dwong sinh hoe vai 5§ mg 01
lin mdi nghy) phii hop véi metformin duge dénh gid trén 3500 bénh nhén déi théo duimg typ 2.

Trong cic nghién ciru ¢6 d6i chimg véi gia duge, hon 1300 bénh nhin dirge diéu tr vai lidu 2,5 mg
linagliptin 02 lin mdi ngay (holic tuomg duong sinh hoe 5 mg linagliptin 01 1in mdi ngdy) phéi hop
viii metformin trong > 12/24 tudn,

Trong phén tich gép cdc thir nghig¢m cb doi chimg gid duge, tv 1€ toan b céc bién cd bt leri trén
bénh nhin ding gia duge va metformin twomg ty nha tv 1@ & nhom linagliptin 2.5 mg va metformin
(50,6% va 47,8%). )

T & ngimg sir dung thube do bién cb bit 1gi & nhom ding phdi hep gid duge viéi metformin tong
by véri nhom didu tr phoi hop linagliptin v metformin (2,6% and 2,3%).

Do anh hwomg cia diéu tri co sin ban diu trén cde bién co bat loi (vi du ha drimg hu}réljl_, cdc bién
c0 bit Igi duge phin tich va trinh bay dya trén ché 4§ dicu trj twong img, b sung vio diéu tr
metformin va bd sung vao didu tri metformin phdi hop sulphonylurea.

Cac nghién cira c6 dioi chimg gia duge bao goém 4 nghién cir trong 46 linagliptin duge thém vio
diéu tri metformin va | nghién ciu trong d6 linagliptin dugc thém vio didu tri metformin +
sulphonylurea.

Bing 1: Cac phin {mg bét lod duwoe bio cdo & bénh nhin dang phéi hop linagliptin + metformin
(phiin tich gdp céc nghién i d&i chimg gia diroc)

Trayevia Do 05 LPLIW Poge B af 20

By



https://trungtamthuoc.com/

N Phin dmg biit I lit ké theo ché 4 diéu u1_
linagliptin + metformin
Phiin loai h§ eo quan (SOC) MedDRA PT (phién ban 13.1)
Nhiém tring vi nhiém ki sinh tring viém miii — hong*
Raoi logn hi mién dijch qué min
Rai logn ngwe, hi hip v trung thit ho*
gidm cam gigc thém an
tiéu chay £
Réi logn dwimg tiéu héa ' bubn nén
viém twy
Rii logn da vi mé dwdi da ngira "

-

" R&i logn dutmg tiéu héa nhir dau bung (xem bang 2)va budin nén, ndn, tiéu chay va giam cam
gidc thém An (xem bang 1) xiy ra thudmg xuyén nhdt trong giai doan dau cha qua trinh dicu trj
viri metformin hydrochloride va ty hii phuc trong hiu hét cde trudmg hop. PE phing ngira,
khuyén cdo nén sir dung TRAJENTA DUO 2 lin mi ngdy trong hodc sau khi an

*  chc tic dung ngoai ¥ ciing duge bdo cdio & bénh nhin sir dung linagliptin dom trj liéu.

™ cdc téc dyng ngogi ¥ ciing duge béo cdo & bénh nhin sir dung metformin dom tri ligu

Trong céc nghién ciru c6 doi chimg gia duge, phin (mg bét lgi cé lién quan duge bdo cdo nhiéu nhit

v linagliptin + metformin 13 tidu chay (0,9%) véi tv 1¢ thdp twomg tir & nhim metformin+gid duoe

(1.2%).

Ciic phin {mg c6 hai duge bdo cdo khi phéi hop linagliptin vi metformin véi SU:

Khi linagliptin vi metformin dugc phéi hop vdi mdt sulphonylurea, ha dirtmg huyét 14 bién cb bit
liri e bédo cdo pho bien nhit (22,9% & nhom linagliptin céng metformin cng sulphonylurea so
vdi 14,8% & nhom gia duge) v duge cho 1a phin img bit lgi thém vio. Khing c6 dot ha dwimg
huvét ndo duge xép 14 nghiém trong.

= Cic phin (g ngoai ¥ khi k 2 i iptin ¥ i 11 in;

Khi linagliptin vi metformin duge ding két hpp véi insulin, bién cb ngoai § phd bién nhédt dwpe béo
céo la ha duimg huyét, :nhunq xudt hign von ty 1€ twomg duomg khi gia duge va metformin duge két
hop vén insulin (linagliptin ket hop vén metformin va insulin 1 29,5% so véi 30,9% & nhdm gia
duge viri metformin v insulin) véi mét t¥ 1¢ thip bién cb nghiém trong (1,5% so vai 0,9%).

Thing (i e vé 1 il phiéin rié

Ciéc tédc dyng ngogi ¥ dige bio cdo tnrde diy voi timg thanh phin riéng 1é cia thude co thé 1 tic
dyng ngogi ¥ tiem ting cia TRAJENTA DUO ngay ca khi khing dwge quan sat trong céc thir
nghié¢m lim sing vén ché phim ndy.

Tét ¢4 céc tac dung ngoai ¥ dirge béo cao & bénh nhén sir dung linagliptin don trj ligu da duge ghi
nhin vii TRAJENTA DUO va bao pbm ede phin (mg bit led duee ligt ké trong bing | trén diy.
Cic phin (mg bt 1gi cia metformin dén nay chira duge ghi nhin duge néu trong bang 2 dudi diy.

Bing 2: Cac phin {mg bt 1o durgre bdo edo & bénh nhin sir dung metformin dom trj ligu
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Phén dmg bat lyi
S0C MedDRA PT (phién ban 13.1)
Rii logn chu I,ré-n hia va nhiém toan acid lactic
Ak dirkig bét thirdmg xét nghiém hip thu vitamin B12' -
Rii logn hé thin kinh roi loan vi gide
Rii logn dwimg tiéu héa * dau byng
bat thuémg xét nghiém chire ning gan

Ribi loan gan — mit —

viém gan
Réi loan da vi mé duéi hong ban
da may day

' Diéu tri dii ngdy véi metformin lién quan dén gidm hip thu vitamin B12, diéu ndy c6 thé din dén
thiéu hyt vitamin B12 ¢6 ¥ nghfa 1im sing trong truémg hop hidm glp (vi du thiéu méu hing clio
to).

* Céc roi logn dudmg tidu héa nhir dau bung (xem bing 2) v bubn nén, ndn, tiéu chay, gidm cim
gidc thém &n (xem bdng 1) xay ra thudmg xuyén nhiit trong giai dogn khdn trj va tr hdi phye trong
héiu hét cde trirémg hop. Dé phing ngira cae rdi loan niy, nén sir dung metformin hydrochloride 2
ldn mdi ngay trong hodc sau bita &n néu ding don trj lidu,

Bing 3: Ciic phan img bt lgi duge bdo cdo & bénh nhan diéu trj linagliptin 5 mg mdi ngay bd sung

vio insulin®
[
S0C | Linagliptin + Insulin
Nhiém tring va nhiem ky } :
sinh tring Vitm mili hong
Réi loan hé mién dich Qué miin
Réi loan hé hé hip, ngwe
vii trung thiit Ho
| Vidm tuy
Rdi loan da diy ruft | =
f

*Tham khéo tm tat dic tinh sin phim cia insulin dé co thém théng tin

Cic the dyng ngogi ¥ xic dinh tir béio cio hiiu m&i
Cée tde dung ngoai ¥ sau A4 duge bdo cdo tir kinh nghi¢m hju mii khi ding linagliptin:

S0C Tiic dyng phy
) . Phit mach

Rii loan h§ mien djch May day

Réi logn da va md dwéi Phét ban
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SOC Tée dung phu
da a S
Rai loan da diy rudt Loct migng

Thong bde che bdc sT céc tde dung khing mong mudn gdp phai khi ding thuie

i licu
Triéu chimg
Trong cdc thir nghiém ldm sing c6 dbi chimg tién hinh trén ngudn tinh nguyén khoe manh, liéu dom
12n t&i 600 mg linagliptin (twomg dwong véi 120 ln lidu khuyén cédo) dugc dung nap tot, Chira ¢b
kinh nghi¢m sir dung liéu cao hom 600 mg & nguini.,

Tinh trang ha diimg hu}& khing xay ra wfn metformin hydrochloride liéu lén & 85 E mEl: di ch
xdy ra tinh trang nl‘uEm toan acid lactic. Lidu cao metformin hvdrochloride hodic cac }I:'Ll th nguy co
di kém o6 thé din dén trinh trang nhiém toan acid lactic. Nhiém toan acid lactic 14 mét cdp ciru ndi
khoa vi phai duge didu tri tai bénh vién.

Didu tri
Trong tnrimg hop ﬂuﬁ li¢u, nén tién hinh cic bién phap diéu tri hi trgr thing thudmg, vi dy: loai bd

tl'_luuc chua dwge hap thu khoi dutmg tiéu hoa, theo dbi lim sang vi tién hanh céc bign phip diéu tri
ciin thiét. Bién phdp hiéu qua nhéit dé logi bo lactate vi metformin hydrochloride 14 loc thén.

Bic tinh dwoe hoe .
Phén nhiom diéu tr: Phot hop céc thudc ha dutmg huyét ddmg udng, md ATC: A10BDI1

Linagliptin 12 mdt chit (e ché enzyme DPP-4 (Dipeptidyl peptidase 4, EC 3.4.14.5), 1a enzyme tham
gia vio qua trinh bét hoat hormone incretin GLP-1 va GIP (peptide-1 gifng glucagon, polypeptide
kich thich insulin phy thujc glucose). Cac hormone nay bi gidng hda nhanh chéng béi enzyme DPP-
4.Ca hau hormon incretin déu lién quan dén sy diéu tiét sinh 1y cho cin biing glucose. Incretin durge
bdi tict & mdt nong dd thip trong sudt ngiy vil m".'nng di nay ting 1én ngay 1§p tirc sau khi &n. GLP-1
via GIP lam ting sinh u?mg hop insulin va bai tiét glucagon tir té hﬂu beta & tyy khi duimg huyét @
mirc binh ll'luﬂng vi ting. Hom nita, GLP-1 cing lam glﬁ:m h&: tlct glucagon tir ¢éc ¢ bdo alpha &
tuy, din dén lam giam bai tiét duimg & gan. Linagliptin giin két it hiéu qua véi DPP-4 va cé thé
tach rii duge nhir d6 1am ting dn dinh va kéo dai néing db incretin hoat tinh, Linagliptin lim ting
bai tidt insulin phy thugc glucose va ldm giam bai tiét glucagon do d6 nhin chung cai thién cin bing
glucose. Linagliptin gﬁn kit mét cach chon loc vdi DPP-4 vi eb tinh chon loe >10000 lin so vii
hoat tinh DPP-8 hodc DPP-9 trén in virro.

Metformin h}rdmn:hlnndc la m:;nl. htguamdu €0 tac dung chnng tAng dm:mg hurl:t lam giam cd nmE
d-lj duhng trong huyét tuong & mire eo ban cling nhu sau bira dn. Thusbe khing kich thich tiét insulin
vi vy khing giy ha dudmg huyeét.

Metformin hydrochloride c6 thé hoat djng thing qua 3 co ché:

(1) lam gidm sén xudt glucose & gan do irc che tong hop glucose va ly gidi glycogen

(2) ér cxr, nhiy lam ting tinh nhay cdm v insulin nén cdi thién sy hap thu va sir dung glucose ngogi
vi

(3) v lim chim hdp thu glucose & rugt.

Metformin hydrochloride kich thich thng hop Llymg:n ndi han do téc ddng dén glycogen synthase.
Melfunmn hydrochloride lam ﬁ'mg kha nang viin chuyén cuia tit ¢ cdc chit viin chuyén glucose qua
mang té bao (GLUT) durge biét cho dén nay.
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O ngwéri, metformin hydrochloride con c6 tic dung thudn lgi trén chuyén héa lipid, ddc 1p v tie
dyng trén dwrdmg huyét. Téc dung niy dugre ghi nhin & lidu didu tri trong cdc nghién ciru lim sing co
ddi chimg vii thévi gian nghién ciru trung binh va dii: metformin hydrochloride lam giam cholesterol
todn phin, LDL cholesterol va triglyceride.

ity qud i sine vil tind E

Linagliptin bi sung vioe diéu tri metformin

Hi¢u qué va tinh an toin cda linagliptin két hop véi metformin trén bénh nhin chua duwgc kiém sodt
dinémg huvét vii metformin dom trj liéu 43 duge dinh gid trong mot nghién ciru mi ddi cd dbi chimg
gia duoc kéo dai 24 tudn. Linagliptin phoi hop vin metformin cai thign dang ke HbAlc (thay doi -
0,64% so0 v gia duge) tir gid trj trung binh ban ddu HbAlc 13 8%.

Linagliptin ciing cho thiy cai thin ding ké lugmg dudmg trong huyét twong lae déi (FPG) véi mire
giam 21,1 mg/dL (1.2 mmol/L) v lwgng duémg 2 gitr sau an (PPG) giam 67,1 mg/dL (3,7 mmol/L)
so vii gia duge va 1y 1§ bénh nhin dat dupe HbAle mue tidu < 7,0% cao hom (28,3% & nhdm
linagliptin so véi 11,4% & nhém gid duge). TV 1§ ha duimg hu:.rét ghi nhiin duge & bénh nhin didu
trj v linagliptin 14 twong wr voi gia duge. Khoi lwgng co thé khing khic biét ding ké gilta cic
nhom,

Trong mét nghién ciru thiét ké giai thira c6 ddi chimg gia duge, kéo dai 24 tuin danh gid vé diéu tri
khéi di, linagliptin 2,5 mg 2 lin mdi ngay phdi hop véi metformin (500 mg hodic 1000 mg 2 lin
mdi ngdy) cai thign ddng ké cic thong so lién quan dén duimg huyét so vai dom tr lidu vai kér qua
durge tom it trong bang 3 (HbA lc ban diu trung binh 14 8,65%).

Bang 4: Céc thimg s6 duimg huyét trong lin khim cubi cling (Nghién ciru 24 wén) cia bénh nhin
ddi thio duimg typ 2 chira duge kiém sodt duimg huyét tot véi ché 4 fn vi viin déng sir dyng
linagliptin va metformin don thuin hogic phéi hep

| Gia Linagliptin | Metformin | Linagliptin | Metformin | Linagliptin
duge | Smg 00 mg 2.5 mg 1000 m 2,5mg
1nmdi | 2lnmdi |2linmdi | 2lnmdi | 2 lin mdi
ngiy* ngiy ngiy* ngiy ngiy*

+ +
Metformin Metformin
500 mg 2 1000 mg
lin mdi 2 lin moi
ngay ngiy

HbAle (%)

Sd lwgmg bénh (n=65 [n=135 n=141 n=137 n=138 n=140

rhdn

Gia tri ban dau

(trung binh) 87 87 8,7 £.7 B.5 87

Thay d6i so i.':fr:

gid trj ban diu

(trung binh da 0.1 -0.5 -0.6 -1,2 -1.1 -1.6

hi¢u chinh)

Khic biét 50 = 0.6 0,8 -1,3 12 1,7

virigid durgee (-0,%; -0.3) | (-1,0:-0,5) [(-1.6;-1,1}) | (-1.5;-0.9) | (-2.0;-1.4)

(trung binh di

higu chinh) . o
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(KTC 95%)
Bénh nhdn (n,
%) T
dat dwoc HbAlc | (10,8)
< T%

Bénh nhiin (%)
phai ding diéu | 292 | 11,1 13,5 73 8,0 4,3
trj el nguy
FPG (img/dL) :

SO legmg bénh  n=61 n=134 n=136 n= 135 n=132 n= 136
nhin
Gid tri ban dau
{trung binh)
Thay doi so v
gid tri han ddu
{trung binh 43
hi¢u chinh)
Khac bi¢t so vai | == -19 =26 43 -42 60
gia duge {-31; -6) (-38, -14) | (-56;-31) (-55;-30) | (-72;:-4T7)
{(trung binh 43
hiéu chinh)
(KTC 95%)

*tong licu hang ngay cua linagliptin twong duomg vii 5 me.

14 (10,4} 27(19.1y | 42(30,7) 43 (31,2) | 76(54,.3)

203 195 191 199 191 196

10 -9 =16 =33 =32 =449

Mirc gram HbAlc trung binh so vén gid tr ban déu nhin chung lém hon & nhimg b¢nh nhiin cé gid tn
HbAlc ban diu cao hom. Anh hurémg i lipid huyét nromg nhin chung 14 khéng cb. Giam cin khi két
hop linagliptin va metformin twong ty nhir khi ding metformin don 1r lid¢u hodic gia duge; khing c6
thay ddi so véi lic bit ddu didu tri & nhimg bénh nhin chi ding linagliptin. Ty 1¢ ha dwimg huyét 1i
twomg ty gitta cdc nhom diéu trj (gia dwge 1,4%, linagliptin 5 mg 0%, metformin 2,1%, va linagliptin
2,5 mg vai metformin hai lin nﬁ_i ngay 1,4%).

Ngodi ra, nghién ciru ndy bao gom b¢nh nhin (n = 66) bj ting dubllg huyét ning hom (HbAlc tgi
thiri diém lic bat diu diéu tri >/= 11%) va duge dicéu tri nhiin ma 2 ldn mdi ngay vai linagliptin 2,5
mg vi metformin 1000 mg. O nhdm bénh nhin ndy, gia tri HbAlc trung binh tai théi diém ban diu
14 11,8% va FPG trung binh 13 261,8 mg/dL. (14,5 mmol/L). Mirc gidm HbAl¢ trung binh so véi ban
diu 14 3,74% (n = 48) vi 81,2 mp/dL (4,5 mmol/L) ddi vé&i FPG (n = 41) dwrge quan sit & nhimg
bénh nhin hoan tit thir nghiém 1dm sing kéo dai 24 win ma khng c6 diéu trj ciru nguy. Trong phin
tich LOCF bao gom tit cd bénh nhéin ¢ xédc dinh tiéu chi danh gia chinh (n = 65) & lin theo ddi cudi
cling ma khing diéu trj ciru nguy, thay dbi so vdi ban diu la giam 3,19% d6i vai HbAlc giam
73,6% mg/dL (4.1 mmol/L) ddi véi FPG.

Higu qua vi tinh an todn cia linagliptin 2,5 mg hai lin mi ngdy so vai 5 mg mdt lin mdi ngiy khi
dimg phdi hop véi metformin & nhimg bénh nhin khing duge kidm sodt duimg huyét 161 voi
metfomin dom trj li¢u duge dénh gid trong mdt nghién ciru mi déi, ddi chimg gid duge kéo dii 12
tudn. Linagliptin (2,5 mg hai lin mi ngdy v 5 mg mdt lin mdi ngiy) bd sung vio diéu trj voi
metformin cai thién ddng ké cic thong so dudmg huyét so véi gia duge. Linagliptin 5 mg mt lin
mdi ngay va 2,5 mg hai lin mdi ngay giam HbAle dang ké & mire dd romg duremg so v gid durge
(KTC: -0,17; 0,19), gidm 0,80% (so v&i ban diiu 7,98%), va 0,74 % (so vdi ban diu 7,96%).

Ty 1€ ha dwimg huygt ghi nhin duge & bénh nhin dicu trj véi linagliptin 13 tuomg dwong so voi gia
dugre (2,2% vai linagliptin 2,5 mg 2 Vin mdi ngiy, 0,9% vii linagliptin 5 mg | lin mdi ngiy va 2,3%
vin gid duge). Khoi lugng co thé khdng khac biét ding ké gifta cédc nhom.
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Linapliptin bt SHNE Vo didu tri két hop medformin va sulphonylurea

Mt nghién ciru ¢o déi chimg gia duge kéo dai 24 tudn duge tién hanh nhim dénh gia hidu qua va
tinh an todn cila linagliptin 5 mg so véi gia duge, trén nhimg bénh nhin chua duge kiém sodt 1t vii
metformin két hop sulphonylurea. Linagliptin gitip cdi thién ding ké chi sb HbAlc (gidm 0,62% so
viri gid duge) tir gid tri HbAl¢ trung binh ban diu 14 8,14%.,

Linagliptin cling cho thiy cii thi¢n ding ké t¥ I¢ bénh nhin dat dupe HbAle myc tidu < 7,0%
(31,2% & nhom linagliptin so v&i 9,2% & nhom gia duge) vi glucose trong huyét wong e doi
(FPG) von mire giam 12,7 mg/dL (0,7 mmol/L) so vén gia duge, Khéi lugmg cor thé khong khac it
dang ké gifa cac nhom dicu trj.

Linagliptin két hgp voi metformin v insulin

Mt nghién el 6 di chimg véi gia duge, kéo dii 24 min duge tién hanh ddnh gid tinh an toan v
hi¢u qué cia linagliptin (5 mg mdt lin mdi ngay) bd sung vao dilu trj vai insulin cé hojic khing co
metformin. C6 83% bénh nhin d3 dang ding metformin két hop vai insulin trong nghién ciu niy.
Linaglipin két hgp v&i metformin cing vdi insulin cho thiy cai thién déing ké HbAle & phin nhom
nidy v&i higu chinh trung binh so véi gid tr ban diu giam 0,68% (CI : -0.78 ; -0,57) (gid trj trung
binh ban diu HbAlc la 8,28%) so vai gia duge khi két hop vai metformin ciing véi insulin. Khang
et syr thay ddi ¢b ¥ nghia vé trong lirong co thé so véi ban diu & cd 2 nhém,

Dir ligu 24 thing cho Linagliptin hd sung vio ché d diéw trj vei metformin so sdnh vai glimepiride

Trong mét nghién ctru so sanh tinh an todn va higu qua cta vige bo sung thém linagliptin 5 mg hojc
glimepiride (mdt thude sulphonylurea) & nhimg bénh nhin chia dwoe kiém sodt duimg huvét tit vii
metformin dom trg ligu, linagliptin twomg o nhir glimepiride trong viée 1am gidgm HbAle, vin khac
biét diéu tri trung binh HbA lc tir ban dau t6i tudin thir 104 d6i voi linagliptin so véi glimepiride 1a
+0,20%.

Trong nghién cira ndy, t¥ sd tién insulin trén insulin, biéu thi cho tinh hi¢u qua ciia qud trinh téng

vil gidi phong insulin, cho thiy cdi thi¢n ding ké 6 ¥ nghia thing ké khi ding linagliptin so vai
dicu trj bing glimepiride. Ty I¢ ha dwimg huyét & nhém bénh nhin ding linagliptin (7,5%) thip hon
mit cich ding ké so vai nhém ding glimepiride (36,1%).

Nhimg bénh nhén diéu trj véi linagliptin gidm trung binh déng ké cdn niing so v6i ban diu, trong khi
nhimg bénh nhén dimg glimepiride ting cin déng ké (-1,39 so vai +1,29 kg).

Linagliptin b sung vdo diéu irf & nhitng bénk nhén cao tudi DTD typ 2 (twbi = 70)

Tinh hidu qui vi an toan cia linagliptin & bénh nhin cao twdi DTH typ 2 (i = 70) 4 duge danh
gid trong mdt nghién ciru mi d&i so voi gia duge kéo dai 24 tuin. Lic duge dwa vio nghién cin,
bénh nhin dang dwge diéu trj véi metformin vivhodc sulphonylurca va‘hodc insulin. Li¢u ding cua
chc thude didu trj ddi théo duémg slin ¢é duge giir én dinh trong 12 twdn ddu, sau 46 duge phép chinh
ligae. Linagliptin gidp cai thi¢n d&ngﬁt’: chi sb HbAle, giam 0,64% (KTC 95% -0,81, -0,48; p<
0,0001) so vii gia duge sau 24 tudn, tinh tr gid i HbAle trung binh lic ban diu la 7,8%.
Linagliptin ciing cii thi¢n ddng k& duémg huyét lic doi (FPG) giam 20,7 mg/dL (1,1 mmol/L) (KTC
95% =30,2, =11,2; p<0,0001) so v&i gia duge. Trong lugng co thé khong khice biét ding ké gilta cic
nhém. Nhin chung, 1§ 1¢ ha dutmg huyét wrong duong gitta nhom ding linagliptin (2 trong s6 45
bénh nhin, 4,4%) va gid dugc (0 trong s0 22 bénh nhin, 0%) trén nén metformin dom tri, Ti 1& bénh
nhén bj ha duimg huyét ciing duge so sinh trén nén giéu tri san ¢d vidi insulin ciing hodc khing cing
vi metformin (13 trong 56 35 bénh nhén, 37,1% diéu tri vi linagliptin va 6 trong s0 15 bénh nhén,
40% didu tri véi gia dugre). Tuy nhign, trén nén dicu trj sin co sulphonylurea ciing hode khing cling
v&i metformin, ti 1¢ bénh nhin bj ha dudmg huyét duge bdo cdo & nhém bénh nhin didu i vi
linaliptin cao hom (24 trong 6 %2 bénh nhin, 29,3%) so vii gid duge (7 trong s 42 bénh nhén,
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16,7%). Khéng c6 khic biét gitta cic nhém ding linagliptin va gia dirge vé nhimg bién cb ha dwémg
huyét nghiém trong,

Trong mdt phin tich gdp & bénh nhin cao tuoi (woi = 70) dai thao dudmg typ 2 {n—IEJ} di dang
diéu trj metformin va insulin nén, linagliptin két hop metformin cing v&i insulin cai thign déng ke
thong s HbA le véi higu chinh trung binh so véi gid trj ban diu gmm 0,81 (CI: -1,01, -0,61) (gi4 trj
trung binh HbAlc ban diu §,13%) so véi nhom dung gid dl.n;rc: két hop metformin ct‘mg v insulin.
Khu-ng. 6 sy khic bi¢t cd ¥ nghia trén lim sing veé t:.f 1¢ cic bién co ha duémg huyét & bénh nhin >
70 tdi (37,2 & nhom linagliptin kit hop metformin cing vai insulin so vai 39.8% & nhom gid duge
két hop metformin cing van insulin).

Khari déiu didu tri voi két hop Linagliptin va Metformin i bénh nhdn viea dwge chdn dodn cé tdng
chiecing hn}'i'rddﬂg ké vér chua dimg thude

Tinh higu qua va an todn ciia khéi diu diéu trj voi I-:ﬂ-t linagliptin § mg mdt lin mdi npay vi
metformin 2 lin méi ngdy (duge chinh lidu trong 6 tuan gaPu dén 1500 mg hodc 2000 mg/ngdy) so
v linagliptin 5 mg mdt 1dn mdi ngay da duge nghién ciru trong mdt thir ngh:r,:m kéo dai 24 wén o
nhitng bénh nhin vira dge chin dodn ddi thio dwimg typ 2 c6 tang dudmg huyét ding ké va chura
ding thude (HbAlc ban diu 8,5-12,0%). Sau 24 tudn, ci hai ché d§ diéu tri linagliptin dom trj va
khdi diu két hop I.inagliplin vit metformin lam gidm déng ké mirc HbAlc wong (mg 13 2% va 2,8%
50 voi gid trj HbAlc ban diu 14 9,9% va 9,8%. Khic bigt dieu trj giam 0,8% (95% CI -1,1 dén -0,5)
cho thiy khéd ddu di¢u trj két hop la vugt trgi so voi dom trj (p=<0,0001). Bdc bigt, 40'!-%\-'& 61% bénh
nhén trong nhénh dom trj va két h:.:lpd'u:u trj dat duoe HbAlc < T9%.

Nguy co tim mach

Trong mdt phén tich tdng hop, tién cir, cée bién cb tim mach duge danh gid ddc 1dp tir 19 nghién
ciru ldm séng trén 9459 bénh nhin déi thio dwimg typ 2, didu trj véi linagliptin khong di kém vii
ting nguy co tim mach.

Tiéu chi chinh, gélm két hop cia sy xuit hién hodc thid gian dén khi xudt hi¢n tr vong do tim mach,
nhdi mau o tim khong gy wr vong, dot quy khéng giy ur vong hodc nim vigén do com dau thit ngyre
khiing dn dinh, 12 thip hem khing déng ké khi ding linagliptin so vdi céc nhém chimg, ¢6 hoat tinh
vit gid duge (13 $6 nguy hai 0,78 (khodng tin cly 95% 0,55; 1,12)].

Tdng sd ¢6 60 bién cb chinh & nhom linagliptin va 62 bién eb chinh trong cic nhém chimg.

Ciic I:m:n o tim mach duge quan sdt voi mdt i 1¢ twong nr gifta nhom dﬂng llnagllptm v gia dugc
I1.| s0 nguy hai ! L9 (KTC 95% 0,68:1,75)]. Trong céc nghién ciru ¢ dul chimg v ga duge, Ong
56 cd 43 bién ¢b chinh (1,03%) & nhém diing linagliptin va 29 bién ¢b chinh {1,35%) trong nhom
ding gid dugre,

Duwye ding hoc

Céc nghién ciru v& twong duong sinh hoc tién hanh trén ngudd tinh nguyén khoe manh cho thiy vién
nén p]‘uﬁi hop TRAJENTA DUO (linagliptin/metformin hydrochloride) twong duomng sinh hoc vii
phéni hop linagliptin va metformin hydrochloride dang vién riéng 1¢.

S0 dung TRAJENTA DUO 2,5/1000 mg cing vin thirc in khing ldm tha}* dbi m’jng dd chung cua
linagliptin. AUC ciia metformin khing thay dii l'IJ.}’ nhién, ndng dé dinh cia metformin trong huyét

thanh giam 18% khi sir dyng cing thirc &in. Théd gian dén khi dat nétng 44 dinh clia metformin trong
hu}'é'l thanh bi chim di 2 gidr khi dong cing thire an. Nhimg thay dii ndy it cd kha ndng quan trong

vé miit lim sing.

Nhimg di¢u néu dudi diy phan dnh dic diém duge ding hoc cha timg hoat chét riéng 1& trong
TRAJENTA DUG.

Linagliptin
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Drgre ddng hoe coa linagiptin da duge md 14 nhidu i ngurtri khoe manh va bénh nhin dai thio didmg
typ 2. Sau khi ding didmg udng 5 mg & bénh nhin 13 nguid tinh nguyén khoe manh, linagliptin
durge hﬂp thu nhanh win nong d§ dinh trong huyé’t twrong (Tmax trung vi) xuiit hién 1,5 gidr sau khi
dimg.

Nong d6 linagliptin hu:.r-l:l. tuong cua linagliptin giam theo 2 giai dnan vir théni gian ban thai dai -[thﬁ'n
gian bén thai pha thai trir cia linagliptin dai hon 100 gior), dicu nay hiu nhar hodn woan lién quan dén
trang théi c6 thd biio hoa, lidn két chit ché cia linagliptin véi DPP-4 va khéng gop phin vdo vige
tich Iy cia thude. Nira dii tich liy e hidu qui cia linagliptin, dwge xde dinh sau khi udng da lidu 5
mg Ilnagllptm xAp xi 12 gidr. Sau khi ding mdt liéu duy nhit mi ngdy. ndng dd huyét tuong & rang
thdi dn dinh cia linagliptin 5 mg dat duge sau khi ding liéu thir 3.

AUC wrong hu}fél tuong clia llnﬁgl‘p'llll ting khodng 33“:1: sau khi dimg nhitmg lidu 5 mg & trang thii
on d]ﬂh so vai lieu diu tién. HE so bicn thién trong moi bénh nhin va gifta cic bénh nhin d6i vin
AUC cia linagliptin ki nhé (hong mg la 12.6% va 28.5%).

AUC trong huyét tuomg cia linagliptin ting duwdi mirc ty 1§ vai liéu. Durore dong hoe cua linagliptin
nhin chung l4 tuomg duong & doi tugmg khde manh va & bénh nhin déi thao dudmg tvp 2.

Hep thu

Sinh kha dyng tuyét dédi cia linagliptin khoang 30%. Udng linagliptin cling vdi bira dn gidu chit béo
khong gy anh hudmg c6 ¥ nghia ldm sang vé duge dong hoe, linagliptin ¢b thé duge ding cung
hode khing cing véi thie an. Cée nghién ciru in vitre chi ra linagliptin 12 mdt cor chit cia P-
gl coprotein vi CYP3A4. Rintonavir, mgt chilt trc chié manh P-glycoprotein vi CYP3A4 lim ting
nong df thude (AUC) gip 2 ldn v ding nhiéu lin déng thixi linagliptin véi rifampicin, mit chit cim
img manh ddi vii P-gp va CYP3A din 16i giam khunng 40% nong dj AUC cia linagliptin & trang
thai 6m dinh, c& |& do ting/giam sinh kha dyng cia linagliptin bai vige te ché/cam img P-
glycoprotein.
Phdn bo

Do lién két mé, thé tich phén bd biéu kién trung binh & trang thai én dinh sau khi ding don lidu 5

mg dwimg tinh mach cia linagliptin & ngwini khde manh vio khodang 1110 li, cho thiy linagliptin
durgre phin bd rdng rili téi cde mé. Lign két protein huyét twomg cda linagliptin phy thudc vao ndng
dd, gidm tir khodng 99% & né-n,g dd 1 nmol/L dén 75-89% & mfng do = 30 nmol/, phan dnh sy bdo
hoa lién két vai DPP-4 khi tiing nong dé linagliptin. O nong 4§ cao, khi DPP-4 dugc hoén toén bio
hia, T0-80% linagliptin duge lién két véi cde protein huyét twong khic ngodi DPP-4, do viy 30-20%
& dang khéng lién két trong huvét tuemg.

Chuyén hia

Sau khi ding mit | lidu [*C] linagliptin dang uing 10 mg, khodng 5% chit co hoat tinh phing xg
durgre bai tiét vao nude tiéu. Chuy&n héa ddng vai trd thir yéu trong qud trinh thai trir ciia linagliptin.
Mt chét chuyén héa chinh véi ndng 89 tuomg di 1d 13.3% liéu linagliptin & trang thai on dinh duge

phﬁl hién 1a chit khong cd hoat tinh dirge 1y va do vy khong dong gop vao hogt tinh e ché DPP-4
hu;.u:l tuomg ciia linagliptin.

Theri trer

Sau khi cho ngudri khoe manh dimg dwimg ubng [*C) linagliptin, khoang 85% lidu sir dung ¢ hoat
tinh phong xg duge thi trir theo phin (80%) hofic nude tidu (5%) trong vong 4 ngay uong thude.
Thanh thai qua thin & trang théi &n dinh vao khodng 70 mL/pht,

Nhém bénh nhin dic bi¢t
Suy thin
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Mt nghién ciu nhin md, da liéu durge tién hanh dé danh gid duge dong hoe cua linagliptin (lidu 5
mg) & nhimg bl;nh nhin suy thiin man & cdc mire dj khdc nhau so véi nhimg dbi twgng chimg khae
manh. Nghién ¢iru bao gom nhimg bénh nhin suy chire ning thin dwee phin logi dira trén & thanh
thai creatinine tr nhe (50 Wi < 80 mL/phit), trung binh (30 51 < 50 mL/phdt), va ning (< 30
ml/phit), cling nhir nhimg bénh nhin mac bénh thin giai doan cudi (ESRI) dang loc mau. Ngoai
ra, nhimg bénh nhin bj dii thio dudmg typ 2 va suy thin niing (< 30 mL/phdt) ciling duge so sdnh
viri bénh nhin ddi thao dudmg typ 2 ¢b chire nding thin binh thudmg.

B9 thanh thai creatinine duge tinh nhé do luémg A thanh thai creatinine trong nuroe tidu 24 gidr hodic
udie tinh tir creatinine huyét thanh dya vio edng thire Cockeroft-Gault:

CrCl = [140 — 4% wdi (ndm)] x cin ning (kg) {x 0.85 cho bénh nhén nix}/[72 x creatinine huyét
thanh (mg/dL.)].

O trang théi dn dinh, ndng 45 linagliptin ¢ nhimg bénh nhin suy thin nhe twong duong vl ngudi
khée manh, Trong trrimg hop suy thin trung binh, ¢d sir gia ting vira phai nong &6 én khodng 1,7
liin so véi nhém dbi chimg.

N-E-ng di & b¢nh nhan dai thao duimg typ 2 bj suy thin nfing ting khnﬁng 1.4 ldn so véi bénh nh.in
dai thao dutmg typ 2 ¢o chirc ning thin binh ll'|'|.r-3mg dodn AUC -:,ua linagliptin & trang thai on
dinh ciia nhimg bénh nhin méc bénh thin giai dogn cudi ESRD cho thiy ndng d§ thudc wong ur
nhur nhimg bénh nhin suy thin vira hodic niing.

Thém vio dé, linagliptin it c6 khi ning due logi b 161 mire d§ ¢ ¥ nghia trong dicu tri qua dicu irj
lpe mau hofic thim phin phic mac. Do d6, khing cén thidt phii chinh lidu linagliptin & nhitmg bénh
nhin suy thin bdt ki mire d nio.

Ngodi ra, suy thin nhe khing ¢6 anh hwémg dén dwge ding hoc cia linagliptin & bénh nhin ddi thio
duémg tvp 2 theo danh gid phén tich duge ddng hoc trén din 50 nghién ciu.

Suy gan

AUC trung binh va Cppgy cta linaghiptin & nhimg bénh nhin suy gan nhe trung binh va suy gan ning
(theo phin loai Child-Pugh) twong tir nhur & nhém Abi chimg bt ¢fip khoe manh sau khi dong da liéu
5 mg linagliptin. Khéng cln thiél phai chinh lidu linagliptin cho nhimg bénh nhén suy gan nhe, vira
hodc ning.

Chi 56 khii eor thé (BMI)

Khéng cin thiét phai chinh lidu dya vio BMI. Theo mdt phin tich duge ddng hoc trén din 50 nghién
ciru tir dir liéu giai doan | va giai doan II, chi s0 khoi co thé khing dnh hudmg cb ¥ nghia lim sing
tdri dwrge ding hoc cha linagliptin,

i tinh

Khéng cin thiét phai chinh liéu dya vio gidi tinh. Theo mdt phin tich duge ddng hoc trén din sd
nghién ciru tlr dir lid¢u giai dogn [ v giai doan [1, gitn tinh khdng dnh hidmg ¢ v nghia ldm sing th
durge dong hoc cla hinagliptin,

Newni cao tudi

Khéng céin thiét phai chinh liéu dya vio wéi, do theo mit phin tich duge ding hoc trén din sb
nghién ciru tir dir lidu giai doan I v giai doan 11, tubi khﬂng tic ddng c:ﬁ ¥ nghfa lim sing dén dirge

déng hoe cia lmagdglm Cie déi romg cao tudi (65 dén 80 tudi) cd nong do linagliptin huyét wong
khing khic so vai doi tugmg tré tudi hon,

Tré em

Chura thyre higén duge cae nghién el xéc dinh duge ding hoe coa linagliptin trén bénh nhin L tré
em.
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Chiing 1ic

Khéng cin thiét phii chinh liéu dym vio yéu 18 ching tbe. Ching 1dc khing c6 inh hudmg rd rét dén
ndng d§ cia linagliptin trong huyét tweng dira vio mdt phin tich tdng hop tir nhimg dir ligu dugc
ding hoc sin cd, bao gdm bénh nhiin goc da tring, gbc Ty Ban nha, M¥ goc Phi. Chiu A. Thém
vao d6, cie dic diém duge ding hoc cia linagliptin duge ghl nhiin la wong ty nher trong céc nghmn
ciru giai dogn | chuyén biét & ngudi tinh rtgu;.rén khée mgnh Nhit Ban, Trung Qubc va Da tring vé
bénh nhin ddi thio dudmg typ 2 ngudi M§ goc Phi.

Metformin

Hep thu

Sau khi ding 1 lidu metformin dudémg udng, Tmax dat duge sau 2,5 gidr. Sinh khi dung tuyét ddi cia
vién nén metformin hydrochloride 500 mg hojic 850 mg & ngudi tinh nguyén khoe manh vio
khodng 50 — 60%. Sau mét liéu dutmg ubng, phin thude khang hip thu duge tim thiy & phin 14 20 -
30%.

Sau khi ding duimg udng, metformin hydrochloride duroe hap thu khéng hodn todn vi cd thé bio
hiva. Duge ddng hoe pha hidp thu cia metformin hydrochloride duge cho 1a khéng myén tinh.

O mare lilu vi ché d§ lidu cia metformin hydrochloride, nong 49 thude trong huyét twong & trang
thai én dinh dat duge trong ving 14 dén 43 gidr v thurimg thip hom | microgram/ml.. Trong clc thir
nghiém lim sang cd doi chimg, ndng dé 0 da cia metformin hydrochloride trong huyét twomg
(Cnge) khéing vurot qud 5 microgram/mL ngay e & mire licu 10 da.

Thire in lam gidgm mire dd va lam chdm khing ding ké qud trinh hép thu cia metformin

hydrochloride, Sau khi diing liéu 850 mg, 43 ghi nhin duge ndng 48 dinh ciia thuoc trong huyet
tromg giam 40%, AUC (dign tich dudn dwimg cong) giam 25% va thi gian dén khi dat nong di
dinh trong huyét twoeng kéo dii thém 35 phit. Chua rd ¥ nghia 1dm sing cOa tinh trang gidm nay.

Phiin bo:

Thudc gﬂn khing dﬂ.ng ké vai pmtem huyét tweng. Metformin h}rdruchlnnde phéin b vio hong cau.
Nong 46 dinh trong miu thap |'I{:I'l1 nang d¢ dinh trong huyét nmng 'l.fa xudit hi¢n vio cling khodng
thin gian, Réit nhiéu kha nding hung ciiu 14 mdt khoang phin b thir I:Ep Thé tich phén bo trung binh
(Vd) ndim trong khodng 63 - 276 L.,

Chuyén hoa.
Metformin hydrochloride thi trir qua nirde tiéu dudi dang khéng ddi. Khing phat hién chit chuyén
hoa ndo & nguii.

Fhai trie:

B thai tar thign cua metformin hydrochloride = 400 mL/phut cho th-i‘l}; metformin hydrochloride tha
trir do lpe ciu thin va bai 1ié qua dng thin. Sau khi mét liéu duimg uéng, thir gian bin thi bidu
ki¢n khodng 6,5 gidr.

Khi chirc niing thin suy giam, thanh thai thubc qua, thin gidm ty 1§ v&i thanh thai creatinine vi vay
thii gian bén thai ciing kéo dai din dén lam ting nong dd metformin hydrochloride trong hu}'El
tromg.

Nhim bénh nhin dic biéi
Tre em

Nghién clru st dung liéu dom: Sau khi ding lidu dom metformin 500 mgg, duge ddng hoe & bénh nhin
nhi tuwong tyr nhu & ngwin [ém khoe manh.,
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MNghidn ciru sir dung da lidu: 1ir lidu con han ché vai mit nghién eiru. Sau khi ding Lﬁp lai lidu 500
mg, ..'! lin mdi ngu:.f trong 7 ngdy & bénh nhin nhi, ndng 4§ dinh ciia thudc trong huyeét twong (Cpa)
v nung dd thubc toan thin (AUCa,) giam lin Em;ft 33% va 40% so bénh n.han trircmg thinh bj da
thao dudmg sir dung lap lai licu 500 mg, 2 lin mbi ng&}r tmng 14 ngay. Do lidu ciia thude durgre diéu
chinh dya trén mire 43 dudme huyét, phat hién nay it ¢6 ¥ nghia lim sang,

Suy then

Dir lidu trén bénh nhiin suy thin trung binh hidm va khing dii tin cdy d& cd thé ude tinh dwge sy
phoi nhiém hé r.h&ngwﬁ*i metformin & nhdm bénh nhin niy so vdi cic bénh nhin co chirc ning thian
binh thuimg. Do dé, khi hiu chinh li¢u nén xem xét dén hiéu qud 1dm sing/ kha ning dung ngp
thude (xem phin_Liéu lwgmg va cach ding).

Bio quin

Khdng bao quan qud 30°C.

Béo quin nguyén trong bao bi dé tranh dm.
Dang trinh bay

Hp 3 vi x 10 vién nén

Han ding )
24 mﬁng ké tir ngay san xusit

San xwit bii
Boehringer Ingelheim Pharma GmbH & Co.KG.

Binger Sir.173, 55216 Ingelheim am Rhein, Germany.

POC KY HUONG DAN SU DUNG TRUGC KHI DUNG
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