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TRAJENTA* DUO (trilJ'ffiffi'

rHu6c nAN rHno DoN sAc sY

Thirnh phin:

I vi6n bao phim chria:

Linagliptin 2,5 mg

vlr
Metformin 500 mg, 850 mg ho{c 1000 mg

T6 du<vc:

t--e.ginirr., Maize starch, Copovidone, Silica, colloidal anhydrous, Magnesium stearate (E470b),

Hypromellose 2910, Propylene glycol, Titanium dioxide (E171), Talc, Iron oxide red/yellow (8172)

Chi tlinh

TRAJENTA DUO dugc chi dinh di6u trib6 sung cho cn6 AO [n phu hqp vd v4n dQng nhim c6i thiQn

kir5m so6t ducrng huy6t o nhfrng benh nhan truong thdnh tl6i th6o ducrng typ 2 n6n du-o. c di6u tri ddng

thdi vdi linagliptin vd metformin, bQnh nh6n chua-ducv.c kii5m so6t <lyqg huy6t.thich hqp v6i

metformin acrn i.i liQu ho4c bQnh nhdn dang dugc ki6m so6t ducrng huy6t t6t khi <ti6u tri tt6ng thoi

vdi linagliptin vd metformin ri6ng 16.

TRAJENTA DUO dugc chi dinh ph6i hqp vdi m6t sulphonylurea (tric ld ph6c d6 <li6u trl 3 thu6c)

cirng vdi che aq an phi hqp vd ua, aQ"e d bQnh nh6n .irou d,rr.. kitim so6t duong huyiSt tOt vOi tieu

metformin vd mQt sulphonylurea d mfc tOi da c6 th6 dung nap duo. c.

A.,,1 o

\

61,!
,)

.T.#

Li6u luome cfch dtns

Li6u klruy6n c6o ld 2,5l5OO mg,2,51850 mg hoic2,5ll000 mg hai l6n m5i ngdy.

N6n lUa chqn lieu dga tr6n cn5 ag ili6u tri hiQn tai, hiQu qui vn d0 dung n4p cira thu5c trdn timg bQnh

nh6n. Li6u hdng ngdy t6i da dugc khuy6n c6o cira TRAJENTA DUO li 5 mg linagliptin vd 2000 mg

metformin.

NOn sir dpng TRAJENTA DUO ctrng bira 6n, v6i li6u tdng ttr tu <Iil gidm t6c dqng php tr6n duong

ti6u h6a li6n quan d6n metformin.

V6i bqnh nh6n dAy kh6ng duo. c diAu tri bing metformin, li6u khoi dAu dugc khuy6n c6o ld

2,5mg linagliptin/5 00mg metformin hydrochloride 2 lAn m6i ngdy.

B6nh nhAn ducvc ki6m so6t ducvne hu t6t voi 1i6u t6i da in don tri 1i0u

q

OOi vOi nhirng bQnh nh6n chua dugc ki6m sorit duong huytit t6t vOi metformin dcrn^trf liQu, liOu khoi

diu th6ng ttuicrng cira TRAJENTA DUO n6n cung c-6p tinagliptin2,5 mg 2 lAn m5i ngdy (t6ng li6u

5 mg m6i ngdy) vd metformin vdi li6u dang sir dpng.

BCnh nhdn chuy6n tir ph6i hop linaeliptin vd metformin dang ri6ng 16

v
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https://nhathuocngocanh.com/



OOi vOi nhirng bQnh nhdn chuy6n tir ph6i hqp linagliptin vd metformin d4ng ri6ng 16 sang dang ph6i

hqp c6 dinh lieu, n6n bit dAu TRAJENTA DUO d mric lidu linagliptin vh metformin md bQnh nhdn

dang sir dung.

nhAn t6t
muc

N6n str dsng liAu TRAJENTA DUO chira2,5 mg linagliptin 2 lAn m6i ngdy (t6ng li6u hdng ngdy 5

mg) vi mQt li6u metformin o mtc to.ong tU ti6u Uinfr nnan dang sir dUlg. Khi ph6i hqp TRAJENTA

OifO vOi mQt sulphonylurea, c6 th6 .d, d,ing li6u sulphonylurea th6p hon do nguy co ha dudng

huytit (Xem phAn Canh b6o dflc biQt vd th4n trqng).

Tucrng img v6i c6c mric liAu metformin khric nhau, TRAJENTA DUO c6 c6c hdm luqng bao g6m

2,5 ig linagliptin cQng vdi 500 mg metformin hydrochloride, 850 mg metformin hydrochloride

ho4c 1000 mg metformin hydrochloride.

Suy th$n.
Chi c6 thri str dung TRAJENTA DUO cho bQnh nhdn suy th4n trung binh, giai doan 3-a (d9ll"+
thii creatinin [CrC1] 45-59 ml./phrir hoac ito i9..Au th4nu6ctinh [;GFR1+S-SS mllphrit/l,Tt*)
;a;;;khO"g.J"a" y6u t6 c6th6 ldm tlng nguy co tdng nhi6m toan acid lactic vd dung theo li6u

hiqu chinh nhu sau: Li6u t6i da dugc khuy6n ciio cira metformin o nhirng bqnh nhin ndy ld 500 mg 2

lin m6i ngey.
Ph6i theo d6i ch{t chO chtc ndng th4n (xem phdn Th4n trgng tlac biQt vd Canh b6o)

Ni5u CrCl ho{c eGFR lAn luqt du6i mftc 45-59 ml/phrit vd 45-59 ml-/phrit/l,73m', phii dtmg dung

TRAJENTA DUO ngay l4p ttic).

Suy gan
TRAJENTA DUO ch6ng chi dinh tr6n bQnh nh6n suy gan do thu6c c6 chrla thanh phAn metformin.

(xem phAn Chdng chi d!nh)

Nguli cao tu6i
Do metformin thii tru qua th4n vd bQnh nh6n cao tu6i c6 xu hu6ng suy gj6m chric ndng th{n vi vay,

n6n theo d6i chric ndng thpn thuong xuy6n o nhirng bQnh nhdn cao tu6i di6u tri v6i TRAJENTA

DUO (xem phAn C6nh b6o d4c biet vi th4n trgng).

T16 em vi thanh thi6u niOn
ft Ong khuyiSn c6o sir dpng TRAJENTA DUO cho tr6 du6i 18 tu6i do thi6u dir lieu ue nieu qui vi
tinh an todm cira thu6c.

QuGn fidu
Ntiu qu6n mQt liAu thudc, cin u6ng ngay khi benh nhan nhg ra.

Tuy nhi6n, kh6ng n6n dtng fieu #p A5i ctng mQt thdi di6m. Trong truong hgrp d6, n€n b6 qua li6u

d6 qu6n.

ChSne chi dinh

o Qu6 mfln vdi ho4t ch6t linagliptin valho{c metformin hay v6i b6t k} t6 dugc niro cita thu6c

o Ddi th6o ducrng nhi6m toan xO t6n
. Tidin h6n m€ d6i th6o duong

4,

)

(
\

T
T
;jl,1

il,.J

a
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. suy th6n trung binh (giai do4n 3b) vir nflng ho4c r6i lo?n chric n6ng thQn (crcl < 45 ml/phrit

hoflc eGFR < 45 mLlphttl7,73m") 
\tnu6c, nhi6m khuAno Circtinh tr4ng c6p tinh c6 nguy co 6nh hucrng d6n chtic ning thfn nhu:.m6

,*g, .6., rtlu"g c6c thu6-c .e, quung iod duong tinh m4ch (xem phAn Cinh b6o d4c biQt vd

th4n trqng)
. il"h; ti6 gay thi6u oxy o m6 (d[c biQt c6c bQnh c6p tinh ho{c tinh tr4ng xAu di ctra bQnh m4n

tinh) nhu: ru, ti." -6t bt, suy frO nAp, nh6i m6u co tim gAn ddy, s6c

o Suy gan
. NgQ dQc rugu cAp tinh
. Nghiqn rugu

Thfln trone dlc bi6t vir Cinh b6o

Cinh b6o chung
Kh6rg,16. r,i du"g TRAJENTA DUO cho bQnh nhdn d6i th6o ducrng typ t hopc bQnh nhdn <trli thrlo

ducrng nhi6m toan x6 t6n.

Sir dung v6i c6c thu6c <16 bitit g6y ha ducrng huyi5t

Linagliptin
cac itruoc kich thich ti6t insulin vd insulin duo. c bii5t gdy ha dulng huyOt. Trong mQt nghiEn cr?u l6m

sing, vi6c sir dung linagliptin ket hqp v6i mQt thu6c kich thich ti6t insulin (vi du sulfonylurea) di

crinl vOi tV 
1Q 

ha Aucr"g frry6t cao hcrn nh6m gi6 du-o. c. Ti l9 hardu{e frlye! cao hon khi su dsng

linagliptin k6t frqp v6i insul-in o nhirng bQnh nhdn suy thpn nin$. Do vfly, $C-g;am 
nguy co h4.ducrng

ir;;ii ilil0".e r6irrqp roi rnadNia ouo, .o tt c ycu cIu dung mQt licu th6p hon thu6c kich

thich ti6t insulin ho6c insulin.

fu[etformin
Ha duong huytit kh6ng xu6t hiQn d nhirng bQnh nhAn dirng metformin dcrn tri khi _.fr.9i"9 

onhirng

truong nlp ttOng thudng, nhrmg c6 th6 xu6t hiQn khi lugng calo dua vag chu_a {t, Si t4p.th6 dpc

qud sic *a n O"g Auqc Ui aap AAV dir lugng calo, ho{c khi^sir dpngd6ng thdi v6i c6c thu6c h4

doong huytit khac 1vi dU SU vd insulin) ho{c ethanol. BQnh nhdn cao tu6i, suy nhugc, ho{c suy dinh

duOn!, ,a rnmg bQnh nhdn suy tuy6n ydn ho4c thugng thfn ho4c ng6 d6c rugu dflc biQt nh4y cdm

v6i anh huong fra a"t g h;ya; ffa aucr"g huy6t .O inE kh6 nh0n bi-6t duqc o ngudi cao tudi, vd d

benh nhdn dang dirng c6c thu6c ric ch6 B-adreneric.

,
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lactic tdng l6n cung vdi mric dQ suy th4n vd tu6i bQnh nhan. Do v6y, nguy co nhiSm toan acid lactic

il;6';ilaa.e ?6 th6ng q.* ,i9" tiruong xuy6n ki6m soit chirc ndng th0n d nhirng bQnh nhan

dirng metformin. Di-c 
"bi};:di6, 

,.ib ,lr*g'uenr, nrra" cao tu6i ncn di ctng v6i viQc kiiSm so61 ch[t

ch6 chric n[ng th4n. Kh6ng n6n_khoi aa, aja" t.i metformin o u6t ty uenrr nnan ndo tr] khi ki6m tra

A5. tnunn thiicreatinine cto th6ry kh6ng suy gi6m chric ndng thfn. ThCm 
1do 

d6, n6n ngtmg dung

metformin khi xuat hia;;t kt d6rr hie"u ctra 
"gia- 

o*y mau, m6t nu6c, ho4c nhi6m trung . Do suy

gi6m chric n6ng gan c6 th6 anh huong nghidmlrgng d6n kh6 ndng thii trir lactate, n6n triinh su dgng

metformin o nhirng bQnh nh6n c6 bang"chimg r'a* sdng ho{c xEt nghiQm cho thAy suy gan. BQnh

nh6n n6n thfln trsng [i;;6;;.hil;q, tron! hic dung .,reirormin, do rusu c6 th6 g6v 6nh hucrng

a?" .frrya. froa L.iut. cua metformin. Th6m ,eo d6, n6n ngtmg 
^tt 

gU"g* t4m. thoi metformin tru6c

khi tham gia thu rgt lp.n .a, q,rurg nQi mfch vi b6t ly prrSu thuat nao cln thi6t h4n ch6 thfc 6n vd

dich. Sir iung topi-rurnut, m6f ch6t ric ch6 carbonic anhydrase llgng di6u tri chimg.dQng kinh vd

phong ngria dau "ri;;4"';ifr?gav 
ioan ch.ryen ho6 phlr thuQc fieu va c6 th,3 ldm trAm trong them

t guy co cia metformin gdy nhii5m toan acid lactic' ,
Khoi ph6t nhi6m toan acid lactic thudng.kh6 th6y, vd di kdm v6i c6c triQu chimg kh6ng dic hiqu )
nhu kh6 chiu, dau co, suy h6 h6p, tang bi6n ngir, vA d,au bgng kh6ng dic hiQu. Nhi6m toan n{ng hon !

Ai f.O* rOi'"ic dduhiQu'nhu giam than nhiQt, ha huy6t 6p, nhip tim chQm khSng tri. BQnh nhdn n6n

dugc hucrng dfln do ntr6n bitit vd b.ao crig ngay .a. tiig,, .n".re. N6u c6, ier'ngirg sir dgng i
TRAJENTA DUO cho d6n khi h6t hin nhi6m ioan acid lactic. R6i lo4n $ day ruQt ld mot b6o c6o (

;# ffi il] ;t ;il^ira"^i.irii .*,r".-in vir ducr. c quan s6t v6i tAn *rAt tnlp hcrn 6 nhung blnh i
nh6n d6 dirng metformin ldu ddi v6i li6u 6n dinh. n6i toan da ddy ruQt xu6t hi6n tr6n c6c bQnh nhAn

dtrng metforiri, lau ddi v6i li6u 6n dinh c6 thc do nhi6m toan acid lactic ho{c do bQnh lf nghiem

trgng kh6c.

D6 loai trir nhi6m toan acid lactic, n6ng d6 diQn gidi huy6t thanh, ketone, dudng m6u, pH m6u, lactat n
,Jra;g jO metformin trong m6u co ttrc c6 ich. N6ng do lactat huyOt tucrng tinh m4ch hic d6i cao r'
hcrn gi6i h4n tr6n cira mirc binh thudng nhtmg th6p hon 5 mmol/L- I fr*g bQnh.nhan dung

metformin kh6ng 
"friiitnict "rri 

ra sap bf 
"nhi6m ioat acid lactic vd c6 th6 do c6c co ch6 kh6c, nhu , 

l

ki6msoritk6md6idudngho{cb6ophi,ho4tdQngth6lpcqu6sric,ho[cnhirngv6ndAvct.ytt'u6t

ift;;;h] "96rhiil toan acid lactic o bAt ty bQnh nhan drii thrto ducrngb!-toan chuy6n ho6 thi6u c6c t
Uang Jhui 

"ru 
nhiSm acid keton (keton niQu vd keton trong m6u). Nhi6m toan acid lactic ld mOt

tinh"tr4ng |tnou k11An c6p do vpy phAi dugc diAu tritrong bQnh viQn. NOn ngimg su dpng ngay l4p

tric vd chuy6n ngay ,ung 
"6. lien pfrap h5 trg thay thii 0 benh nh6n nhi6m toan acid lactic md dang

sir duns metformin. CJ?rra,rra* ia.r, -.trormin lttranrr thai len d6n 170 mllphrit 0 tinh trpng huytit
'v

dQng t6t) vir khuy6n c6o lgc m6u d0 lo4i bo metformin tich trir vd hiQu chinh nhi6m toan chuy6n ho6'

aiffi ,out nhu viy thucrng dfln dtin gitm triQu chimg nhanh ch6ng vd h6i phuc'

Vi6m tuy
D6 c6 c6c b6o c6o h4u mdi vC vi6m tuy c6p, k6 cd vi6m tuy g6y ttr vong o nhirng. bQnh nhin dung

linagliptin. Dqc k! i"* lr "e 
c6c d6u rridu ua triQu chimg co itrd c6 cria viOm tuy. Ij, ,gi 

i.g^d yic-
tuy, nsay l4p tric ngung dtng TRAJENTA DUO vd khdi dAu di6u tri thich hqp. Chua bi6t lieu bqnh

nh6n dd c6 ti6n str viem tuy thi c6 tdng hay kh6ng nguy co bi vi6m tuy trong khi dtrng TRAJENTA

DUO.

ffih{um5iv6ph6nimgqu6m5nnghi6mtrgngdbQnhnhdndirnglinagliptin(mQt
tfrann phAn ctra TRAJENTA DUO). C6c phnn img bao g6m sdc qu6 mdn, pht m4ch, vd tinh trpng

;;;il.;a, rrie11 khcri ph6t cac pianuni xuat hi-Qn trong.3 th6ng dAu-.-? khi khdi ddu di6u tri v6i

Hnaltptin, v6i mQt vai b5o c6o xu6t hiQn sau khi dtrng li6u dAu ti6n. NCu nghi ngo mQt phin fng
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qu6 mfln nghi6m trgng, ngtng sir dung TRAJENTA DUO, d6nh gi6 c6c khd ndng kh6c c6 thd glty ra

bi6n cO, ,a dtng mQt biQn ph6p kh6c di6u tri d6i.th6o ducrng'

Phu m4ch da duqc b6o c6o voi c6c thu6c ric chti dipeptidyl peptidase-4 (PPP9 khic ltt d*g llirt
trgng d bQnh nh6n c6 tiAn ^su 

phir m4ch do tru6c d6 dung thu6c ric ch6 DPP-4 do chua bict liQu

nhirng bQnh nhAn ndy c6 th6 biphu m4ch khi diAu triv6i TRAJENTA DUO hay kh6ng.

Ndng d6 Vitamin B12 . \
rro,rg -a.t "gt 

r6n criu l6m sing c6 ki6m so6t k6o ddi29 tuAn vdi metformin, dd quan s5t thdy xap xi

khoaig irl"aA*rrra" aid" tri"v6i metformin c6 gi6m du6i mric binh thudng n6ng d-6.vitamin B12

;; k#"g .6 bi6u hiQn l6m shng. Gi6m ndng dQ Vitamin B12 ndy c6 th6 do sq can thiQp trong hdp

thu Vitamin B12 ti16 hgp .a."yct, t6 n6i lqi Btz, tuy nhi6n, ,at nic* di kdm v6i thi6u m6u ho{c

bi6u hiQn thAn kinh do thSi gian dung ngSn (< ! n6m) trong c6c thu nghiQm l6m sdng. Nguy co c6

thC lien quan nhidu hon d ,hn,g bQnh nhAn diAu. tri ddi h4n v6i metformin, vd dd c6 ciic b6o c6o

ngoai y hau mdi vC c6c phdn un[ truy6t hoc vd thAn kinh. GiAm n6ng dQ_Vitamin !t] $ann :h6T
aIo'rguqc lJri ngtmg su dgng metformin ho4c b6 sung vitamin B12. Khuy6n c6o ki6m so6t c6c

ffi;15 ;qd,;;; dinh ky hdng n6m o nhirng benh nhan dung TRAJENTA Pyq ya qi[q u3t

thu&g nao cfing nen dugc x.- *6t vir xri l)i. MQt vdi trucrng. hqp (v6i nhimg bQnh nhAn thi6u ho4c

frap *r"., kh6ng i'Ay At viiamin B12 ho4c .ut"i1 ducrng nhu n6ng dQ vitamin B12 dE du6i mric binh

;ilil; 6 ;ifitQnh nhdn ndy, ki6m sodt thulng xuy6n nong a6 vitamin B12 huytit thanh trong

khoAng thoi gian 2-3 ndm ld c6 lqi.

Dtng ruou
nrqo doo. Ui6t atin ldm tdng t6c dgng cta metformin tr6n chuy,5n h6a lactate. Do d6, bQnh nhan n6n

dugc canh b6o kh6ng u6ng.ugu qu6 mric trong khi dtng TRAJENTA DUO.

Thitfuoxy . a. ( rX
T4D, tirrhach (s6c) do nguy6n nh6n b6t k! (vi dg, suy tim sung huydt cdp,_nh6i m6u co tim cdp, vh

caciinS tr4ng kh6c A"q" dA" try,rg boi gi6m oxy m6u) c6 li6n quan v6i nhiSm toan acid lactic vd

"trg 
.O tfr'C EaV ra tdng ure huy6tiru6.1na". N6n ngtmg thu6c ngay khi xdy ra cfrc bii5n c6 ndy cr

nhimg bQnh nhdn dang di6u tri TRAJENTA DUO.

Chric n[ng th6n:
D" *.tf"r*i, t ydrochloride dugc thAi trir qua th6n, n6n x6c dlnh n6ng dQ creatinin huy6t thanh

tru6c khi Uit a6u diAu trf vd dfnh ky sau d6:
. it nh6t hang ndm 6 benh nhdn c6 chfc ndng th4n binh thucrng

. ft nh6t 2 d€n4 lAn m5i ndm 0 bQnh nhdn c6 nilng dQ creatinine d gi6i hpn tr6n ctra mric binh

thucrng vd bQnh nhdn cao tu6i.
Ch6ng chi dinh TRAJENTA DUO cho nhirng bQnh nhdn c6 CrCl <45 ml/phft (eGFR < 45

mllphttll,T3m2).

Suy gi6m chric ndng th4n 6 nguoi cao tu6i tl^rucrng gfp vi khdng c6 triQu chimg- Can tnAn trA_lg.94:

bigt t-rong truong hqp chfc nang thfn c6 th6 bi guy giaT, ch6ng nal 4i bi pAt nu6c hodc khi bat

;il;t$-,rt ,Jiirrr6" ch6ng taig huyr5t 6p, thu6c-lq1 tic,., va k}ri bat dAu diOu tri vdi thui5c khring

vi6m kh6ng steroid.

Trong crlc trucrng hqp tr6n, nOn ki6m tra chric ndng th{n tru6c khi tat AAu di0u trf v6i metformin.

Chricndngtim: L_.. . L

B€nh nhin suy tim c6 nguy co thi6u oxy vd suy th4n cao hon. O bQnh nhdn suy tim m4n 6n dinh, c6

th6 str dgng TRAJENTA DUO v6i di6u kien theo d6i thudng xuy6n chric ndng tim vd thOn.
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Ch6ng chi dinh TRAJENTA DUO cho nhirng benh nhan suy tim c6p vd suy tim kh6ng 6n dinh do

ttruOc-cO chria metformin (xem phAn Ch6ng chi dinh).

Str dune c6c thu6c ciq quang iod

@quangioddudngtinhm4chtrongciickh6osrltX-q9angc6th6d6ntoi
suy th{n, ao aO n6 c6 th6 d5nt6i iu tfch lu} metformin vi gAy tdng nguy co nhi6m toan acid lactic.

O nhrrng benh nh6n eGFR > 60 m1/ph0t/1,73 m2 phii nglmg metformin tru6c ho[c trong thoi gian

khno s6t"vd hgng sir dung lai it nh6ttrong vong 48 gio sau d6, chi sir dgng sau khi danh gi6l4i chric

ning th{n vd ktit qua kh6ng bixdLu di (xem phAn Tucrng trlc).

d |}rtu; UCrf, nhan .uy th{n trung Uinir leCfR gfta 45 vi 60 ml/phirtll,73 m2), phii ngtmg

metform-in 4g gio tru6c khi su dgng t[u6c c6nquang iod vd kh6ng dirng lpi it nhat 48 gio sau d6, chi

su dgng sau khi d6nh gi6lpi chric ndng th4n va i<et qra n Org bi #" di (xem phAn Tucrng t6c).

PhAu thudt
phat ,rglnrg str dgng metformin hydrochloride 48 gid tru6c khi ph6u thu4t theo chucrng trinh c6 gdy

m6 toiur thdn, g6y m0 tuy sdng hofc ngodi mang ctmg. CO ttrdlai su dgng thu6c sau 48 gio ttr khi

phfiu thuft ho4c sau khi benh nhdn dugc nu6i dn tro l4i blng ducrng miQng vd chi khi chric ndng th4n

dugc x6c dinh ld binh thucrng.

Tucrng tic
Khii quft
pfr6ifrqp Aa li6u linagliptin (10 mg 01 lAn m6i ngdy) vd metformin (850 mg 2 lAn m5i ngiy) tr6n

ngudi tinh nguyQn kh6e mpnh kh6ng anh hucrng drlng kC dtin dugc dQng hqc ctra linagliptin 16n

ugc dQng hgc cria TRAJENTA DUO chua dugc ti6n hdnh; tuy nhi6n,

dugc ti6n hdnh v6i c6c hoat ch6t riCng 16 cira TRAJENTA DUO lA

metformin.
C6c nghiCn criu vA tucrng t6c d
nhirng nghiOn cuu 1o4i niy d6

linagliptin vd metformin.

Linagliptin

Ddnh gid tuong tdc thudc in vitro:
Linagliptin ld mQt chAt ric chti dga tr6n ccy chi5 ttr y6u diln trung binh ,e ry chi5 c4nh tranh y6u d6i

vOi Cyp isoenzym CYP3A4,nhrmg kh6ng ric chti t6. iroryrn Cyp tAra". Thu6c kh6ng phdi ld chAt

gdy cim img v6i c6c CYP.isolzY|. . 
^Linagliptin ld mQt co ch6t !-glycoprotein vd uc ch6 sp v4n chuydn digoxin qua trung gial P-

glycoprotein v6i hoat lgc th6p. Dua tr6n c6c ktit qui ndy vd ciic nghiOn criu vO tucrng tirc thu6c in

vivo,linagliptin dugc xem ld it c6 khi ndng g6y ra tucrng t6c v6i ciic co chAt P-gp kh6c.

d

J
I
:.

1:

al

Ddnh gid tuong tdc thu6c in vivo:
Dfi h6l6m sang trinh biy du6i ddy cho th6y nguy co tuong tdc c6 y nghia ldm sdng do sri dung c6c

thu6c d6ng thoild thAp. i<t Orrg ghi nhan dugc tucrng thc ddng ke tr6n ldm sdng ddi h6i phni hiQu

chinh li6u.
Linagliptin kh6ng c6 6nh hucrng 16m sdng li6n quan d6n dugc dQng hgc ctra metformin,

glibenclamide, simvastatin, pioglitazone, warfarin, digoxin hay cdc thu6c tr6nh thai duong P6rg,
diAu nay cung c6p bing chim g in vivo cho th6y xu hucrng it gdy tlr*g t6c thu6c vdi cric co chdt cira

Cyp3A4, C*pZCg, CVpZCS, P-glycoprotein vd ch6t vfln chuyi5n cation hiru ccv (organic cationic

transporter - OCT).

ngudi tinh nguyQn.kh6e manh, sir dung d6ng thoi liAu metformin 850mg ba lAn.mQt

ti6"u tren 
"g"drg 

diAu tri ld i0 mg linagliptin *9t tAn hing ngdy kh6ng lim thay d6i c6
Metformin: A
ngdy v6i mQt

v
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1f nghia l6m sing dugc dQng hgc ctra linagliptin ho[c metformin. Do d6, linagliptin kh6ng phdi ld

m0ich6t uc ch6 v4n chuyl5n qua trung gian OCT.

Sulphonylureas: DuocdQng hqc o trang th5i 6n dinh khi dung liOu 5mg lina.gliptin kh6ng bf thay d6i

khi dir{ ctng v6i mOt iie"u dcrn 1,75irg glibenclamide (glyburide) vd nhiAu HAu linagliptin 5 mg

dudng u[ng. iuy nhi6n, c6 gi6m l4o/o b ctthai giit.tri AUC vd C** ctra glibenclamide kh6ng d6ng

tC uC*at ia- r*g Do glifenclamide dugc chuydn h6a chu y6u bdi CYP2C9, nhirng dt liQu niy

"trg 
fra l.q .ho thly [nagliptin kh6ng phni ld mQt ch6t fc chti CYP2C9. C6c tuong tirc co;f nghia

ldm"sang t t O .o thixay * 
"Oi 

c6c sulphonylurea kh6c (vi du glipizide, tolbutamide vi glimepiride)

dugc thii trtr chri y6u bcri CYP2C9 tuong tg nhu glibenclamide.

Cdc thiazolidinedione: Str dung d6ng thoi nhiAu liAu hdng ngdy 10 mg linagliptin (tr6n ngudng di6u

tri) vOi nhi6u 1i6u hdng ngdy a3 mg pioglitazone - mQt co ch6t cira CYP2C8 vd CYP3A4 kh6ng c6

6nh huong l6m sdng rln i"b. d6nE irqc-cua ci.linagliptin vd pioglitazone hay. cdc chdt chuy6n h6a

c6 ho4t tinh ctra pioglitazone, dieu niry cho thdy liriagliptin khdng phni ln ch6t ric ch6 chuy6n hoa

qua trung gian qua 6ypZCS in vivo vd trng hq cho fef t"a" ring sg ric ch6 CYP3A4 in vivo cia
linagliptin ld kh6ng d6ng k6.

Ritonavir:MQt nghi6n criu d6 duqc ti6n hanh dC d6nh gi6 6nh hu&ng cta ritonavir, m6t ch6t ric chtl

m4nh p-glycoprotein vd CYP3A4, l6n ducyc <IQng hqc cria linagliptin. ViQc str dpng d6ng thcri mQt

li6u dcrn-du*g uOrg 5 mg linagliptin vd da li6u dudng u6ng 200 r18 ritonavir ldm t[ng AUC vd

C,n* cta linagliptini}" f*? f.frlang 2 vd 3lAn. SU -d pnong vC n6ng dQ linagliptin trong-huy6t

t"*g o trang ttrai 6n dinh khi c6 vd kh6ng c6 ritonavir cho thAy sg tdng n6ng dQ thu6c kh6ng di

tem-vOi tang tich lty. Nhirng thay d6i dugc dQng hoc cria linagliptin 46rg dugc cho ld c6 ;f nghig

l6m sdng. Viv4y, tucrng tdc c6;i ngfria l6m sdng duOc gfro le kh6 c6 th6 xity ra v6i c6c chdt ric ch6

P-glycoprotein/CYP3A4 vd kh6ng cdn phdi hiQu chinh li6u.

Rifampicin MQt nghi6n criu dd duqc ti6n hdnh dd d6nh gi6 6nh hucrng cira rifampicin, mQt c$|gam
ung manh P-glycoprotein and CYP3A4 m?fr, l6n dugc_dQng hgc cira linagliptin khi dung o li6u 5

*gl Oirng AOig tfrOi da liAu [nagliptin vdi rifampicin ddn d6n ginm lAn luqt 39,6yo vd 43,8% AUC

,a-C,* O trang thai 6n dinh cta iinagtiptin vd giim khoing30% sg ric ctrtl Opp-+ o niing dQ d6y. Vi
,ay, pt Oi hqplinagliptin vd cdc chdt cim img P-gp m4nh dugc cho ld c6 hiQu quA ldm sirng mdc dir

hiQu qu6 ddy dir c6 th6 kh6ng d4t dugc.

Digoxin; Sir dpng d6ng thoi da 1i6u hdng ngdy 5. mg linagliptin v6i da li6u 0,25 mg digoxin o nguoi

tinh nguyQn kh6e *+nh kh6ng c6 dnh hucrng d6n dugc dQng hqc ctra digoxin. Vi vpy, trdn in vivo,

linagliptin kh6ng phAi ld ch6t ric ch6 vfn chuy6n qua trung gian P-glycoprotein

Warforin: Dung da li6u hdng ngdy 5 mg.linagliptin hQ"g ldm thayd6i duqc dQng hqc cria d6ng

pfran S(-) ho4c-n1+; warfarin, ..rQi .o 
"nl6t 

CipiCg, di6u ndy cho thAy Hnagliptin kh6ng phdi chAt

ric chd CYP2C9.

Simvastatin: Tr6n ngudi tinh nguyQr. ktq" m4nh, dtng da liAu hdng feAV 10 mg linagliptin (tr6n

ngu6ng di6u trl) c6 Inh hucrng iOiifrie" d6n duqc ttQng hgc d tr4ng th6i 6n dinh cira simvastatin, m6t

"5 
.fraT Cyp3A4 nh4y cim. iau khi dung d6ng thdalO mg linagliptin vdi 40 mg. simvastatin m6i

ngdy trong 6 nghy, AUC huy6t tuong ctra simvastatin tdng 34Yo.vit vir Crn* trong huy6t tucrng tdng

f Ol". Vi v6y, ti"ugtiptin dugc coi li ch6t ric.ch6 y6u sg chuy6n h6a qua trung gian.CYP3A4 vd

kh6ng 
"4, 

ittiet pnai triqu chinh 1i6u cua co ch6t chuy6n h6a boi CYP3A4 khi sri dpng d6ng thoi.

Thu6c trdnh thai dudng uiing; Sir dqng d6ng thoi v6i 5 mg linagliptin kh6ng ldm thay d6i duqc

dQng hqc o trAng th6i 6n dinh cua levonorgestrel ho{c ethinylestradiol.

%
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Sinh kha dpng tuyQt d6i cua linagliptin khoang 30Yo. Do vi6c sir dung d6ng thcri linagliptin trong

bira dn giA" if"jr teo thOt g gey ia inh hucrng c6 ;f nghia 16m sdrng d6i vdi duoc dQng hoc,

linagliptin c6 th6 dugc dung ctrng hodc kh6ng ctng v6i thric 6n'

Metformin

Nguy co nhi6m toan acid lactic gia tdng o bQnh nhdn

hqp nhin 5n, suy dinh du0ng hodc suy gan) do ho4t

phAn Cinh b6o dflc biQt vd th4n trqng). N6n tr6nh u6ng

C6c thu6c g6c cation rlugc thdi trir chir y6u qua 6ng than.(vi dr,r: cimetidine) c6 th6 tucrng ,tic voi
metformin do c4nh tiurf, AC dugc hQ th5ng van chuyEn tai 5ng thOn. M0t.nghi6n cr?u duoc ti6n hdnh

tr€n 7 ngudi tinh nguyQn khoe manh cho th6y cimetidine li6u 400 mg 2 ldn m6i ngdy lirm t[ng ndng

dQ todn th6n cua metformin (AUC) thOm 507o vd C*u* 81%. Vi v{y, n6n cdn nhic theo d6i dudng

huy6t ch+t che, hiQu chinh lii:u trong khoing liAu.khuytin c6o vd thay d6i di6u tri d6i th6o ducrng khi

dung d6ng thoi v6i c6c thu6c cation thii trtr qua 6ng th4n.

Cdc thu6c *c chA Carbonic anhydrase
Topiramate hoflc c6c thu6c ric chri carbonic anhydrase kh6c (vi dq zonisamide, acetazolamide hodc

dichlorphenamide) thuong xuy6n g6y gi6m bicartonate huy6t thanh vd gdy toan chuy6n !o,6 
tdng clo

huy6t, tftOng thay d6i f<froang trOng-anion. Sri dgng d6ng thoi c6c. thu5c ndy c6 th6 c6 th6 gdy toan

chuy6n noa.\Cn ttr6n trong atr.rg nnirng thu6c niy o bQnh nhdn diAu tri vdi TRAJENTA DUO do c6

th6 tang nguy co nhiSm toan acid lactic.

Trong c6c kh6o s6t X-quan g, c(rcthu6c cin quang iod dung ducrng tinh m4ch c6 th6 gdy ra suy thfn,

afin i6n tich lfry -"ifo..,ri., vd nguy co- nhi6m toan acid lactic. O bQnh nhdn eGFR > 60

mllphinll,73m2,plai ngting metformin tru6c khi sri dung thu6c cin quang iod vd kh6ng dtrng l4i it
,frai +S giJ ruu AO, cni st agrg sau khi d6nh gillai chric nang thQn vd ke^t Oua kh6ng bi xAu di. O

nhtng bQnh nhdn suy th4n trung binh (eGFR gita 45 vi 60 ml/phfitll,73 m';, phai ngimg metformin

48 gio tru6c thdi di6m khio siit vd kh6ng sri dpng thu6c trong vdng 48 gio sau d6, chi str dung sau

mri?ann gi6lai chfc n[ng th4n vd ktit qui kh6ng bf xdru di.

Khi nlns sinh sin, ki vir cho con bri

dQc ruqu c6p tinh (d[c biQt trong trucrng

metformin cua TRAJENTA DUO (xem

rugu vd c6c thu6c chria ch6t c6n

ng9
chAt

"l
,,i

,l!

:
t

Thai ki

Chua c6 nghiOn cr?u pht hqp vi AOi ctrung ch{t ch6 duo. c ti6n hdnh tr6n phu nir c6 thai 
..Y 

dyg.,
TRAJENTA DUO hay circ ho4t chAt ri6ng 16 cria n6. C6c nghidn cf" pl1l6m sang v6 sinh s6n ti6n

hdnh trQn chuQt sir dgng thu6c k6t hqp TRAJENTA DUO kh6ng cho thdy t6c dqng gdy qu6i thai

cua vi$c dirng iliing thtri linagtiptin vir metformin.

C6c dt liQu vA sir dung linagliptin tr6n phg nt c6 thai cdn h4n ch6. C6c nghiOn criu phi ldm sdng

kh6ng cho th6y t6c dgng gdy hai t4rc ti6p hay gi6n titip tr6n phuong dign dQc tinh sinh sin.

C6c dt liQu vC str dung metformin tr6n php nir c6 thai cdn h4n ch6. Metformin kh6ng gdy qu6i thai
, '.X tt t . i t rL r:i-- --,-. r----- r--A-- -^^-..r.: 'T':^ -J,.-- ^4., ^,,;: +L^: d-

o chuqt vol muc treu 200 mg/kg/ngdy - gep 4 lAn liAu str dung tr6n ngudi. T6c dgng gdy quSi thai da

dugc ghi nh{n tr6n chuQt rOi metfo.r.,inli6u cao hon (500 vd 1000 mg/kg/ngdy - g6p 11 vd 23 lAn

liAu su dgng tr6n nguoi).

OC ttran trgng, t6t hcrn n6n tr6nh sir dgng TRAJENTA DUO trong thai ki.

v
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Khi benh nhdn c6 kti ho4ch mang thai vd trong thoi gian mang thai, kh6ng n6n <ti6u tr! drii th6o

a""rg b6ng TRAJENTA DUO md n6n sir dpng insulin nhim duytri mric-ducrng huy6t cang gAn

binh iirucrn! cdng t6t aC tam giim nguy co ai aang thai li6n quan d6n b6t thucrng n6ng dQ ducrng

huy6t.

Cho con bri

Chua c6 c6c nghiCn cr?u tr6n dQng vft trong giai do4n ti6t sta sir dpng ph6i hqp metformin vd

linagliptin. C6c nghi6n cuu phi l6m sdng ti5n nann tr6n ttmg ho4t ch6t ri6ng 16 cho th6y cA

metlormin vd linagliptin dCu bdi ti6t vdJ sta chuQt cho con bri. O nguoi, metformin c6 bdi titlt vio
sira mg. HiQn v6n itrua rO linagliptin c6 dugc bdi ti6t vdo sta me hay kh6ng. Kh6ng n6n su dpng

TRAJENTA DUO o phU nfr dang cho con bri.

Kha sinh san

Tdc duns mong muon

I

Chua c6 nghidn cuu v6 inh hu&ng cta TRAJENTA DUOtr6n khi ndng sinh sAn ctra nguoi dugc

ti6n hdnh. fhOng quan s6t th6,,y t6c dgng b6t lgi nio cira linagliptin l6n khi ndng sinh sin trong ciic

nghi$n cr?u phi lAm sdng sri dgng t6i 1i6u cao nhdt 240 mglkg/ngdy(> 900 lAn li6u sir dgng tr6n

ngudi).

Anh hu&ne lOn khi nlne lii xe ver vfln hinh miv m6c

Chua c6 nghi6n cuu vd 6nh hucrng ctra thu5c l6n khi n6ng l6i xe vd v6n hdnh miiy m6c dugc ti6n

hanh.

I

.l

Tinh an tolrn cria linagliptin 2,5 mg02 lAn m6i ngdy (hoic li6u tucrng ducrng sinh hgc v6i 5 mg 01

lAn m6i ngdy) phOi trqp v6i metformin dugc d6nh gi5 tr6n 3500 benh nhan d6i thSo ducrng typ2.

Trong crlc nghiOn cuu co aOi ctrung v6i gi6 dugc, hon 1300 bQnh nhdn duqc dieu [! vdi lidu r,,5 mg

linagliptin O) fan m6i ngdy (hoac t**g Aoorrg sinh hgc 5 mg linagliptin 01 lan m6i ngdy) ptr5i trqp

vdi metformin trong > 12124 tudn.

Trong ph6n tich gQp c6c thir nghiQm cO d6i chimg gi6 dugc, tj'16 todn bQ c6c bitln cd bAt lqi tr6n

bQnh nhdn dirng gii dugc vd metformin tucrng tg nhu tj, le d nh6m linagliptin 2,5 mg vlr metformin
(50,6Yo vd 47 ,8o/o).
T! lQ ngtmg sir.dgng thu6c do bi6n cO U6t lgi cr nh6m dtng ph6i hqp gin dugc v6i metformin tucrng

ty v6i nh6m di6u tri phOi hqp linagliptin vd metformin (2,6%o and2,3o/o).

Do 6nh hu&ng cira <Ii0u tri c6 sin ban dAu tr6n c6c bitin c6 b6t lqi (vi dg h4 ducrng huy6t), cric bitin
cO U6t lqi duqc phan tich vd trinh bdy dga tr6n ch6 dQ di6u trf tucmg img, b6 sung vdo di€u tri
metformin vd b6 sung viro diOu tri metformin ph6i hqp sulphonylurea.

C6c nghiCn criu c6 aOi ctnmg gii dugc bao g6m 4 nghiCn criu trong d6 linagliptin ducv. c th6m vdo

di6u tri metformin vd 1 nghidn cuu trong d6 linagliptin dugc th6m vdo di6u tri metformin *
sulphonylurea.

Bing 1: C6c phin img Uat tqi dugc b6o c6o cy bQnh nh6n dung ph6i hqp linagliptin + metformin
(ph6n tich gQp c6c nghiCn ctru d6i chimg gii duqc)

n
,4

ry
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Phin ftng udt rqi tiQt ke theo ch6 iIQ ili6u tri

linagliptin * metformin

Phin lo4i hQ co quan (SOC) MedDRA PT (phi6n bin 13.1)

Nhi6m trtng vh nhi6m ki sinh tring vi6m mfli - hQng*

R6i to4n hQ mi6n dich
,x*

qua man

Rdi top nBBc, h6 hAp vir trung th6t ho+

R5i toSn rludng ti6u h6a I

siim cim si6c thdm dn
Q **

ti6u chdv
. 

t 
**

bu6n n6n
*

vlem tuy
**

non

n6i toqn da vi m6 durfi da ngria

khi k6t va
hgp v6i insulin, ngoal v ph6 biOn nh5't duoc b6o

' ROi lo4n duong ti6u h6a nhu dau bpng (xem bt,rrig2) vd budn n6n, n6n,.ti6u ch6y."1g.,eT^.aT

girlc them In (xem bing 1) xity rathq*g xuy6n nhdt trong giai dopn ddu ctra qu6.trinh di6u tri

i6i metformin hydrochloride vd tU hOi phuc trong hAu h6t c6c trudng hqp. DC phong ngira,

khuyi5n c6o n6n su dgng TRAJENTA DUO 2 lAn m6i ngiry trong hodc sau khi dn
* 

citc'tdcdung ngo4i y cfing ducyc b6o c6o d bQnh nhdn sir dung linagliptin dcrn tri liQu.
** 

c6c t6c dpng ngoai y cflrlg dugc b6o c6o 0 benh nhdn su dgng metformin dcm tri li6u

Trong c6c nghi6n cr?u c6 A6i chtmg gi6 duoc, pf,an,rrrg b6t lqi JO tie, quan duoc b6o'c6o nhi6u nh6t

v6i linagliptin + metformin ld ti6u chiy (0,9%) v6i tj'lQ th6p tuong tp d nh6m metformin+gii duoc

(1,2%).

C6c phdn img c6 hai dugc brlo c6o khi ph6i hqp linagliptin vd metformin vdi SU:

Khi linagliptin vd metformin duqc ph6i hqp v6i mQt sulphonylurea, h4 dudng huy6t ld bi6n cO U6t

lqi duqc b6o c6o ph6 bi6n nh6t (22,gyo o nh6m linagliptin cQng metformin cQng sulphonylurea so

voi 14,8o/od nh6m gi6 duqc) vir dugc cho ld phAn ring bAt loi th6m vdo. Khdng c6 dqt h4 ducrng

huy6t nAo duoc xtlp ld nghi6m trong.
I

1

.(
)l
AKhi dtng

cao hiQn v6i tj'lQ tucrng ducrng khi gi6 duoc vd metformin duqc k6t

hqp v6i metformin vd insulinld2g,5o/o so v6i 30,9yo o nh6m gii
dugc v6i metformin vd insulin) v6i mQt tj'lQ thap bi6n c6 nghiOm trong (1,5o so vdi 0,9yo)

Thilnq tin bO sung vi tbng thdnh phdn riAnq li

Cdc tScdgng ngo4i 1i dugc b6o ciio tru6c d6y v6i timg thanh phAn ri6ng 16 cira thu6c c6 th6 ld t6c

dgng ngoqi 1i tiAm tdurg cria TRAJENTA DUO ngay cd khi kh6ng dugc quan s6t trong c6c thu

nghiQm 16m sdng v6i ch6 phdm ndY.

f dt ca c6c ttrc dpng ngoai y dugc b5o.c6o 0 bQnh nhdn su dgng linagliptin dcrn tri liQu dd dugc ghi

nh4n v6i TRAJENTA DUO vd bao gdm c6c ph6n img bAt lqi dugc liQt kO trong bdng 1 tr6n ddy.

C6c phin ung bAt lgi cira metformin d6n nay chua dugc ghi nhdn du-o. c n6u trong bttng2 du6i ddy.

Bing 2z Cdc phin img U6t tqi dugc b6o c6o d bQnh nh6n sir dpng metformin <lcrn tri liQu

linagliptin vir metformin dugc
ld hp ducrng huy6t, nhrmg xuAt

v6i insulin (linagliptin kOt hqp

v
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t DiAu tri ddi ngdy vdi metformin li6n quan d6n gi6m h6p thu vitamin Bl2, di6u ndy c6 th6 d6n dtin
thiiiu hpt vitamin Bl2 c6 y nghia l6m sing trong trucrng hqp hii5m gflp (vi dU thitiu m6u h6ng cAu

to).

' C6c.5i lo4n ducrng ti6u h6a nhu dau bgng (xem bhng2) vi bu6n n6n, n6n, ti6u chiy, gidm ciim
gi6c thdm dn (xem btng l) xiry rathucrng xuy6n nh6t trong giai do4n khoi tri vd tg h6i phuc trong
hAu h6t c6c trucrng hqp. De phdng ngria c6c .6i loqn ndy, n6n sir dung metformin hydrochloride 2
,l :.
ldn m6i ngiry trong hodc sau bfra 5n n6u dung dcrn trf liQu.

Bing 3: C6c ph6n img b6Lt lqi dugc b6o c5o d bqnh nh6n diAu tri linagliptin 5 mg m6i ngiy b6 sung
vio insulin*

Phin rirrg U6t tqi

SOC MedDRA PT (phiOn bnn 13.1)

n6i lo4n chuy6n h6a vir
dinh du0ng I

nhi6m toan acid lactic

bAt thucrng xdt nghiCm h6p thu vitamin B12r

R6i to3n hQ thin kinh r6i lopn vi gi6c

R6i logn iludng ti6u h6a 2 dau bung

n5i toSn gan - m$t
b6t thuong x6t nghiQm chric ndng gan

vi6m gan

niii to4n da vir m6 durfi
da

h6ng ban

mdy day

*Tham khAo t6m tdt ddc tinh sin cira insulin c6 th6m th6ng tin

Chc titc dBng ngoSi y xrlc rlinh ttr b{o c{o hfu mii
Cdctdc dung ngoai y sau dd duoc b6o c6o ttr kinh nghiQm hAu mdi khi dung linagliptin:

)

%

SOC Linagliptin * Insulin

Nhi6m trtng vi nhi6m kf
sinh trtng Vi€m mfii hgng

R5i to4n hQ miSn dich Qu6 m6n

HoR5i to4n h0 hO hdp, ngqc
vi trung thft

Vi6m tuy
R6i to4n d3 diy ruQt

T6o b6n

SOC Tic dgng phg

R5i loSn hQ mi6n dich
Phu mach

Mdy day

ndi loSn da vir m6 du6,i Phrit ban
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SOC Tfc dgng phg

da

n6i lo4n d4 diry ruQt Lo6t miQng

Thhng bdo cho bdc si cdc tdc dyng khilng mong muiin Sqp phdi khi dilng thuilc

Ouf lid:u
Tri6u chime
T."rg.6. thu nghiQm ldm sirng c6 d6i chimg ti6n.hdnh tr6n ngudi tinh nguyQn kh6e m4nh, li6u don

l6n tii 600 mg linagliptin (tucrng ducrng voilZO lin li6u khuy6n c6o) dugc dung n4p t6t. Chua c6

kinh nghiQm su dpng lidu cao hcrn 600 mg 0 ngudi.

Tinh tr4ng h4 dulng huytlt kh6ng xhy rav6i metformin hydrochloride liAu l6n t6i 85 g,m49 du c6

x6v ra tinh trans nhi6m toan acid lactic. Lidu cao metformin hydrochloride ho{c c6c y6ut6 nguy co

di kdm c6 th6 dfin d6n trinh tr4ng nhi6m toan acid lactic. Nhi6m toan acid lactic ld mQt cAp cuu nQi

khoa vh phii duqc di6u tri t4i bQnh viQn.

Di6u tri
frolg:.*rrg hqp qu6li6u, n6n ti6n hdnh c6c biQn ph6p di6u trf h6 trq.th6ng thucrng, vi dp: lo?i bo

tfruOJ.tr"u i"q.'t6p ttru kirOi d".*q ti6u h6a, ttreo dOi 16m sdng vd titln hdnh c6c biQn ph6p di6u tri

cAn thi6t. BiQn ph6p hiQu quA nhAt dtl lo4i bo lactate vd metformin hydrochloride ld lqc thAn.

DIc tinh duoc hoc
Fhilrhd;ffitj fhOi hqp c6c thu6c h4 ducrng huytit ducrng u6.tg, md ATC: A10BD11

Linagliptin ld mQt ch6t ric ch6 enzyme DPP-4 (Dipeptidyl peptidase 4,8C,3.4.14.5),ld enzyme tham

gia veo qu6 trinh b6t ho4t hormone incretin GLP-I vd GIP (peptide-l gi6ng glucagon, polypeptide

kich thich insulin php thuQc glucose). C6c hormong niy bi gi6ng h6a nhanh ch6ng bdi enzyme DPP-

4. C;hai hormon incretin'd6u li6n quan dtin sU di6u titit sinh l;f cho cdn bing glucose. Incretin dugc

bni titit o mQt n6ng d6 th6p trong su6t ngdy vd n6ng dQ ndy tdng.l6n ngay l4p ttic sau khi dn. GLP-I

vd GIP lim tang rirt tO"g hqp Insulin ,a-Uai tiiit glucagon tri ie gao beta o tUy lJri dudng huytit o

mric binh thucrng vh ting. Hcrn nira, GLP-I cfing ldm giur" Uai ti6, gtu.ugon it, .a" tC UaI atptra o

tpy, d6n den larn'giam bii ti6t ducrng o gan. Linagliptin gan kdt t6inie, qu6 v6i DPP-4 vd c6 thi5

trlch roi dugc nhd d6 lam tdng 6n dinh vd k6o ddi n6ng dQ incretin ho4t tinh. Linagliptin ldm.tang

bei ti6t insulin phg thuQc glucose vd lim gi6m bdi ti6t glucagon do d6 nhin chung cii thiQn.cdn bdng

glucose. Linagliptin gan kOt mQt crich chgn lgc v6i DPP-4 vd c6 tinh chon lgc >10000 l6n so vdi
ho4t tinh DPP-8 hoflc DPP-9 tr6n in vitro.

Metformin hydrochloride ld m6t biguanide c6 t6c dpng ch6ng tdng duong huy6t, ldm gi6m ci n6ng

d0 ducrng trong huy6t tucrng d mric co btn ctng nhu sau bira dn. Thu6c ttrOng kich thich ti6t insulin

vi v6y kh6ng eety hq dudng huy€t.
Metformin hydrochloride c6 th6 ho4t dQng th6ng-qua 3 co ch6:

(1) ldm gi6m s6n *u6t glucose d gan do ric ch6 t6ng hqp glucose vd ly giii glycogen

iZi ".", ,t o lhm tangiinh nh4y cim v6i insulin n6n cii thiQn sg h6p thu vd sir dpng glucose ngoai

vi
(3) ve ldm chflm h6p thu glucose o ruQt.

Metformin hydrochloride kich thich t6ng hqp glycogen nQi bdro do t6c

Metformin hydrochloride ldm tdng kh6 n6ng vQn chuyen ctra t6t cd c6c

mdng tti bao (GLUT) duqc biCt cho d6n nay.

dOng d6n glycogen synthase.
ch6t v6n chuy6n glucose qua

I
:l

,l

ri

.l

J

J
,)

'4

!
;l{i
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Ongudi,metforminhydrochloridecdnc6tScdpngthufnlgitr6nchuy,5nhoalipid,dQclapv6it6c
aun! tre, ducrng huy6i. T6c dgng niry dugc ghi nhAn o li6u diAu tri trong c6c nghiCn cr?u lam sdng c6

a6ilrr"rg 
"oi 

tiloi gian nghien criu trung binn va ddi: metformin hydrochloride ldm gi6m cholesterol

todn phAn, LDL cholesterol vd triglyceride.

Hi6u qui l6m sirne vd tinh an toern

Linagliptin b6 sung vdo diiu tri metformin

Hi6u qud vd tinh an todn ctra linagliptin k6t hqp vdi metformin tr6n bQnh nhAn chua_{yqg Ii9*. t:u'
;;dd;;y6t uOi metformin dcyn tii tigu aa auqc aanh gi6 trong mQt nghiOn cr?u mtr d6i c6 d6i chimg

gii dusc k6o ddi 2;1;4". il;siip,i. prrar rrqp uJi *".,ro.*ii cai tnlpn dang te rtatc (thav d6i -

6,e+oloso v6i giA duqc) tu gi6 trf trung binh ban dAu HbAlc ld,8%.

Linagliptin cfr-ng cho thdy"chithiQn dZng k6 luqng dudng trong huy6t.tuon_g_hic d6i (FPG) vdi mric

giaiZi,l mg/d-L (1,2 mmol6) vd t,rq"E ducrng i gid sau An @PG) gittm 67,1mg/dl (3,7 mmol/L)

io v6i gia duo.c vn'tj, lQ bQnh nh6n dat duqc-HbAlc mqc ti6u < 7,oYo caohon(2^83%.q*,*
linaglipiin so v6i n,qolo o nh6m gia duqc). T! lQ ha ducrng huy6t ghi nhln dugc o bQnh .nh6n di6u

tri v6i linagliptin ldr tucrng tg v6i gi6 duqc. fhOi trrqng co thA ntO.,g kh6c biQt d6ng ke gita c6c

nh6m.

Trong mQt nghien cuu thi6t kti giai thua c6 AOicfrung gi6 dugc, k6o ddi 24 iLdn9"tg16 vA diAu tri

n Oiiar, hnlgliptin 2,5 mgZ 15n m6i ngny phdi hqp.vdi metformin (500 mg ho4c 1000 mg2ldn

m5i ngav) .aiifrie, a7ne.tE.a",rrOre rE rien quur'd6n ducrng huyiit so v6i dcrn tri liQu v6i k6t qua

duqc i6m tit trong bang: (HbA1c ban dAu trung binh liL8,650A)'

Bing 4z Cdcth6ng s6 dudng huyet trong lAn khrim cu6i curg Qrighi6n ciru24 tuAn) cira bQnh nhdn

d6i th6o dudng typ 2 chuaa"uqc kie." .*t d,r*g huy6t t6t v6i cfr6 Ag 6n vd vfln dQng st dpng

linagliptin vd metformin don thudn ho4c ph6i hcr,p

Gin
dugc

Linagliptin
5mg
r Bn m5i
ngiry*

Metformin
500 mg
2 Bn m6i
ngiy

Linagliptin
2r5 mg
2 Bn m5i
ngAry*
+
Metformin
500 mg 2
tAn m6i
ngiy

Metformin
1000 mg
2 6n m6i
ngery

Linagliptin
2r5 mg
2 Dn m5i
ngiy*
+
Metformin
1000 mg
2 Dn m6i
ngiv

HbAlc (%)
Siltuq"g benh
nhAn

n:65 n: 135 n: 141 n:137 n: 138 n: 140

Gi6 tri ban dAu
(trung binh)

8,7 8,7 8,7 8 ,7 8,5 8,7

Thay d6i so v6i
gi6tri ban ddu
(trung binh dA

hiQu chinh)

0,1 -0,5 -0,6 -1,2 1 , 1 -1,6

Kh6c biQt so

v6igi6 dugc
(trung binh dd
hiOu chinh)

-0,6
(-0,9; -0,3)

-0,8
(-1,0; -0,5)

-1,3
(-1,6; 1,1)

_1 ')

(-1,5; -0,9)
-1,7
(-2,0; -1,4)

,^

4

#
..J

4tI

%
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(Krc es%)

76 (54,3)43 (31,2)42 (30,7)27 (19,1)7

(10,8)
0,4)r4 (1

Benh nhdn (n,

%)
d4t dugc HbAlc
<70

4,38,07 J)1 1,1 13,529,2
Benh nh6n (%)
phii dirng di6u
tri criu nguy
FPG (me/dl,) n: 136n:132n: 135n: 136n: 61 n: 134SO lugng benh
nhAn

1961 9 1r991 9 1195203Gi6 tri ban dAu
(trung binh)

-49-5./.-JJ-t610 -9

ftray aOi so v6i
gi|tri ban ddu
(trung binh da

hiOu chinh)
-60
(72; -47)

-42
(-ss; -30)

-43
(-s6; -31)-6)

-19
(-3 1;

-26
(-38, -14)

Kh6c biQt so v6i
gii dugc
(trung binh da
hiQu chinh)
(Krc es%)

{< hdng ngdy cua linagliptin tuong ducrng v6i 5 mg. I

J
aMric giim HbAlc trung binh so v6i gi6 trf ban dAu nhin chung l6n hcvn cr nhfrng !04.Ser^.6. g,.u.t1

HbAlc ban d6u cao hd. Anh hucrngl6i fipid huytit tucrng nhin chung ld kh6ng c6. Gi6m cAn khi k6t

hqp linagliptin vh merformin 1u.rng tg nhu khi dtng metformin dcrn trl liQu ho4c^eja ayqc; kl6,F 
:U

tfray AOiio v6i 1ic Oat AAu. diAu trio nhirng bQnh nhAn chi dtng linagliptin. Tl lQ ha ducrng huyet ld

trrrng tp giira c6c nh6m dieu trf (gi6 dugc i,4oA,linagliptin 5 mg\Yo,metformin 2,lyo, vd linagliptin

2,5 igv6i metformin hai l6n m5i ngiry 1,4%o)

Neodi ra, nghi6n cuu ndy bao gOm Uinh nh6n (n: 66) bi tdng duolS huyti:t n{ng hcrn (HbAlc t4i

ir,o,i aiA- r,ic uit diu di6u tri >/: tt%) virdugc di6u trf nhdn mo 2 16n m5i ngiy v6i linagliptin 2:5

mg vd metformin 1000 mg. o nh6m benh nhan nhy, gi6 trf HbAlc trung binh t4i thoi di6m ban d6u

la t t,gX vd FpG trung binh te 261,8 mg/dl (14,5 mmol/L). Mric gi6m HbAlc trung binh so v6i ban

aAu ia 3,74yo (n 7 +8i vd 81,2 mg/dl (1,1 *:ol/L) d6i vdi FPG (n: 41) dusc quan srit 0 nhirng

benh nh6n hodn t6t thri nghiQm l6m sdng k6o ddi 24 tuinmd kh6ng c6 di6u tri cP.ngJv:,Ttolg.phT

tich LOCF bao g6m tat 62-b6nh nhin c6 x6c dfnh ti6u chi d6nh gi6 chinh (n : 65) o ldn theo d6i cu6i

cirng md ttrOng aieu tri criu nguy, thay d6i so v6i ban dAu ld gi6m 3,lgo A6i vOi HbAlc giAm

ll,|olomgldl- (4,1 mmol/L) d6i v6i FPG.

HiQu qut vd tinh an todn cria linagliptin2,5 mg hai lAn m6i ngdy so v6i 5 mg mQt lAnmSirnelV ttri

AJ"g i,t6i hqp v6i metformin d nhirng bqnh nhdn kh6ng augg.t<i.cp soat ducrng huyet t6t vdi

metiomin aon-tri liQu cluoc d6nh gi6 trong mQt nghiOn cr?u mtr doi, d6i chimg gia dugc k6o ddi 12

;4". ii;diip,i" iz,,s ^e 
hai ldn-m6i ngly vd 5-mg mQt 6n m5i ngny) b6 sung vdo di6u qi Ygi

metformin cai tmer. Aan[ tC cdc th6ng sO Auong huy6t so"vdi gi6 dugc. Linagliptin 5 mg mQt l6n

,,6ireav vit2,5 mg hai IA" *6i ngay giam HpAlc dang kC O mric dQ tucrng duqn8 so vdi gi6 dugc

6rci-o,t 7;0)9)leizim 0,80% f* roiban dAu 7,98%),viro,74o (so v6i ban dAu 7,96yo).

ij, fe fra dubng huy& ghi nhf,n dugc.o b6.nh nh6n diAu tri vdi linagliptin ld tucvng dycrne so v6i gi6

auqi (Z,,zNrOI ti.rugtiitin2,5"]q ? P" T6ing.uJ, 
0,9o/ovoilinagliptin 5 mg 1 lAn m6i ngiry vd2,3oh

v6i gi6 dugc). fhOi luqng co th6 kh6ng khric biQt d6ng kO gifra c6c nh6m.

ry
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Linagliptin bd sung vdo diiu tri kil hqp metfurmin vd sulphonylurea
MQt nghiCn cuu c6 aOi ctrtmg gi6 dugc k6o ddi 24 tu6rn du-o. c ti6n hdnh nhdm dtlnh gi6 hiQu qu6 vi
tinh an toirn cria linagliptin 5 mg so v6i gii dugc, tr6n nhirng bQnh nh6n chua dugc ki6m so6t t6t vdi
metformin ktit hqp sulphonylurea. Linagliptin gitp cii thiQn d6ng kO chi s6 HbAlc (gi6m 0,620/o so

v6i gii dugc) tu gi6 tri HbAlc trung binh ban dAu ld8,l4yo.
Linagliptin cfing cho thdy chi thi6n d6ng tO ti, t9 benh nhdn d4t dugc HbAlc mgc ti6u <7,0o
(31,i% o nh6rnlinagliptin so v6i g,2o 6 nh6m gi6 duqc) vd glucose trong huy6t tuong hic d6i
(FPG) v6i mfc gitm-12,7.mg/dl- (0,7 mmol/L) so v6i gi6 dugc. fh6i luqng ccr th6 kh6ng kh6c biqt
d6ng kC giira c6c nh6m di6u tri.

Linagliptin ket hqp vdi metformin vd insulin
fr4gt ngnien cuu c6 eOl ctrtmg v6i gi6 duq_c, k6o dii 

"24 
tuAn dugc.ti6n hdnh d6nh giri tinh an todn vd

hiQu qun cira linagliptin (5 mg mQt tan m5i ngey) b6 sung vdo di6u tri vdi insulin c6 ho{c kh6ng c6

metformin. Co 83% bQnh nh6n d5 dang dtng metformin ktit hqp v6i insulinlrong nghi6n cuu ndy.

Linaglipin ttit trqp v6i metformin cirng v6i insulin cho thAy cei thien d6ng kO HbAlc o ph6n nh6m

ndy v6i hiQu chinh trung binh so v6i gi6 tri ban dAu.gi6m 0,68yo (CI : -0,78 ; -0,57) (gi6 tr! trung
binh ban dAu HbAlc ld 8,280 ) so v6i gi6 du-o. c khi k6t hqp v6i metformin cung v6i insulin. Kh6ng
c6 sg thay aOi cO y nghia rA t.o.tg lu<rng co th6 so v6i ban dAu 6 cd2 nh6m.

Dft ti€u 24 thdng cho Linagliptin bii sung vdo che aO diiu tri voi metformin so sdnh vdi glimepiride

Trong mQt nghi6n cuu so srinh tinh an tolrn vd hiQu qui ctra viQc b6 sung th6m linagliptin 5 mg hoflc

glimepiride (mQt thu6c sulphonylurea) o nhirng bQnh nhdn chua dugc ki6m soSt dudng huy6t t6t v6i
metformin dcrn tri 1i6u, linagliptin tucrng tp nhu.glimepiride trong viQc ldm gidm HbAlc, v6i kh6c

biQt di6u tri trung binh HbAlc tir ban dAu t6i tuin thri 104 d6i v6i linagliptin so v6i glimepiride ld
+0,2004.

Trong nghi6n ct?u niry, ty' sO tiAn insulin tr6n insulin, biiSu thf cho.tinh hiQu qu6 cta qu6 trinh t6ng

nqp va giai pnOrg insulin, cho th6y cai thien <LanS kC c6 1i nghia th6ng kC khi dung linagliptinso v6i
diAu tri bing glimepiride. Tf lQ ha dudng huy6t cv nh6m benh nhAn ding linaghptin (7,5Yo) thAp hon
mQt c6ch d6ng k6 so v6i nh6m dirng glimepiride (36,1%).

Nhirng bQnh nhdn di6u tri v6i linagliptin giim trung binh drlng k0 cdn n{ng so v6i ban dAu, trong khi
nhirng bQnh nhdn dirng glimepiride t6ng cdn d6ng kC (-1,39 so v6i +1,29 kg).

Linagliptin bd sung vdo diiu tri d nhftng b€nh nhdn cao mdi DTD typ Z 6uAi >- 101

Tinh higu qud vd an toarn cria linagliptin o bQnh nhdn cao tu6i DTD typ 2 (tu6i > 70) dd dugc d6nh

gi6 trong mQt nghiCn criu mt d6i so v6i gi6 duoc k6o ddi 24 tuAn. Lric dugc dua vdo nghiCn cuu,

UCnn nfra" dang dugc di6u tri v6i metformin valho{c sulphonylurea valho{c insulin. LiAu dirng cira

c6c thu6c di6u ir! d6i thtio ducrng s8n c6 dugc giir 6n dinh trong 12 tuAn dAu, sau d6 dugc ph6p chinh

li6u. Linagliptin girip cdi thiQn d6ng.k6 chi sd HbAlc, gidm. 0,64%o (KTC 95%o -0,!|, -9.,4!; P.
0,0001) so v6i gi6 dugc sau 24 tuAn, tinh tu gi6 trf HbAlc trung binh lirc ban ddu ld' 7,8yo.

Linagliptin ctng cai thiQn drlng k6 ducrng huytit hic d6i (FPG) gihm20,7 mgldL (1,1 mmol/L) (KTC
g5o --3'0,2, -ll2;p<0,0001) so v6i gia duqi. Trgng luqng co thrS kh6ng khric biQt dring k6 giira c6c

nh6m. Nhin chung, ty le h4 dudng huy6t tucrng ducrng giira nh6m.dung linagliptin (2 trong s6 45

b6nh nhAn, 4,4yo) ra gia dugc (0 trong s6 22 bQnh nhdn, Oo/o) trdn n6n metformin dcrn tri. Ti le benh

nhdn bi h4 dudng huy6t cfrng dugc so s6nh tr6n nAn di6u tri sin c6 v6i insulin cung ho{c kh6ng cung

v6i metformin (i3 trong .O JS Uenn nh6n, 37,loh di6u tri vdi linagliptin vd 6 trong sO tS Uenn nhdn,

40% diAu tr! v6i gi6 duqc). Tuy nhi6n, tr6n nAn diAu tri sin c6 sulphonylurea ctng ho{c kh6ng cung

v6i metformin, ti lQ bQnh nh6n bi ha dudng huy6t dugc b5o c6o o nh6m bQnh nhdn di6u tri v6i
linaliptin cao hcyn (24 trong sO gZ bQnh nhdn,2,9,3o/o1so v6i gi6 dugc (7 trong s6 qZ bQnh nhdn,

:
"J

J

l
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{

v
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16,70 ).Kh6ng c6 kh6c biet gita c6c nh6m dtng linagliptin vi gi6 dugc v6 nhirng bi6n c6 h4 ducrng

huy6t nghiOm trong.

Trong mQt ph6n tich gQp 0 benh nhan cao tu6i (tu6i > 70) d6i thrio ducrng typ 2 (n:183) dd dang

;G" i.i;",i".-i, "ai"ltrii, "a., 
tinagtifti" tct trqp metformin ctng vdi i,r*ti" cAi thiQn d6ng kC

th6ng rO HUat. v6i hiQu chinh trung binh so v6i gi6 tri ban dAu giim 0,81 (CI: -1,01, -0,61) (gi6 trf

trung'Uintr HbAlc ban dAu g,l3yo) so v6i nh6m dtrng gi6 duqc k6t hqp metformin cung v6i insulin.

Kh6ng c6 sy kh6c biQt c6 ;f nghTatr6n ldm sdng v€i ti,19 .a" bi6n c6 h4 ducrng huy6t o bQnh nhdn 2

70 tu6i (37,2 6 nh6m linaglipiin ttit hqp metformin cung v6i insulin so v6i 39,8yo o nh6m gii duqc

t6t trqp metformin cirng v6i insulin).

Kh6i ddu diiu tri vdi k€t hqp Linagtiptin vd Metformin o bQnh nhdn vira dwqc chdn dodn cd tdng

dudng huy€t ddng ke vd chwa ditng thu6c

finn"frieu qui vi an tohn cira khoi dAu diAu trf v6i ke1 nqp [nagliptin 5 mg mQt l6n m6i ngdy vd

metformin 2 l6n m6i ngdy (dugc chinh 1i6u trong 6 tuAn dAu d6n 1500 mg hopc 2000 mg/ngdy) so

v6i linagliptin 5 mg rnqt iA, mdi ngdy d5 dugc nghien cr?u trong mQt thtr nghiQm k6o ddi 24 tudn 6

nhirng benh nh6n vtra dugc chdn do6n d6i thSo auqng typ 2 c6 tdng dudng huytit d6ng kd vd chua

Airgit,r6. (HbAlc ban dAu 8,5-12,00 ). Sau 24 tuAn, ci hai ch6 d0 di6u tri linagliptin don tri vd

nralaAu k6t hqp linagtiptin vd metformin ldm giAm d6ng k6 mric HbAlc t""".g-yq ]d?y::?2*y:
so v6i gi6 tri HUat c U"n aA, h g,9yo vd 9,8oh. Khrlc biQt diAu tri giitm 0,8%o (95% U - 1,1 d6n -0,5)

cho th6y khdi <lAu di6u trf t6t trqp ld vugt trQi so v6i dcvn tri (p<0,0001). DEc bi)t,40yo vd 61% benh

nhan tr;ng nh6nh don trf vd ktit hqp di6u tri d4t du-o. c HbAl c <7o/o.

Nsuy co tim mach
T."rg 1n6J fnan ti.t t6ng hqp, ti6n cuu, c6c bitin c6 tim magh dugc d6nh gi6 dQc lap tt 19 nghi6n

cuu ldm sdng trQn q+Sg bQnh nhdn d6i th6o ducrng typ 2, <Ii6u tri v6i linagliptin kh6ng di kdm v6i

t[ng nguy co tim mpch.

Ti6u chi chinh, gOm k6t hqp ctra su *.,6t hiQn ho4c thdi gian d6n khi xu5t tripn tri vong do tim. mach,

nh6i mau co timkh6ng gay tt vong, dQt qqy kh6ng g6y tir vong ho6c ndm viQn do ccrn dau thdt nggc

kh6ng 6n dinh, le thep hcrn kh6ng d6ng kC khi dtng linagliptin so v6i c6c nh6m chimg, c6 hoat tinh

vd gii duqc [ti' s6 nguy h4i 0,78 (khodng tin cpy 95Yo 0,5.5; 1.,12)).

T6ig s6 cO OO Uitin 
"O "f,int 

o nh6m linagliptin vd62bi6n c6 chinh trong c6c nh6m chimg.

C6c bit5n c6 tim m4ch dugc quan srlt v6i mQt ti lQ tucrng tp gita nh6m dung linagliptin vi gi6 dugc

[ti s6 nguy hai t,0i (KTC giyo O,6g;t,75)]. Trong c6c nghi6n cuu cO d6i chimg v6i gi6 dugc, t6ng

rO .O +i 6iC" .O chinh (1,03%) d nh6m dtng linagliptin vd 29 bi6n c6 chinh (1,35%) trong nh6m

dtng gi6 dugc.

Dunc tl6ng hoc

C6c nghiQn cuu vt: tucrng ducrng sinh hoc ti6n hdnh tr6n ngudi tinh nguyQn kh6e mAnh cho thAy vi6n

nen p6Oi hqp TRAJENTA DUO (linagliptirVmetformin hydrochloride) tucrng ducrng sinh hgc vdi

ptr6i h-o-p linagliptin vd metformin hydrochloride d4ng vi6n ri6ng 16.

Su dgng TRAJENTA DUO 2,5llOO0 mg ctrng v6i thric 6n kh6ng ldm thay d6i n6ng dQ chung_cira.

tinagiiplin. AUC ctra metformin kh6ng thay d6i tuy nhi6n, n6ng dQ.dinh ctra metformin trong huy6t

thanh giarn ttX khi sir dgng ctrng thf; An. Thoi gian d6n khi d4t ndng dO dinh cria metformin trong

huy6t it ant, bi ch6m di 2 gio khi dtrng cirng thirc 5n. Nhirng thay il6i ndy it c6 kh6 ndng quan trqng

vA m{t 16m sdng.

Nhirng <1i6u n6u du6i <16y ph6n 6nh d{c di6m duoc dQng hgc cta timg ho4t chAt ri6ng 16 trong

I
lt
,A

,t
/l
t

A
a1

.t
-l

TRAJE,NTA DUO.

Linagliptin

%
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Dugc dQng hqc cria linagiptin dE dugc m6 tA nhi6u cr nguoi khoe m4nh vd bqnh nhdn drli th6o ducrng

typ 2.Sau t<tri dtng ducrng u6ng 5 mg o bqnh nh6n ld ngudi tinh nguyQn khoe manh, linagliptin

,i,rq" hap thu nhanh"v6i ndng aO Ainfr irorg huy6t tuong (Tmax trung vi) xu6t hign 1,5 gio sau khi

dirng.

N6ng dQ linagliptin huy6t tuong ctra linagliptin gi6m theo 2 giai do4n v6i-thdi gian b6n.thai ddi (thdi

giar"ba, thai;h; thai;ir cira linagliptin daihon 100 gio), ditiu ndy hAu nhu hoirn toirn 1i0n quan d6n

[png th6i co itrc bdo hda, lien kei .t at .t c ctra linaglipiin v6i ni'p-+ vd kh6ng qo,p. plin 
1a1 yiAc

tichifry cira thu6c. Nira doi tich lfiy c6 hiQu qui crha linagliptin, dugc x5c dfnh sau khi u6ng da li6u 5

mg linagliptin, x6p xi l2 gio. Sau khi dung mQt li6u duy nh6t m5i ngay, n6ng dQ huytit tucrng o trang

thai on dinh cira linagliptin 5 mg dat dugc sau khi dtng 1i6u thri 3.

AUC trong huytit tucrng cta linagliptin- tdng kho6ng 33o/, sau khi dung nhimg tlt I mg o^tr4ng. th6i

6n dinh so" v6i lieu dAu ticn. He16 bitin thion trong m5i bQnh nhan vd giira c6c bQnh nhan tl6i vtii

AUC cta linagliptin le nh6 (tucrng tmg ld l2,6oh vd28,5o/o).

AUC trong huytit tucrng ctra linagliptin tdng dudi mric tj'lQ v6i [Au. Dugc dQng hqc cira linagliptin

nhin chung li iuong duong o d6i tugng khoe m4nh vd o bQnh nhdn drli thrio dudng typ2.

Htip thu

Sinh kha dgng tuyQt d6i ctra linagliptin kho6ng.3O%. U6ng linagliptin cung v6i bfi.a 6n gidu ch6t b6o

kh6ng gay anh hucrng c6 1f nghia iam sang ie a,rq. dQng hgc-, inagliptin c6 th6 dugc dung cung

hoAc khOng ctng v6i thric dn. C6c nghiCn ciru in vitro chi ra linagliptin ld mQt co chAt cria P-

slvcoprotein vd Cyp3A4. Rintonavir, mQt chAt ric ch6 m?nh P-glycoprotein vd CYP3A4 ldm tdng

;d;;O il;6. (AiCt edizlan ra dirng nhieu lan d6ng thdi linagliptin voi rifampicin, mQt ch6t cdm

,rng"-a"f, AOi voi p-gp 
"a 

Cyp3A a6n tOi giAm khoing 40% n6ng dQ AUC cira linagliptin o trang

,fra! il^ ai;, .t ic 
"ao 

6nygitm sinh kh'A dung cria linagliptin bcri viQc tic chti/c6m ung P-

glycoprotein.

Phdn b6

Do li6n krit m6, th6 tich ph6n b5 bieu ki6n trung binh o tr4ng th6i 6n dinh sau khi dtng dcrn li6u 5

mg ducrng tinh m4ch cua linagliptin d ngr,roi klie m4nh vao k*roang 1110 lit, cho th6ylnagliptin

duqc phan b6 rQng rdi t6i c6c m6. Li6n ktit protein huy6t tucrng cta linagliptin phu thuQc vdo n6ng

dQ, giAm tu kho6ng gg% yniing d6 1 nmol/L d€n75-89% o n6ng d0 : :O nmol/, phdn 6nh sy bdo

r,oaiien ttit voi oFp-+ khi tang n6ng dQ linagliptin O n6ng dQ cao, khi DPP-4 dugc hoin todn b6o

hda, 70-80% linagliptin dugc ti6n t<tlt v6i ciic protein huy6t tucrng kh6c ngodi DPP-4, do vfy 30-20%

o d4ng kh6ng 1i6n k6t trong huydt tuong.

ChuyAn hda

Sau khi ding mQt tiAu 1'4C1 linagliptin d4ng u6ng 10 mg,. kho6ng 5% chdt c6 ho4t tinh ph6ng x4

dugc bii ti6ivao'nuoc tieu. 
-crruy6n 

rroa d6ng vai tro thri ytiutrong qu6 trinh thei tru ctra linagliptin.

ild;e ;;y6; rro" .rrirr, 
"oi 

trong d6 tucrn-g Aoi ta 13,36/o teu unagtiptin o tr4ng th6i 9n $i[{yc
pnat nign ta cnat kh6ng co ho4t tinh dugc l1f vd do vQy kh6ng d6ng g6p viro ho4t tinh irc ch6 DPP-4

huy6t tuong cua linagliPtin.

Thdi trit

Sau khi cho ngudi khoe manh dirng dudng u6ng ;lac1 linagliptin, khodngS5% 1i6u str dung c6 ho4t

tinh ph6ng ra doq. thei trt theo phdn (8b%) ho[c nu6c ti6u (5%) trong vdng 4 ngdy u6ng thu6c.

Thanh th6i qua th4n O tr4ng th6i 6n dinh vdo khoing 70 ml/phrit.

(

,,r1/

l'i
1

{

Nh6m bQnh nhin tl{c biQt

Suy thQn
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MQt nghiOn cuu nhdn md, da li6u duqc ti6n hinh Ae Aann gi6 duqc dQng hqc cua linagliptin (li6u 5

mg) o nhirng benh nhdn suy thfn mpn 0 c6c mric d0 kh6c nhau so v6i nhirng d6i tuqng chimg khoe
m4nh. Nghidn cr?u bao g6m nhirng bQnh nhAn suy chric ndng th{n dugc ph6n lo4i dUa tr6n dQ thanh
th6i creatinine tri nhe (50 tdi < 80 mllphrit), trung binh (30 tdi < 50 mllphrit), vd ndng (< 30

ml/phrit), cf,ng nhu nhirng bQnh nhdn m6c bQnh thfn giai do4n cu6i (ESRD) dang lgc mriu. Ngodi
ra, nhirng bQnh nh6n bi d6i th6o dudng typ 2 vit suy thpn ning (< 30 ml-/phrit) ctng dugc so s6nh

v6i bQnh nhdn d6i th6o dudng typ 2 c6 chric ndng th{n binh thucrng.

D0 thanh thii creatinine dugc tinh nhd do lucrng dO thanh thii creatinine trong nudc ti6u 24 gidho{c
u6c tinh ttr creatinine huytit thanh dga vdo c6ng thrlc Cockcroft-Gault:

CrCl : [140 - d0 tu6i (ndm)] x c6n nang (kg) {x 0,85 cho bQnh nhdn nir}/[72 x creatinine huy6t
thanh (mg/dl)1.

O tr4ng thrii 6n dinh, n6ng dQ linagliptin 0 nhirng benh nh6n suy thfln nhe tq*g du<rng v6i nguoi
khoe m4nh. Trong trucrng hqp suy th4n trung binh, c6 su gia tdng vtra ph6i n6ng <lQ l6n khodng 1,7

lAn so vdi nh6m aOi ctrrmg.

N6ng d9 d bQnh nhdn <t6i th6o <ludng typ 2 bi suy th4n n4ng tdng khoing 1,4 lAn so v6i benh nh6n

d6i thrio tludng typ 2 c6 chric ndng ttrpn Uintr thudng. Dg do6n AUC cira linagliptin d tr4ng th6i 6n
dfnh ctra rhirng bQnh nhdn mic bQnh th4n giai <to4n cu6i ESRD cho thdy n6ng dQ thu6c tuong tu
nhu nhirng bQnh nh4n suy thdn vira hodc n[ng.

ThCm viro d6, linagliptin ft c6 khA n6ng dugc lo4i b6. tdi muc d0 c6 y ngh]a trong diAu tri qua di6u tri
loc m6u ho{c thAm ph6n phric m4c. Do d6, kh6ng c6n thi6t phii chinh liAu linagliptin 6 nhirng bQnh

nhdn suy thQn b6t kj,mric dQ ndo.

Ngodi ra, suy thf,n nhg kh6ng c6 inh hucrng d6n duqc dQng hqc cria linagliptin o bQnh nh6n d6i thSo

aJcrng typ 2 theo d6nh gi6 ph6n tich dugc dQng hgc tr6n ddn s6 nghiOn cr?u.

Suy gan

AUC trung binh vd C,n* ctra linagliptin o nhfrng benh nhdn suy gan nhg trung binh vd suy gan n{ng
(theo ph6n loai Child-P*gl) tuolg tU nhu d nh6m AOi ctrung bat c6p khoe m4nh sau khi dung da liAu

5 mg linagliptin. Kh6ng cAn thi6t phii chinh li6u linagliptin cho nhirng benh nh6n suy gan nhe, vta
ho4c n[ng.

Chi sii khiit co th| @MI)

I(h6ng cAn thitlt ph6i chinh li6u dpa vdo BMI. Theo mQt phdn tich dugc d6ng hgc tr6n dAn s6 nghiEn

cuu ttr dt liQu giai do4n I vd giai doan II, chi s5 kh6i co th6 kh6ng 6nh hucrng c6 y nghia ldm sdng

t6i du-o. c dQng hqc cua linagliptin.

Gi6i t{nh

Kh6ng cdn thi6t ph6i chinh H6u dya vdo gi6i tinh. Theo mQt phdn tich dugc dQng hqc tr6n ddn s6

nghi6n criu tir dfi liQu giai dopn I vd giai doan II, gi6i tinh khdng dnh hu0ng c6 y nghia 16m sdng t6i
dugc dQng hoc cira linagliptin.

Ngwdi cao tudi

Kh6ng cAn thi6t phii chinh li6u dya vdo tu6i, do theo mQt phdn tich ducvc dQng hgc tr6n.ddn s6

nghidn cuu tri dft liQu giai doan.I vd giai do4n II, tu6i kh6ng t6c dQng c6 y nghia l6m sdng dtin dugc

d[ng hqc cira linagliptin. C6c ddi tuqng cao tu6i (65 d6n 80tu6i) c6 n6ng dQ linagliptin huytit tucrng

kh6ng kh6c so v6i d6i tuqng tr6 tu6i hcrn.

Tri em

Chua thyc hiQn dugc c6c nghiOn cr?u x6c <tfnh duqc dQng hgc cta linagliptin tr6n bQnh nhdn ld tr6
em.
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Chitng tQc

Kh6;; .a" tfriet ph6i chinh liAu dua vdo ytiu tr5 chung tQc. 
_Chirng 

tQc kh6ng c6 Anh hucrng 16 rQt d6n

,O.g-?O 
"tu 

finugfiptin.trong huy6t tucrng dga vho mgt pnat _tich 
tdng-hqp lir nhirng dt liQu dugc

il[! ;;" ;t, "0,'ui"^ra.11i?.r, "r,a" s5;;; iring, g6c ray Ban nha, Mv eo. Phi, chau A. rhcm

,io?6,'.6. dflc di6m duqc dQng hqc cta linagliptin duqc ghi nhan ln tucrng ty nhu trong_c6c nghien

criu giai do4n I chuyen biet d ngudi tinh nguyQn kh6e m4nh Nhat Ban, Trung Qu6c vd Da trdng vd

bQnh-nhan d6i th6o ducrng typ 2 ngucri M! gdc Phi.

Metformin

Hiio rhu
Sau Uri dtrng 1 liAu metformin <Iudng u6ng, Tmax d4t dugc sau 2,5 gicr. Sinh khi dgng tuyQt d6i cria

vi6n n6n meiformin hydrochloride 500 mg ho4c.850 mg cr ngudi linh nguyQn khoe m4nh vdo

kho6ng 50 - 60%. Sau mQt lieu dudng ro"rg, phAn thu6c kh6ng h6p thudugc tim thdry d phdn ld 20 -
30%.

Sau khi dung ducrng u6ng, metformin hydrochloride dugc hAp thu kh6ng h91n toin vir c6 th'5 bao

hda. Duoc dOng hqi pfr" fiap ifr, .uu rn"tfo.-in hydrochloridi duqc cho ld kh6ng tuy6n tinh.

O mr?c li6u vd cfr6 d0 li6u ctia metformin hydrochloride, n6ng d0 thudc trong huy6t tuong o trang

thrii 3n dinh dat dugc trong vdng24 dtin 4& gio vd thucrng th6p hon 1 microgram/ml. Trong c6c thtr

nghiQm lhm sing c6 d6i .hi*g, n6ng d0 tOi da ctia metformin,hydrochloride trong huy6t tucrng

(C*u*) kh6ng vugt qu6 5 microgram/ml ngay c6 d mric li6u t6i da.

Thric dn ldm gi6m mric dQ vd ldm ch4m kh6ng drlng kO qu6 trinh hAp thu cira metformin

hydrochloride. Sau khi dtng 1i6u 850 mg, dd gfti nhan <lucr. c n6ng A9 qinn .t,thy9: trong huy6t

tucrng gittm 41yo,AUC (diq; tich du6i dudng cong) gitm25% vd thdi gian d6n khi dat ndng dQ

dinhirong huy6t tuong k6o ddi th6m 35 phrit. Chua ro 1i nghia l6m sing ctra tinh trang gi6m niry.

Phdn bii:
ifr"A. gar kh6ng <ldng kC voi protein huytit tuong. Metformin hydrochloridephdn b6 vdo h6ng cAu.

N6ne al ainr., trJng *7, th6p hcrn ndng dQ dinh trong huytit tqcrng vd xuAt hiQn vdo cung khoing

;ffiffi.nilrh$, uri-"ar'g trong cArita mQt khoans phin b6 thu cdp. thc tich ph6n b6 trung binh

(Vd) nim trong kho6ng63 -276L.

Chuydn hda:
Metformin hydrochloride th6i trir qua nu6c ti6u du6i d4ng kh6ng d6i. Kh6ng ph6t hiQn ch6t chuy6n

h6a nio d ngudi.

Thdi tr*:
DO thai t4i thfn cua metformin hydrochloride > 400 ml-/pfrit cho th6y metformin h{{"".hl91ide th6i

il il i;.Au tna" vi bdi tiet qua 6ng thqn. Sau khi mQt li6u dulng u6ng, thoi gian b6n th6i bi6u

ki6n khodng 6,5 gid.

Khi chric nlng th4n suy gi6m, thanh thii thu6c qua.thpn gi6m tj'lQ v6i thanh th6i creatinine vi v4y

thoi gian baninai cung t?o dii d6n d6n ldm t5ng n6ng dQ metformin hydrochloride trong huyet

tucrng.

Nh6m bQnh nhin il{c biQt

Trd em

Nghi6n cuu sir dgng li6u dcyn: Sau khi dung liAu dcvn metformin 500 mg, dugc dQng hgc o bQnh nhAn

nhi tuong tg nhu O nguoi lcrn khoe mAnh.
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Nghien cuu:y dyrg da liAu: Dt liQu con han ch6 v6i m0!nqlriin:tu: S?" khi dung lap lai [Au 500

rns, /tan mol ngay trong 7 ngiry &benh nhdn nhi, n6ng dQ Ai*, 
"t 

u thu6c trong huy6t tucrnq (9q*)
;';srs ;O thu6"c ioan tian liuco ,) eiAm l.An luqt33% vd 4Oo/o so bQnh nhqr trycrng tlan| oi uil^

th6o ducrng su dpng lflp lai 1i6u 500 mg,2lan m5i ngdy trong 14 ngdy. Do li6u cua thu6c dugc di6u

chinh dgairen mric dQ ducrng huy6t, ph6t hiQn ndy it c6 y nghia l6m sdng.

suy thQn 
'L6n cr*r rh6n rrrrno hinh hi6m vA kh6n thc u6c tinh duoc sgOi tCu tren bQnh nh6n suy thfn trung binh hi6m vd kh6ng dt tin cfy dO c6 1

prr"i 
"r,rA- 

rrO irrA"g v6i rnetformin o-nh6m bQnh nhdn |]v so v6i cric bQnh nhan c6 chric n[ng thdn

ilirn tf,o*g. Do d6", khi hiQu chinh 1i6u n6n xem x6t d6n hiQu qui ldm sdng/ khi ndng dung nap

thudc (xem ph6n-Li0u luqng vd c6ch dung).

Bio quin

Khdng bdo quAn qu6 30oC.

BAo quin nguy6n trong bao bi de tr6nh Am.

Dans trinh biv
Hgp 3 vi x 10 vi6n n6n

Han dirns
]fr-tnaneucttr ngiy sin xu6t

Sin xu6t b&i
Boehringer Ingelheim Pharma GmbH & Co.KG.

Binger Str.173, 55216Ingelheim am Rhein, Germany

DQC KY HTIONG DAN SU DUNG TRUOC KHI DUNG

NEU CAN THTM TH6NG TIN, XIN HOI V KIEN gAC SY
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