
VNn,
/0h

a
BO Y ]'E

c('c QtiAN LY DI-roC

DA ptrtr, nuYPr

Ldn diu :.9f ,,1 ...1.,,.,1,,:tff!..6...

nta@ Duo
o
CT
.D

on6 relua[er1
Each tablet contalns 2.5 mg linagliptin
and 850 mg of mettormin hydrochlortde.

R.ad lhc paclaSc lcaflct bcforc usc.

l(cep out olthe sight and rcach ofchildrcn.

Medlcinal product rubicct to medical prescrlption.
Do not stor€ ab0e 30"C,

Keep ln thc orlglnal packaginS in orderlo protst
frcm molslure.

M6ivi€n chrla 2.5 m9 linagliptin
v. 850 mg metformin hydrochloride

ogc l(Y HUCNG oAN sU DUN6 nudc xHr DoNG.
o€ x^ ITfi T^Y TrT EM.

THU6( gANTHEoooN.

Btoquln kMrE qu6 3ot.

Beo quan nguyan trdg bao bl dd tr6nh rm.
J

Chl dlnh, cMog chldlnh, clch dung vA cl( th6ng tln
kh6c: Xln d9c trcng td hudng dln 5tdvng.

Hop 3 vl x lO vlan bao phlm.

SDK: Vf|

ilililr
{{@q xi,q€

ry
{
0,
o
=a.i
o,

@

I
o

@rr

:lm
5 o='
.i 9;.OOIo cL\6+Bo=o
ooo
F6l
6=

a
oo
a
=-CLo

Rx

Traie g
E
o

og
o

={
$

Linagliptin/
Metformin hydrochloride
film-coated tablets

=
CL

rr6"fri
Z9xd

Oral use

30 film-coated tablets

ffi) i,":'n'.',x'

!@

la
oB

?ari
8,e
o

qs
d6
<6

q
a.
3

f,
a.

30 1881-01

t

@

6

1

ilililll

(

File information

liu. d.l. onD: 0r 02.2012

PM SKU: m24933

P?M SXU v.Rbn: {1
bs.&l.ottudk: 16 MA 2012

Pfrnt coldr: mn aiui ! mr zls ! rrn zoss I

m Pdntfl€

M.l No PacI Sit€: 30lE6l{l

kScnd e3avdn: V3.0 014uil/2010 (plea$ do nol danle or remove il)

No

i,USS D 0.5 mm

Ml5S 61 1,0 mm

Emph
T.dlnk.l lnforfrlm
Cntol Cd.tF: tdu. Crd.

ul g'z8u.r OS

VA N PHONG

T

2.5 mg/850 mg

b. - Balch tlo.

Trchnk.l cohE

lnds: e

Minimun tonBir! in AW: 5pl Blsanste(

site

+

>tEl<DI C!r l! k

[u-i

I

{

oal orE'ru

PHO

CHiMINH

Mandal tn

a

https://nhathuocngocanh.com/



<tlJ.

(5
z..or
a-

iOr
o- r

z.

Iwu.g (Vl
'9) 6f,t Hqu9ruErld

uFqFSutr.tuuq-8 :|eq xs

Iuauao
'5) cJ? Hqu9 ru.{d

up{stutr.tupq&8 :!4q xs

toru€
!9)l'0) I Hqu9 lu€qd

e!.'l.tot frulq-8 :!4q xs

IueuJa9
'cxoIHqucEUJeqd

uFqFrulr.Suilq-g :4q xs
urrqletol /tlllt\

raruuqeof, \u,,

trusu.5
'e) 03, HquS rurRft

utiqFiutraruuq4 :Qq xs

foruag
'9) ol?Hqug turrqd

uFqFrut r&uq-€ :lQq xs

Iueu.C
'9)t'ol I Hqu9.urEqi

ur.r.ll.iulreruuq.o€ :lQq xs
uraqlatq /[th

ratuuqaog \9,,

Iueua! N
'D) of,t HquS eureu

ot.'ll.tul r.8utq.o€ :!8q xs

tr!eu.!
'c) ol ? Hqu9tueqd

ur.{Frutra3uuq&€ |4q xs

,S'f,11,",t""J ru)
st -g! e

^ bE I :e Eo -ct :f -6 a F

^ 66 -:: -
Ergq
EcE sf
,L ao I <F Ets tr:

=O=€
=iEE

Iueur.S
'9t of,? Hq19 Eur€qd

uFqF8utr.rulqilS :Wq xS

ureqlatot /illh
raiurtqaog \$./

qr.Yl!
^ bE ! iL, Eo -o :
= 

Lh a i
^ 6C, .ii *

E rg i
E=EEr
11' E= o *.L 6o r a

I tb F z5o=€
=iEE

,tu!u.5
'5r'oJ8 Hq(C?urEqd

0Fqptutratuuqq:eq xS

uroqlatEl /rtlllt\
raturrqmg \[,/

sr -Yl !
^ bE g i
= 

EE * ;A66-i:-I"iut
i.f E - d,,E Ec t.x
'3 =:E H;,=.E€!=

=l.iE

IueureS
rSI mt HquS EuPqd

u!.Wruti.tupqsg :|4q xS

ulaqtatut /tlllt\
ralurrqaog \$,,/

s..Yl!
-BEgi
= 

EE*;
^ 

r,t6 jj *

I:s q
g L- g

C'Ee|.t
S€E B*

.L GC) I .F Ets tr:
=iD=€

='ti E

Iu!ua9
.0).oJ,8 Hquceurqd

up{3rutFSupqeg :Qq xS

totu.9
'o)t oJ I HU9eu.qd

uFqFrulrerupq&€ :Pq xS

Iue0r.fIusurao
!t of, 18 HquS .uillld

upqFrutDtulqq :!4q xS

tuc0i.9
!)toJ B Hqq ureqd

uFq.rutDrupqilE:Qa xS

Elaqatul /lllh
talutqaog \!,/

IutuEo
!)t 03t Hqu9rulqd

uF{.tu!/.tupq58 :|4q xs

(1!!)
t/,a
o!
-o:lE.I
!o
.E@oe
9E

=!l,L,jj

,HI[i?(D
gr.Yl=o

ETETE! tE r
.aE.= EsI! B= C' 

'.L EC, i A- 4E E;
-IEE

E P5#ii r= r
FEE g;
,L GCt r 

=- EE E;
-liE

e)
tae
g*
-cr :lE ,.8*

!o
(!o
oe
?E

iEE

EEqlirul /tlh
retElrq.ofl \9,,

grl!!

:FE#;! tE r
E. :8.= E g
a! aE (,*

.L GC) T A- EE E;
=IEE

uraqlatul
Dtuyqaog

ti\E
- Erbt Eo
= 

Lurt

| "ioE .=-
= ue
'* =:E
,= g€

-

ru)ule
o!
-o:.E,I
E'
o)
(Eo
oe
?E

lJ- ,5

'or,ororJlif"i?
u!.{.tul r.3ulrqrog :!{q xs

,:llu'l"J(D
rrr!l?

^ BE JP !3 EB * i
^ 

rt6 i5 -T:sq
-g 

EE e;
.E ECt I 

=-EEE;
-IEE

EDqptrl ,li\
I.trgqilg \U,,t

s'M
-BEgE
E f B fi.+
E:= r
TEE g;
'=E€.E=-IEE

ulaqlatEl
raruuqaog0)

o2
O'J
.ct:(!5*

t,o
(!ooe
!E
l!6

trueur39
'D)t ol ! Hqu9 rur?qd

u!.'ll.8utra8u!q-g :Wq xS

,S"iif"'"I(U
sr -Yl ?

^ bE g E9 EO II :f Lh a i
^ 66 i: -
E rg q
E-aEfr
.! 6= (J;9
.L GO I -{F eE tr:

=it =t
=iiE

,I#]f.,#(D
gl!l?

EFEf;;l"isi.EC-o,

TEE Eg,=E€!=
-IEE

uleqptut t\
r.tnrqoog \E ,,

gr .Yl !

EFETgI"isii5 E- 6,

FEE E;
,=E€-e=

=IEE

sr -Y! ?

-BEg!: EE * ;
^ 66 i: -

E := t
F=:E E*
,= E€ ! 

=
-IEE

u!arllatul
ratuuqaog,Yr'Jlli".'""d (U

s' .Yl !
"85*€= -h a i
^ 

r't€ i.: *
?..io t.li E- (l,

s _-^.= Er
aE a= o;9

.L Go r IF Ets tr :
Jg_-

=ifE

!xoJ? HquSru4J
upqFrqF uu't o€ :Pq xS

ura{alul
rsturqaog

!l ol ? HqurS lu.Lld
ur.qptolr.ruuqr€ :!4q xS

maqetul
ratuuq.og

IuPurrC
!xol ? Hqu9 rueqd

unql.tutr.8uuqil8 :r4q xS

lucultt
5r-0t? Hqq ucqd

upwtotr.ruuqq :4q rS
uarJlatul

ratuugaog

!x03 ? Hqug lueqd
u!.qF8qr.tuu{.o€ :|4a xS

ru)ut9
o!
-oI(EJ
E
o)
.!o
oeo;?

=9lJ- o;

(1"E
Ule
qre
-o:aE5P
!
6'#i(go
o=(JH

=9lL .3

C'i

oEE
= 

Lh

? niu
C:Ec,
'3 =:E
.E EC)FCE

=o
=

r,lll')

oe
or!
-o:(!,f;
!,
o,
|Eooe
PE

=9lJ- ,5

meqlatul d[\
r.turrqaog \U,/

._E$E
9 EC' .cI:
E;B.gd*I"iutii E- o

F=:E E*
'= E€ ! 

==IE5

n
t/l?
qr!
-cl :(!,I
t,
o)lri(Eo
oe
PE

l!6

trurur.3
!x 03E Hquc uu?qd

u!.rlptul ritulqr€ :!pq xS

urirllatul ,tlllh
ralutrqaog \[,1

sr -Yl !^EEgr(, EO -Ct :E.iEs"*?"ioi-li E- O']cEe,'l;
S gE B *F E€ i!

=o=€
=liE

(,lll,\

vte
o!
lt:(!
!(,
(go
oeo*
E=
=9l! ,i;

-+-
;;,,., ---- ,;;-

!x of, E HquO !ue{d 5) 03 ? HquS luEqd
ut:e-:iit:irupqq :la xs ulaqPtotJetuu{a€ :lQq Ys

,yJf$,x'.il(u 1 ,s,ift11'J$)

:EEti EBFtii.iUr ltiUe.liE-oiiE-(l,

EEE E; :$EE E€* EE # = 
F EE 

# 
=

ulaqlotul
rattruqaog

EFEEr=ti .=-

F =:E
IL EO-€E

-

E'I\EoPE
= 

L6

:T=
ts Ee.s €'E

IL EO-€E
-

EBEtrs
.F =:E
,= E€

=

Ei\coP:
f LU,|
^ 

Ut@? e.iu
E Ec
'S =:E
.L CC'
FE=

=o
=

EFEi] "iu
FEE

.L 6C'-5E

EN\GoFE3
^ 6O
I aio
CEe,
s€E

.E 6C)FEE
=o-

sr.Y!?

"E5*EE,iEs"-?.iu tiY E- O':c:E e|j::
.9. =oE i5 6
(! 6= aJ:9

.L cc) I <
tuL>z

=o=€=E5
IuPur.C

!) ol 18 Hqug lureqd
uL.qprulr.tuttl{8 :4q tS

Errnaiul /tfllh
ra8urqaog \9,.,/

sr -Y! ?

"E5*€= 
b!.t a I

^ 
6Cl jj *

?.iu i.u E- O.l?Ee, li
'S =:E 8;
.L GC, I 1F EE tr:

=o=5
=iIE

Eliqtrtu.l /llh
ratuFqaog \9/

grIlE

"E5*€.l;E^sEI"ioi;: c- 6,

tEE sgF.E€ E}J9-r
-IEE

E
o,
tEooeor?

=9lJ- d

l!
E
o,
.!
t-

,ffiffi'Jl(u)
or.Yl?

EFEf;3?"isi.i:l E - O'

gEE g;
,=E€.E:

-IEE

,#ff#Jn
gr!!?

EFETiI"isi.lJ E- 0,

TEE g;
.E EC) I -F Ets tr'

5O=5
-lE5

ma{lrtul /rllt\
raftuq.og \9,1

" E5*E
E xE g "
iJ E- c,

FEE g;
.E aCt r .- EE E;

=IEE

--T- rI r,*"e | ,*,
| 'ol'6?Hqug.ut{d | 'olo]tHqug.uiuI upl|.lulElupq.ot:leq rS ' upl.tqrtuFfod:pqrs

Iueur.9

u!.qtrtut /lI|\
reiuuqog \[/

gr.Yl?

EFET:
E:= r
.E. =EE E g
l! a= aJ *.L GCt r ;- EE E :

-IEE

r'lll')
64
o!
O_I
G;*
t,o
.!ooeo*t<
E2
=2lJ- ,i3

ularllir[l
ratullqeog

Iuluao
'9r'o? xqu9.uqJ

u!.{.tul r.tuIq-g :!4q xs

Iulu39
'c)'0JT HqurEureqd

ur.{l.rulF ulqq :!Qq xs
ulet{latul /dlllh

raiurrqaog \[/
or!l?

^BE!r
E f E i;Trgq
! L- IE'Ee !.r
'S =:E H.;
.L dC) I -F ets tr,5o=€

=IEE
Iuluao

'5I rf, ! Hqu9eueqd
0EqFrul).luuqs€ :aq tS

ureqtet!t y'llh
Ieruuqaofl \U-,/

a!!?
^BE!iLr ECr -Ct:
= -6 d i
^ rrt6 E -I "iu s.ii E- d)

E E.= Ei'E =-E 3i.E GC) | aF ts:: tr:
=o=€

=IEE

5r'01? HquS ruPqd
upqldqr.lup{q :|Pq xS

?

o
V
V
Y

ulaqF ut
ratBrqaog

E!eqlatul
raturqaofl

CN

"EE= -!rA utoii ".io

TEE
'= E€-

E!.qtetut /rtrh
relurqrog \f,,1

or!13
gEE#I
n 6€ E -I"iuiiJ E- (l,

gEE E;
.E ECI T 

=-EE.E:
=lE5

-,

I

I

I

-1

I

I

I

E'T\tog;
= 

b!'t

I "ia
CEe,.s g'E
,= E€

=
{uEua,

'9X of,8 Hqu9eurqd
uEqFrulreluuqa€ :@ xS

I

I

toru€ | ,*o
'o)t?f,tH{u9!u!{d ' 'c)l€lHqurrulqd

oF{.tr4Dtupq.o0 :!{q rS utt{.lul dulxto8 :nq xs

trf

Iueur€

E!.qlatut /It\
returqog \U,l

rrr.Yl?

EEET;Er=r
FEE g*
,=E€.8=

=IEE

+

https://nhathuocngocanh.com/



TRAJENTA. DUo

rHuoc sAN rHno DoN nAc sY

Thirnh phfln:

I vi6n bao phim chria

Linagliptin
vir
Metformin

pOi vOi nhfr"g. bQnh nh6n chuy6n tt ph6i hqp linagliptin vd metformin dang ri6ng 16 sang dang ph6i
hqp c6 dlnh li6u, n6n bdt ddu TRAJENTA DUO d mric li6u linagliptin vir metformin md b6nh nh6n

T6 duoc:
L-Arginine, Maize starch, Copovidone, Silica, colloidal anhydrous, Magnesium stearate (F470b),
Hypromellose 2910, Propylene glycol, Titanium dioxide (E171), Talc, Iron oxide red/yellow (F.172)

Chi.Iinh

TRAJENTA DUO dugc chi <linh diCu trib6 sung cho cfr6 aq 5n phu hqp vd v6n d6ng nhdm cai thien
kitim sodt ducrng huyi5t cr nhirng bQnh nhdn truong thdnh drii th6o ttucrng typ 2 n6n tluqc dieu tri d6ng
thoi vdi linagliptin vd metformin, b6nh nh6n chua rlugc ki6m soSt ducrng huy6t thich hqp vdi
metformin <lcrn tri liQu ho4c bQnh nh6n dang duoc kiiSm so6t ducrng huy6t t5t khi di6u tri d6ng thoi
v6i linagliptin vd metformin ri6ng rE.

dang str dUng.

ki6m

N0n str dgng liAu TRAJENTA DUO chfta2,5 mg linagliptin 2 lAn m6i ngdy (t6ng liAu hdng ngdy 5

mg) vi mQt li6u metformin o mfc tuong tU li6u bQnh nhdn dang sir dung. Khi ph6i hqp TRAJENTA
DUO v6i mQt sulphonylurea, c6 th6 cAn dung liAu sulphonylurea th6p hon do nguy co ha ducrng
huy6t (Xem phAn Ctnh b6o d{c biQt vd th4n trqng).

Tucnrg img v6i c6c mric liAu metformin kh6c nhau, TRAJENTA DUO c6 circ hdm lugng bao g6m
2,5 mg linagliptin cQng v6i 500 mg metformin hydrochloride, 850 mg metformin hydrochloride
ho4c 1000 mg metformin hydrochloride.

Suy thfln.
Chi c6 th6 sir dgng TRAJENTA DUO cho bQnh nh6n suy th4n trung binh, giai doan 3a (<1Q thanh
th6i creatinin [CrCl] 45-59 ytLlphtt! hodc dQ loc cAu th4n u6c tinh [eGFR] 45-59 mLlphitll,T3m2)
n6u nhu kh6ng c6 cilc y6u t6 c6 th6 ldm t[ng nguy co tdng nhiSm toan acid lactic vd dtng theo li6u
hjQu chinh nhu sau: Li6u t6i da dugc khuy6n c6o cria metformin o nhirng bQnh nhAn ndy ld 500 mg 2
,l i.
lan mol ngay.
Phii theo doi ch[t chc chric nrng th4n (xem phAn Thfn trqng rlic biQt vd Canh b6o)
N6u CrCl hodc eGFR lAn luqt du6i mtic 45-59 mllphft ue qS-Sg mL/phttll,73m2,ph6i dimg dung
TRAJENTA DUO ngay l4p tric).

Suy gan
TRAJENTA DUO ch6ng chi dfnh tr6n bQnh nhdn suy gan do thu6c c6 chria thdnh phAn metformin.
(xem ph6n Ch6ng chi dinh)

Nguiri cao tu6i
Do metformin thii trir qua th4n vd benh nhan cao tu6i c6 xu hu6ng suy gi6m chric ning th6n vi vdy,
n6n theo ddi chric ndng thpn thudng xuy6n o nhirng b6nh nhan cao tu6i di6u tri v6i TRAJENTA
DUO (xem phAn Cinh b6o dpc biQt vd thQn trqng). -

T16 em vi thanh thi6u ni6n
Kh6ng khuy5n c6o sri dung TRAJENTA DUO cho tr6 du6i 18 tu6i do thi€u dir liQu ve nigu qu6 vir
tinh an todn cta thu6c. /i\
QuGn rdu UC1
N6u qu6n mQt li6u thu6c, cin u6ng ngay khi bQnh nhan nh6 ra.
Tuy nhi6n, kh6ng n6n dtng li6u g6p d6i cung mQt thcri tti6m. Trong trudng hgrp d6, n6n bo qua li6u
d6 qu6n.

Chiins chi dinh

o Qu6 m6n v6i ho?t ch6t linagliptin vd,/ho5c metformin hay v6i U6t ty t6 duoc ndo cira thu6co Diii thiio dunng nhiSm toan xC t6n
o Ti6n h6n m6 rl6i thrlo dudng

co

2,5 mg

500 mg, 850 mg hodc 1000 mg

C
ul
o

6

TRAJENTA DUO dugc chi itinh ph6i hgrp v6i m6t sulphonylurea (tric ld ph6c d6 di6u tri
ctng v6i ctrti O9 5n phir hqp vi vQn dQng 6 benh nhdn chua dugc ki6m soiit dudng huy6t tOt
metformin vd mQt sulphonylurea d mfc tOi ea c6 th6 dung nap dugc.

Li6u tuone var cich dine 0trl

3 thu6c)
vcn lreu

Li6u khuytin c6o ld 2,5l5OO mg,2,51850 mg hoic2,5ll000 mg hai lAn m6i ngdy.
NOn lga chqn liCu dga tr6n cne AO di6u tri hiQn t4i, hiQu qui vd d0 dung n4p ctia thu6c tr6n timg bQnh

nhAn. Li6u hang ngdy t6i <la dugc khuy6n crlo ctia TRAJENTA DUO Id 5 mg linagliptin vd 2000 mg
metformin.

NCn str dqng TRAJENTA DUO ctng bfia 5n, v6i li6u tdng tir ttr tI6 gi6m t6c dgng php tr6n ducrng

ti6u h6a li6n quan d6n metformin.

di6u
Vdi benh nh6n d6y kh6ng duqc tri bdng metformin, li6u khoi dAu dugc khuy6n c6o ld

2,5mg linagliptin/5 00mg metformin hydrochloride 2 ldn m5i ngdy

BCnh nh6n chua duoc ki6m so6t dulng hu),iSt t6t vdi lidu ti5i da metformin dcrn tri liOu

OOi vOi nhft'ng bOnh nhdn chua dugc kiiSm so6t ducrng huy6t tdt voi metformin dcrn_trf liQu, li6u khcri

dAu th6ng thu-crng cira TRAJENTA DUO n6n cung c6p fnagliptin2,5 mg 2 ldn m6i ngdy (t6ng li6u
- x.
5 mg m6i ngey) vd metformin vcvi li6u <lang sir dung.

BOnh nh6n chuvi5n til ph5i hcrp linagliptin vd metformin dane ri6ng 16
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. Suy th4n trung binh (giai tloan 3b) vd n{ng ho4c r6i loan chfc nlng thdn (CrCl < 45 mLlphtt
hoflc eGFR <45 mLlphttll,]3m2)

o C6c tinh tr4ng c6p tinh c6 nguy co 6nh hucrng d6n chric ndng th4n nhu:.m6t nu6c, nhi6m khuAn
n{ng, s6c, sfr dung cilc thu6c cdn quang iod ducrng tinh m4ch (xem phAn Cinh b6o d{c bi6t vd
thfn trgng)

o B6nh c6 th6 g6y thiOu oxy d m6 (d4c biQt c6c bQnh c6p tinh hoflc tinh tr4ng x6u di ctra bQnh m4n
tinh) nhu: suy tim m6t bt, suy h6 h6p, nhOi m6u co tim gen d6y, s5c

o Suygan
. Ngg tIQc rugu cAp tinh
. NehiQn rugu

Kh6ng n6n sri dr,rng TRAJENTA DUO cho bQnh nh6n d6i th6o dunng typ t hoflc bgnh nhdn d5i th6o
ducmg nhi6m toan xO t6n.

Sir dune voi c6c thudc dd bi6t q6), ha dudng huy6t
Linagliptin
C6c thu6c kich thich titit insulin vd insulin tluo. c bi6t.g6y ha dulng huy;5t. Trong mQt nghiCn cr?u l6m 1
sdng, viQc sir dgng linagliptin kCt hqrp v6i mQt thu6c kich thich ti6t insulin (vi du sulfonylurea) di ',
ctng vni ty le ha ducrng huyiSt cao hcvn nh6m gi6 dugc. Ti lQ ha dudng huytit cao hon khi str dung /

linagliptin k6t hqrp v6i insulin o nhirng benh nhan suy th{n n{ng. Do vfly, itC giam }guy co h4.duong ,t
huy6t khi sir dpng k6t hqp v6i TRAJENTA DUO, c6 th6 y6u cdu dung mQt li6u thdp hon thu6c kich ;\tthich ti6t insulin ho{c insulin. 

^ 
\

W1

Xi\J#!^"ytlt t trong xu6t hiQn o nhirng benh nhan dtng metformin dcm t im,i sir dpng o nhirng
trudng hqp th6ng thudng, nhrmg c9 thC xu6t hiQn khi luqng calo dua vdo chua dir, khi tflp th6 duc
qu6 sirc md khdng dugc bt dip ilAy ilir luqng calo, hoflc khi sir dqng d6ng thdi v6i cilc thu6c ha

ducrng huytit khrlc (vi dU SU vd insulin) ho{c ethanol. BQnh nhdn cao tu6i, suy nhuoc, ho[c suy dinh e4

du0ng, vd nhirng benh nhdn suy tuy6n y6n ho{c thugng th4n hofc ngQ dQc ruqu dflc biQt nh4y cim .1

voi anh hucrng h4 itucrng huyiSt. H4 dudng huy6t c6 th6 kh6 nhan bi6t rlu-o. c d ngudi cao tu6i, vd d
bQnh nhdn rtang dtng c6c thu6c ric chti p-adreneric.

Nhi6m toan acid lactic
NhiS- t*, acid lactic ld mQt bitln chrmg chuyiSn ho6 nghiOm trgng c6 th6 xu6t hiQn do tich tg
metformin trong qu5 trinh di6u tri v6i TRAJENTA DUO vd gdy tri vong 0 khoing 50o/o cdc trudng
hqp. NhiSm toan acid lactic c6 th6 xu6t hiQn ctng v6i mQt s6 tinh tr4ng sinh lf bQnh, bao gdm cd dii
th6o ducrng, vd b6t ky khi niro c6 gi6m tlang kC tai tu6i m6u dtin m6 vd giim oxi m6u. Nhi6m toan

acid lactic c6 dflc tinh gdy t6ng n6ng <10 lactitetrong m5u (> 5 mmol/L), gi6m pH m6u, r6i lo4n tliQn

gi6i do tdng khoing tr6ng anion, vh tdng ti s6 lactate/pynrvate. Khi metformin dugc xem ld nguy6n

nhdn g0y toan acid lactic, n6ng dO metformin trong huy6t tuong thubng > 5 p,glmL.

Ti tg dugc biio c6o toan acid lactic o nhirng bQnh nhdn ding metformin khodng 0,03 trucrng

ho,p/1000 benh nhdn-nam, (v6i x6p xi 0,015 trucrng hqp tir vong/l000 bQnh nh6n-ndm). Trong hcrn

20.000 bQnh nh6n-ndm dirng metformin trong c6c thtr nghiQm l6m sirng, chua c6 b6o c6o niro li€n
quan d6n toan acid lactic. C6c trucrng hqp dd b6o c6o xuAt hiQn chir yOu o nhirng bQnh nhin <15i th6o

ducrng c6 suy th{n d6ng t6, bao g6m benh t4i thQn vd giim t6i tu6i m6u thdn, thuong o nhirng

trudn; hqp c6 nfridu y6" ap nQi khoa/ph5u thuQt d6ng thoi vd ctng hic dtng nhiAu thuiSc. BQnh nh6n

suy tim sung huy6t cAn kiiSm so6t thu6c dtng, dac biQt khi kdm gi6m tu6i m6u vir gAm oxy m6u do

kh6ng 6n ilinh ho[c suy tim c6p, c6 nguy co t[ng nhi6m toan acid lactic. Nguy co nhi6m toan acid

lactic,t6ng l6n ctng v6i mric dQ suy th4n vd tu6i bCnh nhdn. Do vQy, nguy co nhi6m toan acid lactic
c6 thd gi6m d6ng k6 th6ng qua viQc thucmg xuy6n ki6m so6t chric ndng thf,n d nht'ng bQnh nhdn
dtng metformin. D{c biQt, dieu tri o nhirng bQnh nhdn cao tu6i n6n di ctng vdi vi6c ki6m so6t ch{t
ch€ chric ndng th4n. Kh6ng n6n khoi dAu di6u tri metformin o b6t ky benh nh6n ndo tru khi ki6m tra
dQ thanh thii creatinine cho thdry kh6ng suy giAm chric n6ng th4n. ThCm vdo d6, n€n ngtmg dtng
metformin khi xu6t hiQn b6t k! d6u hi6u cira gi6m oxy m6u, m6t nu6c, ho4c nhi6m tring . Do suy
giim chric ndng gan c6 th6 6nh hucmg nghiCm trong d6n khi n6ng thdi trir lactate, n6n tr6nh sir dqng
metformin o nhirng bQnh nhdn c6 bing chimg l6m sirng ho{c x6t nghiQm cho thSy suy gan. BQnh
nh6n n€nthpn trong khi u6ng nhi6u rugu trong hic dtng metformin, do rugu c6 th6 gAy 6nh hu&ng
d6n chuyEn ho6lactate ctra metformin. Th6m vdo d6, n6n ngimg sri dgng t4m thoi metformin tru6c
khi tham gia thir nghiQm cdn quang n6i mach vi b6t kj,phiu thudt niro cAn thitlt h4n chrl thric 5n vd
dich. Sri dgng topiramat, mQt ch6t ric ch6 carbonic anhydrase trong didu tri chimg dQng kinh vd
phdng ngtra dau nira dAu c6 th6 g6y toan chuy6n ho6 php thuQc li6u vd c6 th6 lim trAm trgng th6m
nguy co ctra metformin gdy nhi6m toan acid lactic.

Khoi ph6t nhi6m toan acid lactic thucvng kh6 th6y, vd di kdm v6i c6c triQu chimg kh6ng d{c hieu
nhu kh6 chiu, dau co, suy h6 h6p, tdng bu6n ngt, vd d1u bgng kh6ng d4c hi6u. Nhi6m toan n{ng hon
<li kdm vdi cric d6u hiQu nhu gi6m than nhiet, ha huytit 6p, nhip tim ch{m kh6ng tri. Benh nh6n n6n
dugc hudng d6n Oe nn4n bi6t vd b6o ciio ngay citc tri6u chimg. N6u c6, n6n ngimg sir dgng
TRAJENTA DUO cho di5n khi hCt tran nmem toan acid lactic. Rdi lo4n da ddy ruQt ld mQt brio c6o
pn6 Uien khi bit dAu di6u trf v6i metformin vd duoc quan s6t v6i t6n xu6t th6p hcrn o nhirng bQnh
nhen de ding metformin l0u ddi vcri li6u 6n dinh. R6i lo4n d4 ddy ruQt xu6t hiQn tr6n ciic bQnh nhAn
dtng metformin ldu ddi v6i li6u 6n dinh c6 th6 do nhi6m toan acid lactic hodc do benh l;f nghiCm
trong kh6c.

E6loai tru nhiSm toan acid lactic, n6ng ilQ diQn gi6i huyi5t thanh, ketone, duong m6u, pH m6u, lactat
vir n6ng d6 metformin trong m6u c6 th6 c6 ich. N6ng dQ lactat huy6t tucrng iinh -a.f, hic d6i cao
hon gi6i han tr6n cira mric binh thuong nhung th6p hcm 5 mmol/L o nhirng bQnh nhdn dung
metformin kh6ng nh6t thi;St chi ra sip bi nhiSm toan acid lactic vir c6 th6 do cric co ch6 khiic, nhu
ki6m sorit k6m <trii tlulng hodc b6o phi, hoat itQng th6 luc qu6 sfc, hodc nht'ng v6n dO ve ty ttru4t
khi x6t nghiQm m6u.
N€n nghi ngd nhi6m toan acid lactic o U6t ty bQnh nhdn d6i thrlo duong bf toan chuy6n hori thi6u crlc
bSng chimg cria nhi6m acid keton (keton niQu vd keton trong milu). NhiSm toan acid lactic li mQt
tinh tr4ng ykhoa khan c6p do v4y phii dugc tli6u tri trong b6nh viQn. NCn ngimg sri dpng ngay l4p
tric vd chuy6n ngay sang c6c biQn ph6p h5 tro thay tfre O Uenfr nhAn nhi6m toan acid lactic -a bung
sir dgng metformin. C6 the thAm trich metformin (thanh thii l6n d6n 170 ml-/phrit 6 tinh tr4ng huy6t
rl6ng t6Q vd khuy6n ciio lgc m6u dti lo4i bo metformin tich trt vd hi6u chinh nhi6m toan chuyZn nla.
Ki6m soiit nhu vQy thuong d6n d6n giam triQu chimg nhanh ch6ng vn h6i phuc.

4\-)
Vi6m tuy \ J'J t

DE c6 cdc b6o crio h4u iai "9 
u1g*.ty-y cAp, kii cA vi6m tuy g6y tri iong o nhirng. bgnh nhdn dtng

linagliptin. Dgc k! luu f v6 cric d6u hiQu vi triQu chimg c6.th6 c6 cria vi6m tuy. N6u nghi ngo viem
tuy, ngay lfptric nsuns dung TRArpNra DUb ve nr6i AAu dieu tri thich hep. Ch;";iaili;; be,,i
nhdn ttd c6 ti6n str vi6m tuy ihi c6 t6ng hay kh6ng nguy co b! vi6m iuy trong i.ni a,ing fnAipNfa
DUO.

Thin trons dIc bi6t vir Cinh b6o

Canh chung

J
,l
d'{

Ph6n img qu6 m6n
DE c6 c6c b6o crio h4u mdi v6 phdn img qud m6n nghiCm trgng o bQnh nhdn dtng linagliptin (m6t
thenh phAn.ctia TRAJENTA DUO). Cac pnan tmg dao g6m's6"c quq m[n, ft u -u.t, vd tinh tr4ng
bong da. D6u hiQu khoi phrit c6c phan ung xu6t hiEn trorig 3 thanjdAu sau ihikdiaa, aic, iJiji
linagliptin, vcri m6t vdi brio ciio xu6t hi6n sau khi dung tlAu OAu tien. Ntiu nghi ngd mQt phan img
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qu,a mgn nghiOm trong, ngimg sri dpng TRAJENTA DUO, d6nh gi6 c6c khA ndng kh6c c6 th6 gdy ra
bi6n c6, vd dtng mQt bien phrip kh6c di6u tr! tlli th6o ducrng.
Phu mach dd dugc b6o c6o v6i c6c thu6c ric chti dipeptidyl peptidase-4 (DPP-4) kh6c. Sir dpng th4n
trgng o b6nh nhdn c6 tiiin sir pht mach do tru6c d6 dung thu6c ric ch6 DPP-4 do chua Uie-t tgu
nhfrng benh nhdn ndy c6 thC biphu m4ch khi tli6u tri v6i TRAJENTA DUO hay kh6ng.

N6ne d6 Vita@in Bl2
Trong m6t nghiOn cr?u ldm sdng c6 ki6m sorit k6o ddi 29 tuAn v6i metformin, dd quan s6t th6y x6p xi
khoing 7%b)nhnhdn di6u tr! v6i metformin c6 gi6m du6i mric binh thucrng ndng <lQ vitamin Bl2
vd kh6ng c6 bi6u hi6n l6m sdng. Gi6m n6ng dQ Vitamin B12 ndy c6 th6 do sg can thiQp trong h6p
thu Vitamin Bl2 ttr t6 hqp c6c yiSu t6 nQi t1i Bl2, tuy nhi6n, r6t tritim tli kdm vOi thi6u m6u holc
bi6u hiQn thAn kinh do thdi gian dtng ngin (< I ndm) trong c6c thtr nghiQm l6m sang. Nguy ccy c6
th6 li6n quan nhi6u hcm o nhirng bQnh nhdn ili6u tri ddi han v6i metformin, vir iI6 c6 chc b6o ciro

t,ngoai y hau m6i v6 c6c phan img huy6t hoc vd th6n kinh. Giim ndng dQ Vitamin Bl2 nhanh ch6ng
d6o ngugc khi ngtmg str dgng metformin ho4c b6 sung vitamin B12. Khuytln c6o ki6m soiit cdc
th6ng s6 huy6t hqc dlnh k! hdng ndm o nhirng bQnh nh6n dtng TRAJENTA DUO vd U6t ty U6t
thuong ndo cfing n6n duo. c xem x6t vir xri l)i. MOt vdi trudng hqp (voi nhirng bQnh nh6n thitiu ho4c
h6p thu kh6ng itAy dir vitamin Bl2 ho4c calci) ducmg nhu ndng-dQ vitamin-ef Z aE du6i mric binh
thuong. O nhirng b6nh nh6n ndy, kii5m so6t thudng xuy6n n6ng dQ vitamin B12 huytlt thanh trong
khoing thdi gian 2-3 ndm lA c6 lqi.

Dimg rucru
Rugu duqc bi6t dtin lim tdng tdc dung ctra metformin tr6n chuy6n h6a lactate. Do d6, b6nh nhdn n6n
duo. c cinh b6o kh6ng u6ng ruqo qu6 mric trong khi dtng TRAJENTA DUO.

^. .4
I nleu oxy
Tryy tim mach (s6c) do nguy6n nhdn b6t k! (vi dp, suy tim sung huy6t c6p, nh6i m6u c<r tim c6p, vd
c6c tinh tr4ng khric dugc dflc tnpg bcri gi6m oxy miiu) c6 li6n quan v6i nhi6m toan acid lactic vi
cf,ng c6 th6 g6y ra ting ure huy6t tru6c th4n. Ndn ngrmg thu6c ngay khi xhy rac6c bii5n cd ndy o
nhtng bQnh nhan dang <ti6u tri TRAJENTA DUO.

Chric ndne than: ry
Do metformin hydrochloride tlugc th6i trir qua thQn, ndn x5c dinh n6ng dQ creatinin huy6t thanh
tru6c khi Uit AAu di6u tri vd rlinh kj, sau d6:
. it nh6t hdng ndm d bgnh nhAn c6 chric ndng th0n binh thudng
. it nh6t 2 d€n+ lan m6i ndm o bQnh nh6n c6 ndng dQ creatinine o gi6i han tr6n cira mric binh

thudng vi bQnh nhdn cao tu6i.
Chdng chi ilinh TRAJENTA DUO cho nhirng bQnh nh6n c6 CrCl <45 mVphrit (eGFR < 45

mllphttll,Tr*).

Suy gi6m chric n6ng th4n o nguoi cao tu6i thucrng g{p vd kh6.ng c6 triQu chimg- Cin than t.qlg 9?i
biQt irong trucrng hqp chfc ndng thQn c6 th6 bi luy giaq, chdng hal k4i bi p6t nu6c ho{c khi bat

dAu <lieritri voi-thu6c ch6ng tang huy6t 6p, thu6c-lqi tieu vd khi bit dAu di6u tri vdi thu6c khang

vi6m kh6ng steroid.

Trong crlc trudng hqp tr6n, n€n ki6m tra chric ndng thfn tru6c khi Uat AAu di6u tri voi metformin.

Chr?c ndng tim:
Berh 

"he" 
r"y tim c6 nguy co thi6u oxy vd suy thfln cao hcvn. O bQnh nhin suy tim m4n,5n dinh, c6

th@ sir dgng TRAJENTA DUO vcri di6u kiQn theo d6i thulng xuy6n chric ndng tim vd thfn.

Ch6ng chi dinh TRAJENTA DUO cho nhirng bQnh nhdn suy tim c6p vd suy tim khdng 6n dlnh do
thu6c c6 chria metformin (xem phdn Ch6ng chi d!nh).

Su dung c6c thu6c cAn quang iod
ViQc sir dung ciic thu5c cin quang iod dudng tinh mach trong c6c khAo s6t X-quang c6 th6 d6n t6i
suy th{n, do <16 n6 c6 th6 d6n t6i sp tich lu} metformin vd g6y tdng nguy co nhi6m toan acid lactic.
O nhimg bQnh nhdn eGFR > 60 mVphritll,T3 m2 phdi ngrmg metformin tru6c hodc trong thoi gian
kh6o s6t vd kh6ng st dpng lai it nh6t trong vdng 48 gio sau d6, chi sir dung sau khi d6nh gi6 l4i chric
n6ng thf,n vd k6t qui kh6ng bi x6Lu di (xem phAn Tucrng t6c).
O nhirng benh nhan suy th4n trung binh (eGFR gifia 45 vd 60 mllphutll,T3 ^'), ph6i ngtmg
metformin 48 gid tru6c khi su dung thu6c cfur quang iod vd kh6ng dtng l4i it nhat 48 gio sau d6, chi
sir dpng sau khi tl6nh gi6 l4i chric ndng th4n vd kiit qud kh6ng bi x6u di (xem phAn Tucrng t6c).

PhAu thuAt
Phii ngimg sir dgng metformin hydrochloride 48 gio trudc khi ph6u thudt theo chuong trinh c6 gdy
mO toirn th6n, giy mO tiry s6ng ho{c ngodi m}urg cimg. C6 the trii sri dpng thu6c sau 48 giO tir khl
phlu thu4t hodc sau khi benh nhin dugc nu6i 5n trOlpi bing ducrng miQng vh chi khi chric ndng th4n
dugc x6c dinh la binh thucrng.

Tuone tic
Khii qu6t
fhOi frqrp da li6u linagliptin (10 mg 01 lAn m6i ngdy) vd metformin (850 mg 2 6n m5i ngdy) trOn
ngudi tinh nguyQn kh6e manh kh6ng dnh huong <tang kC dtin duqc dQng hgc cira linagliptin 15n

metformin.
C6c nghi€n cr?u vO tuong t6c duoc d6ng hgc cria TRAJENTA DUO chua duo. c tiOn hanh; tuy nhi6n,
ntrfi'ng nghiOn cuu loai ndy d6 duo. c ti6n hanh v6i c6c hoat ch6t ri6ng 16 cria TRAJENTA DUO ld
linagliptin vd metformin.

Linagliptin

Ddnh gid tuong tdc thuijc in vitro:
Linagliptin ld mQt chAt ric ch6 dua tr6n co che tir ytiu di5n trung binh vi fc chd canh tranh y6u d6i
vdi CYP isoenzym CYP3A4,nhmg kh6ng ric chi5 c6c isozym CYP kh6c. Thu6c khdng ph6i ld ch6t
g6y cim img vcri crlc CYP isozyn.
Linagliptin ld mOt co ch6t P-glycoprotein vd uc ch6 sg vfn chuy6n digoxin qua trung gian p-
glycoprotein voi hoat ltrc thdp. Dua tr6n cdc k6t quA niy vd c6c nghiOn 

"uo 
uC tucrng thi tiu6c in

vivo,linagliptin dugc xem ld it c6 kh6 ning g6y ra tucrng t6c v6i c6c co ch6t f-gr knec.

Ddnh gid tuong tdc thu6c in vivo:

?t]it ]am sang trinh bdy du6i ddy cho th6y nguy co tucmg titc c6 j'nghia l6m sdng do sir dung c6c
thudc d6ng thoi li th6p. Kh6ng ghi nhAn du-o. c tuong thc ding kO tr6n l6m sang ddi h6i phai hiQu
chinh li6u.
Linagliptin kh6ng c6 6nh huong ldm sdng li6n quan d6n dugc dQng hgc cria metformin,
glibenclamide, s.imvastatin, pioglitazone, warfarin, digoxin hay cic thu6c i.,intr tt ai ducrng u6ng,

. di6u nhy cung cdp bdng chimg in vivo cho th6y xu hucmg it gdy tuong t6c thu6c vcri c6c .o .Ih6t 
",iuCYP3A4, CYP2C9, CYP2C8, P-glycoprotein vd ch6t vfn chuy6n cation hiru co (organic cationic

transporter - OCT).

Metformin: O ngucri tinh nguy0n.kh6e manh, sir dgng <t6ng thoi lidu metformin 850mg ba lin m6t
ngdy voi mQt liAu tr6n ngudng ttiAu tri la r0 mg linagiptin irqt lan hang ngiy kh6ng fari tfr"v AOi 
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V n#? l6m sirng dugc dQng hoc cira linagliptin hodc metformin. Do d6, linagliptin kh6ng ph6i ld
mQt ch6t fc ch6 vAn chuyCn qua trung gian OCT.

Sulphonylureas:Duoc dQng hgc d tr4ng th6i 6n dinh khi dtng li6u 5mg linagliptin kh6ng bithay d6i
khi dtng, ctng vcri mQt li6u dcrn l,75mg glibenclamide (glyburide) vi nhitiu li6u linagliptin 5 mg
,lyolg u6ng. Tuy nhi6n, c6 giem ru% 6 ci hai gia" tri AUC vd p.u* cfra glibenclamide khdng dring
kC vC mflt l6m sAng. Do glibenclamide duoc chuyiSn h6a chu y6u bcri CYP2C}, nhirng dfr liQu ndy
cfrng h6 trg cho th6y Hnagliptin kh6ng phii ld mQt ch6t ric chti CYP2C9. C6c tucrng tic c6 y nghia
l0m sang kh6 c6 th6 xAy ra voi c6c sulphonylurea kh6c (vi dg glipizide, tolbutamide vd glimepiride)
duqc thAi tru chir y6u boi CYP2C9 tuong tg nhu glibenclamide.

Cdc thiazolidinedione: Sir dpng d6ng thcri nhi6u liAu hdng ngdy l0 mg linagliptin (tr6n ngudng di6u
tri) vcri nhi6u li6u hdng ngity 45 mg pioglitazone- mQt co ch6t cira CYP2C8 vd CYP3e+ knOng cO

6nh hucrng l6m sdng l6n dugc tlQng hoc cta ch linagliptin vd pioglitazonehay cdc ch6't chuyrSn h6a
c6 ho4t tinh ctra pioglitazone, di6u niry cho th6y linagliptin kh6ng phii ln ch6t ric ch6 chuy6n h6a
qua trung gian qua CYP2CS in vivo vi ring hQ cho tctit tu4n rang sg ric ch6 CYP3A4 in vivo cta
linagliptin ld kh6ng tiling k6.

Ritonavir: MQt nghiOn cuu dd dugc ti6n hanh de d6nh gi6 6nh hucrng cira ritonavir, m6t ch6t ric ch6

rynh P-glycoprotein vd CYP3A4, l6n duoc d6ng hgc cira linagliptin. ViQc sir dpng tl6ng thoi mQt
li6u don duong u6ng 5 mg linagliptin vd da 1i6u ducmg u6ng 200 mg ritonavir ldm t[ng AUC vd
C.u* cira linagliptin lAn luqt khoang 2 vd 3lAn. Sy m6 phong vC n6ng dQ linagliptin trong huytit
tuong o tr4ng th6i 6n dinh khi c6 vi kh6ng c6 ritonavir cho th6y sg tdng n6ng dQ thu6c kh6ng di
kdm vcri t[ng tich lty. Nhirng thay tl6i dugc dQng hoc cira linagliptin kh6ng dugc cho ld c6 f nghia
lim sdng. Vi vfy, tuong tic c6 f ng$a l6m sdng dugc cho la kh6 c6 th6 xtty ra va cdc ch6t ric ch6
P-glycoprotein/CYP3A4 vd kh6ng cdn phii hiQu chinh li6u. A_-\pl
Rifumpicin: MQt nghiOn cuu dd dugc ti6n hanh de d6nh gi5 6nh hucrng cira rif6mpicin, mQt chAt cam
img m4nh P-glycoprotein.and CYP3A4 manh, l6n dugc dQng hqc ctra linagliptin khi dtng <r li6u 5
mg. Dtng d6ng thoi.da li6u linagliptin vcri rifampicin dAn d6n gi6m l6n lugt 39,60 vd 43,8% AUC
vd C,,u* 0 tr4ng thii 6n tlinh cira linagliptin vd gi6m khoing 30% sg ric ch6 DPP-4 o n6ng <lQ <16y. Vi
v4y, ph6i hqp linagliptin vh chc chdt cim img P-gr manh dugc cho li c6 hiQu qu6 lAm sirng mdc dt
hiQu qui d6y <ttr c6 th6 kh6ng d4t dugc.

Digoxin: Str dgng d6ng thoi da li6u hdng ngdy 5. mg linagliptin v6i da li6u 0,25 mgdigoxin d ngudi
tinh nguy6n khoe mAnh kh6ng c6 Anh hu&ng d6n dugc dQng hqc cira digoxin. Vi vfy, fiAn in vivo,

linagliptin kh6ng phii ld ch6t ric chti v4n chuyi5n qua trung gian P-glycoprotein

Warfarin: Dtng da liAu hdng ngdy 5 mg linagliptin kh6ng lem thay d6i dugc dQng hgc cira d6ng

pfran SG) hoac n1+; warfarin, mQt co .fr6t CVpiCg, diAu nhy cho th6y Hnagliptin kh6ng ph6i ch6t

ric ch6 CYP?C9.

Simvastatin: TrOn nguoi tinh nguyQn kh6e m?nh, dtng da HAu hang ngdy l0 mg linagliptin (tr6n

fu;6'd iie" tril c6 inh hucrng t6iirric" dtin dusc d6ne iqc 6 tr4ng trrai on &i"r, 
"m 

simvasiatin, mQt

.J .n6i CYn^4 nh4y c6m. iau khi dtrng d6ng thoi 10 mg linagliptin vcri 40 mg simvastatin m5i
ngiry trong 6 nghy, AUC huy6t tucrng cira simvastatin tlng 34%o vit vd C-u, trong huy6t tu<rng tdng

tOL. Vi 
"ay, 

tl"ugtiptin dugc coi ld ch6t ric.chi5 y6u sg chuy6n h6a qua trung gian.CYP3A4 vd

kh6ng cAn thi6t pfrai triqu chinh I6u cira co ch6t chuy6n h6a boi CYP3A4 khi sir dgng <I6ng thoi.

Thuiic trdnh thai tludng u6ng: Su dgng d6ng thcri v6i 5 mg linagliptin kh6ng ldm thay ddi dugc

dQng hgc d tr4ng th6i 6n <lfnh ctia levonorgestrel hofc ethinylestradiol.

Sinh kha dpng tuyQt d6i cira linagliptin khodng 30%. Do vi6c str dpng d6ng
bfia dn giAu ch6t b6o kh6ng gdy ra 6nh huong c6 y nghia lAm sdng d6i
linagliptin c6 th6 dugc dtng ctng holc kh6ng ctng vcri thric dn.

th<ri linagliptin trong
v6i duoc dQng hoc,

4
\,tl,)

tl
E

I

(
\i
.rd
'!

Metformin

Khi nlns

Nguy co nhi6m toan acid lactic gia tdng o bQnh nhdn
hqp nhin [n, suy dinh du6ng hoic suy gan) do ho4t
phAn Cinh b5o d4c biQt vd th6n trong). NOn tr6nh u6ng

C6c thu6c gdc cation tlugc th6i tru chri y6u qua 6ng thQn (vi dU: cimetidine) c6 th6 tucmg ttrc voi
metformin do canh tranh d6 dugc hQ th6ng v4n chuy6n t4i 6ng th{n. MQt nghiCn cr?u dugc ti6n hanh
tr€n7 nguoi tinh nguyQn kh6e mAnh cho th6y cimetidine li6u 400 mg 2 lin m6i ngdy ldm tdng n6ng
dQ todn thin ctia metformin (AUC) th6m 50% vi Cn,u* 81%. Vi v6y, n6n cAn nhdc theo d6i duong
hly6t c.h4t ch6, hiQu chinh liAu trong khoang li6u.khuy6n c6o vd thay it6i di6u tri drii thrio tluong khi
dtng tl6ng thoi v6i cilc thu6c cation thai tru qua 6ng th4n.

Cac thutjc *c chiS Carbonic anhydrase
Topiramate ho{c ciic thu6c ric chi5 carbonic anhydrase khrlc (vi dg zonisamide, acetazolamide hodc
dichlorphenamide) thutrng xuy6n g6y gi6m bicarbonate huytit thanh vd gAy toan chuy6n ho6 t[ng clo
huyet, kh6ng thay it6i khodng tr6ng anion. Sri dpng d6ng thcri cric thu6i ndy c6 th0c6 th6 gAyloan
chuy6n ho6. Ndn thal trqng dirng nhirng thudc niy o benh nh6n diAu tri v6i TRAJENTA DUO do c6
th6 t6ng nguy co nhi6m toan acid lactic.

T^rong c6c kh6o silt X-quang, cdc thu6c cin quang iod dung duong tinh mach c6 th6 gdy rasuy th6n,
aan ai5n tich lfly metformin vd nguy co nhi6m toan acid lactic. O bQnh nhdn oGFR > 60
mUphitll,73m2, phAi ngimg metformin tru6c khi sir dgng thu6c cdn quang iod vi kh6ng dirng l4i it
nhet 48 gid sau d6, chi sir dgng sau khi il6nh gi6 lgi chric ndng th4n vd ktit qu6 kh6ng bi x6u di. O
nhirng bQnh nh6n suy thfn trung binh (eGFR gifra 45 vd 60 ml/phfitll,73 m2;, phai ngimg metformin
48 gio tru6c thdi di6m kh6o silt vd kh6ng sir dgng thudc trong vdng 48 gio sau d6, 

"fri 
rri dung sau

khi d6nh gi6lai chric n6ng thfln vd ktit qui kh6ng bi x6u di.

sinh sfrn. thai ki,vir con bri

ngQ dQc ruqu c6p tinh (dac bi6t trong trudng
chdt metformin cira TRAJENTA DUO (xem

.A
rucvu vir cdc thu6c chua chAt c6n.

:
I
:li
,J
J
.ti.l

01
Thai ki

Chua c6 nghiOn cuu phu hqp vd aOi ctrrmg ch{t ch6 dugc ti6n hAnh tr6n phu nt c6 thai sir dpng
TRAJENTA DUO hay circho4t ch6t ri6ng 16 cira n6. C6c nghi6n cuu phi l6m sang v6 sinh san-ti6n
hdnh tr6n chuQt sri dgng thu6c t6t frgp TRAJENTA DUO kh6ng choihAy t6c dung g6y qu6i thai
cira viQc dtng ddng thiri linagtiptin vi metformin.

C6c dir liQu vO str dgng linagliptin tr6n phu nir c6 thai con han ch6. C6c nghiOn cuu phi l6m sdng
kh6ng cho th6y t6c dung gdy hai truc ti6p hay gi6n ti6p tr6n phucmg diQn iIQc tinh sinh sdn.

C6c dt li6u vA str dpng metformin tr6n phg nfr.c6 thai cdn han ch6. Metformin kh6ng g6y qurii thai
o chuQt vcri mric li6u 200 mglkg/ngil - g6p 4 l6n li6u sir dpng tr6n ngudi. T6c dr,rng g6y qu6i thai dd

fyvc gni nhQn tr6n chudt v6i metformin li6u cao hcrn (500 vd 1000 mg/kg /ngity - ;6; if ua Z: tA,
li6u sri dung trdn nguoi).

De than trgng, t6t hon n6n triinh sri dgng TRAJENTA DUo trong thai ki.
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Khi benh nhAn c6 k6 ho4ch mang thai vi trong thoi gian mang thai, khdng n6n di6u tr! rt6i thtlo
dulng bing TRAJENTA DUO md n6n st dgng insulin nhim duy tri mricdu<rng huy6t cdng gAn

binh.thuong cdng tOt dC ldm gi6m nguy co di dang thai li6n quan d6n b6t thuong n6ng dQ <tucrng
huy6t.

Cho con bri

Chua c6 cdc nghiCn cuu tr6n <IQng vft trong giai do4n ti6t sira sir dpng ph6i hqp metformin vlr
linagliptin. Crlc nghiOn cr?u phi l6m sdng ti6n hdnh tr€n ttmg ho4t ch6t riOng 16 cho th6y ci
metformin vd linagliptin d6u bdi titit vdo sta chuQt cho con bf. O ngucri, metformin c6 bdi ti6t vio
sira me. HiQn v6n chua 16 linagliptin c6 dugc bni ti6t vdo sira mg hay kh6ng. Kh6ng n6n sri dung
TRAJENTA DUO o phU nt dang cho con bri.

Khi ndng sinh san

Chua c6 nghiCn cuu vA 6nh huong ctra TRAJENTA DUO tr6n khi ndng sinh sAn cira ngudi duoc
ti6n hdnh. Kh6ng quan s6t thiy tdc drpg b6t lgi ndo cria linagliptin l6n khi nlng sinh san trong c6c
nghiOn cr?u phi l6m sdng sri dgng t6i li6u cao nh6t 240 mgkg/ngdy(> 900 lAn li6u str dpng tr6n
ngudi).

Anh hufine lOn khi nlne lii xe vi vin hinh m{v m6c

Chua c6 nghiOn cr?u v0 Anh huong cria thu6c l6n khA ning l6i xe vd vfn hdnh m6y m6c duo. c ti6n
henh.

n\
Tic dung khdns mong mu6n lY1

Phin ri,ng b6t tqi liet k6 theo cn5 a6 tli6u tri
linagliptin * metformin

PhAn lo4i hQ c0 quan (SOC) MedDRA PT (phi6n bin 13.1)

Nhi6m trtng vi nhi6m ki sinh trtng vi6m mfii - hgng*

Rdi to4n hQ miSn dich qua man

n6i to4n nBBc, h6 hip vi trung th6t ho*

niii to4n tlulng ti6u hr6a 
I

gi6m c6m gi6c thdm 6n'-
ti6u chdy 

**

bu6n n6n 
**

vlem tuy
non

n6i lo4n da vi m6 du6,i da ngria

' ROi loqn tlulng ti6u h6a nhu dau bpng (xem bhng2) vd budn n6n, n6n, ti6u ch6y vd gidm cim
gi6c thdm 5n (xem bang 1) x6y ra thuong xuy6n nh6t trong giai doan diu cira_qu6 trinh tli6u tri
v6i metformin hydrochloride vd tU h6i phuc trong hAu h6t c6c trudng hqp. DC phong ngira,
khuy0n ciio n6n sir dgng TRAJENTA DUO 2 lan m6i ngdy trong ho{c sau khi An* 
cbc t6c dgng ngoai y cfing dugc b6o c6o 6 bQnh nhdn rt dlrrg linagliptin dcrn tri liQu.** 
c5c tric dgng ngoai 1f cfing dugc b6o cito 6 b6nh nhdn sri dpng metformin dcrn tri li6u

Trong c6c nghiCn cr?u c6 AOi ctlmg gi6 dugc, phAn img U6t tqi c6 li6n quan dugc b5o c6o nhiAu nh6t
voi linagliptin + metformin li ti€u chdy (0,9o/o) vcri tj'le thap tucrng ty d nh6m metformin+giA dugc
(1,2%).

C6c phin img c6 h4i dugc b6o c6o khi ph6i hqp linagliptin vd metformin vcri SU:

Khi linagliptin vd metformin $uqc ph6i hgrp voi mQt sulphonylurea, ha ducrng huytit ld bi6n cO Uat
lgi dugc b5o c6o ph6 bi6n *at 1ZZ,S% o nh6m linagliptin cQng metformin cQng sulphonylurea so
vu 14,8o/o o nh6m gin duqc) vh dugc cho ld phin img U6t tqi th6m vdo. Kh6ng c6 ttqt hg ducmg
huy6t ndo dugc x6p ld nghiCm trgng.

4
EI)

i
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Tinh an toin cria linagliptin 2,5 mg02 lAn m6i ngdy (ho[c li6u tuong duong sinh hqc vcri 5 mg 01

l6n m5i ngdy) phOi hqp v6i metformin ducr. c ddnh gi6 tr6n 3500 bQnh nhdn d6i th6o ducmg tW 2.

Trong c6c nghiCn cr?u c6 dOi ctrrmg voi gi6 dugc, hon 1300 bqnh nh6n dugc di6u lri vcri liiu 7,,5 mg
linagiiptin OZ mn m6i ngdy (ho[c tuong duong sinh hgc 5 mg linagliptin 01 lin m5i ngny) phOi ngp

vcri metformin trong Zl2l24tudn.

Trong ph0n tich gQp c6c thir nghiQm c6 tt6i chimg gi6 dugc, tf lQ todn bQ c6c bi6n c6 b6t tqi tr6n

bQnh nh0n dtng gi6 dugc vir metformin tucrng ty nhu ti le 6 nh6m linagliptin 2,5 mgvir metformin
(50,60 vd 47,8o/o).

ii te ngung su.dpng rhyO" do bi6n cO U6t lqi cr nh6m dtng ph6i hqp gi6 dugc vcri metformin tuong

tU vdi nh6m di6u triphOi hqp linagliptin vi metformin(2,60/o and2,3oh).

Do 6nh hucrng cira di6u trf c6 sin ban dAu tr6n c6c bi6n c6 Uat tqi (vi d9 ha pucrng huytit), c6c bitin

cO U6t lqi duo. c ph6n tich vd trinh bdy dga tr6n ch6 dQ diAu tri tucrng img, b6 sung vdo di6u tri
metformin vd b6 sung vdo di6u tri metformin ph6i hqp sulphonylurea.

C6c nghiOn cuu c6 aOi chung gi6 dugc bao g6m 4 nghi€n cuu trong d6 linagliptin dugc th6m vdo

di$u tri metformin vd 1 nghiEn cr?u trong tl6 linagliptin du-o. c th6m vdo di6u tri metformin *
sulphonylurea.

Bing 1: C6c ph6n img b6t lqi dugc b6o c6o o benh nhdn dung phdi hqp linagliptin + metformin- 
(phan tich gQp c6c nghiOn cuu il6i chimg gii duqc)

Khi linagliptin vi metformin duoc dung hgp v6i insulin, c6 ngo4i y ph6 bitln nh6t duoc b6o
crio ld h4 duong huy6t, nhmg xu6t
hqp v6i insulin (linagliptin tet hqp

hi6n vdi tj,16 tucmg duong khi gi6 dugc vd metformin duqc k6t
v6i metformin vd insulinld2g,5Yo so vdi 30,9yo o nh6m gia

duoc voi metformin vd insulin) vcri mQt tj,lQ th6p bi6n c6 nghiOm trong (1,5% so v6i O,gyo).

Th6ng tin bi5 sune vi t*ng thdnh phdn riAng rc 0{
Cdc tic dgng ngo4i 1f duo. c biio ciio tru6c d6y v6i timg thanh phin ri6ng 16 cria thu6c c6 the ld t6c
dgng ngoai f tiAm td,ng ctra TRAJENTA DIjO rguy * khi kh6ng <tuqJquan silt trong c6c thtr
nghiQm l6m sdng voi ch6 phAm ndy.

\'t cacictirc dung ngoai y dugc b6o.c6o O benh nh6n str dung linagliptin dcm tri liQu dd rluo. c ghi
nhfn v6i TRAJENIIpUb vdLbao g6m c6c phan tmg U6t tqi A,rqr liei kC trong b6ng 1 tr6n d6y.
C6c phan tmg b6t lgi cria metformin-d6, nuy 

"hrru 
ttucr. c ghi nhfnduoc n6u troig beig2du6i rl6y

Bing 2: Circ phin img U6t tqi duoc b6o c6o 6 benh nhan sri dgng metformin dcrr tr! liQu

vor
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Phin rfrng UAt tgi

SOC MedDRA PT (phi6n bin 13.1)

R5i to4n chuy6n h6a vir
dinh du0ng I

nhi6m toan acid lactic

b6t thucrng x6t nghiCm h6p thu vitamin Bl2r
niii to4n hQ thfln kinh r6i lo4n vi gi5c

R6i to4n dudmg ti6u h6a 2 dau bgng

n6i to4n gan - mgt
b6t thuong xdt nghiOm chric ndng gan

vi6m gan

niii lo4n da vi md durfi
da

h6ng ban

mdy day

t Oieu tri ddi ngiy v6i metformin li6n quan di5n gi6m h6p thu vitamin B12, diAu ndy c6 th6 d6n dOn

thitiu hyt vitamin Bl2 c6 y nghia l6m sdng trong trulng hqp hiiim gap (vi dU thi6u m6u h6ng cAu
to). ,r,

' Cacr6i lopn ttucrng ti6u h6a nhu dau bpng (xem bhng2) vd bu6n n6n, n6n, ti6u ch6y, gi6m cim
gi6c thdm dn (xem bing l) xiy ra thudng xuy6n nh6t trong giai doqn khcri tri vd tU h6i phuc trong
hAu h6t c6c truong hqp. DC phdng ngira c6c r6i lo4n nhy, n6n sir dpng metformin hydrochloride 2 ',,x x. ^lAn m6i ngdy trong ho{c sau bfra dn n6u dung dcrn tri liQu. fU-1 ,;V

Bing 3z Cdcphin img U6t tqi dugc brlo c6o o bqnh nh6n di6u tri linagliptin 5 mg m6i ngdy b6 sung
vdo insulin*

*Tham khio t6m tdt ddc tinh s6n cria insulin c6 th6m th6ng tin

Cfc titc dgng ngo4i y xfc ilinh ttr b{o cio h$u mfli
CActhc dgng ngo4i y sau dd dugc b6o c6o tri kinh nghiQm hfu mdi khi dirng linagliptin:

SOC Tr[c dgng phg

da

n5i loSn d4 diy ruQt Lo6t miQng

Th6ng btio cho bdc si cric tric dqtng khilng mong mudn gqp phdi khi ding thuilc

Oui li6u
Tri6u chims
Trong c6c thtr nghiQm lAm sdng c6 d6i chimg ti6n hnnh tr6n nguoi tinh nguy6n khoe m4nh, Hdu don
l6n t6i 600 mg linagliptin (tuong ducrng voi 120lAn li6u khuytin c6o) duoc dung n4p t6t. Chua c6
kinh nghidm sir dgng li6u cao hcrn 600 mg o ngudi.

Tinh tr4ng h4 dudng huy6t kh6ng xiy ra v6i metformin hydrochloride li6u l6n tdi 85 g m{c dt c6
xhy ratinh tr4ng nhiSm toan acid lactic. Li6u cao metformin hydrochloride hodc c6c y6u t6 nguy co
di kdm c6 th6 d6n il6n trinh tr4ng nhiSm toan acid lactic. Nhi6m toan acid lactic ld m6t c6p cuu nQi
khoa vi phAi dugc ili6u tri tai b6nh viQn.

Di6u tri
Trong trucrng hqp qu6liAu, n6n ti6n hdnh c6c biQn phSp tli6u tr! h6 trg th6ng thudng, vi du: lo4i bo
thu6c chua dugc h6p thu khoi <Iucrng ti6u h6a, tfreo AOi l6m sang vd ti6n hdnh c6c biQn ph6p <Ii€u tri
can tniet. BiQn phrlp hiQu qud nfr6t dO lo4i bo lactate vd metformin hydrochloride ld lqclhan.

Dic tinh dutrc hoc
Phdn nh6m di6u tr!: lh6i trqp c6c thu6c hp dunng huyi5t duong r6ng, md ATC: A1OBDl I

d6n glycogen synthase.
vdn chuy6n glucose qua

Linagliptin li m6t ch6t ric ch6 enzyme DPP-4 (Dipeptidyl peptidase 4,EC 3.4.14.5), le enzyme tham
gia vio qu6 trinh bat hoAt hormone incretin GLP-I vd GIP (peptide-l gi6ng glucagon, polypeptide
kich thich insulin phu thuQc.glucose). C6c hormong ndy b! gi6ng h6a nhanh ch6ng bcri enzyme DPP-
4. Cahai hormon incretin it6u li€n quan d6n su <li6u ti6t sinh lj cho cdn bing glucose. Incietin duoc
bni ti6t o mQt n6ng dQ th6plrong su6t ngdy vd ngng dQ ndy t5ng.l6n ngay la[ i,i. ,u, khi An. GLP-I
vd GIP ldm tdng sinh t6ng hgp insulin vd bdi ti6t glucagon ttr t6 bdo beta cr tpy khi ducng huy6t o
mric b-inh fhuong vd t6ng. Hon nta, GLP-1 ctng lim gi6m bii.ti6t glucagon ttr ciic t6 bao alpha o
tgy, d6n d6n ldm ginm bdi ti6t tlucrng o gan. Linagliptin gan k6t r6t hiQu qui v6i DPP-4 va cO tfre
tilch roi dugc nhd d6 ldm tang 6n <tinh vd k6o ddi gOng da incretin ho4t tfnh. Linagliptin ldm t6ng
bni ti6t insulin phu thuQc glucose vd lim gidm bdi ti6t gl-ucagon do d6 nhin chung .altfrien .a, Ui"g
glucose. Linagliptin gan k6t m6t cilch chon lgc vOi Opp-+ vd c6 tinh chon lqc">10000 tan so vOi
ho4t tinh DPP-S ho{c DPP-9 tr6n in vitro. A ,ofl
Metformin hydrochloride ld m6t biguanide c6 tirc dung ch6ng tdng du<rng huy6t, ldm gi6m cA ndng
tlQ ducrng trong huy6t tucmg o mric co bin cfing nhu sau bfra dn. Thu6c kh6ng kich thich titit insufn
vi vdy kh6ng g6y he ducrng huydt.
Metformin hydrochloride c6 th6 ho4t rtQng th6ng qua 3 ccr ch6:
(l) lam gi6m sin xu6t glucose o gan oo ri"c .h6;6;t t qp glr.ore vd ly giii glycogen
(2) 6 co, nhd ldm tdng tinh nh4y cim vcri insulin r6n 

"ai 
ihi6n ,r', trApti'u ui'.,i Ou"g glucose ngo4i

vi
(3) vd lnm chflm h6p thu glucose o ruQt.
Metformin hydrochloride kich thich t6ng hqp glycogen n6i bdo do t6c d6ng
Metformin hydrochloride ldm.tdng kh6 ndng v6n chuyCn cta tdt ca c6c chAi
mang tO bdo (GLUT) duqc bi6t cho d6n nay.

t

It
ii
I
J

T
v
I

Ll
a

SOC Linagliptin * Insulin

NhiSm trtng vi nhiSm kf
sinh trirng

Vi6m mfli hong

Qu5 mdnn6i lo4n hQ miSn dich
R6i lo3n he hO hAp, nggc
vir trunq th6t

Ho

Vi6m tuy
R6i loan da div ru6t

T6o b6n

SOC T6c dBng phg

ndi lopn hQ mi6n dich
Pht m4ch

Mdy rlay

n6i to4n da vi md dufi Ph6t ban
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O nguoi, metformin hydrochloride con c6 ttrcdung thu4n loi tr6n chuy6n h6a lipid, <lQc lf,p v6i t6c
dqng tr6n duong huytit. T6c dgng ndy dugc ghi nhan <r li6u di6u tri trong c6c nghi€n cuu lAm sdng c6
tl6i chimg v6i thoi gian nghiCn cr?u trung binh vd ddi: metformin hydrochloride ldm giim cholesterol
tohn ph6n, LDL cholesterol vd triglyceride.

Hi6u quA ldm sine vA tinh an toam

Linagliptin bd sung vdo diiu tri metformin
HiQu qu6 vd tinh an todm cira linagliptin k6t hqp vcri metformin tr6n bQnh nhAn chua dugc ki6m so6t
dudng huyOt vdi metformin don tri liQu dd duo. c tl6nh gi6 trong m6t nghiCn criu mt d6i c6 AOi ctrung
gi6 duqc k6o ddi 24 tudn. Linagliptin ph6i hqp voi metformin c6i thiQn d6ng tC HUatc (thay il6i -

0,640 so voi gid duqc) tu gi6 tri trung binh ban dAu HbAlc lilS%.
Linagliptin cfrng cho thdy cti thiQn tlang kC luqng dulng trong huy6t tucrng hic il6i (FPG) vcri mric
gittrn2l,l mgldL (1,2 mmolll-) vd luqng ducrng 2 gid sau An (PPG) gitm 67,1 mgldL (3,7 mmol/L)
so vcri gi6 dugc vn tj'lQ bQnh nhdn d4t duoc HbAlc muc ti6u <7,0oA cao hon (28,3%0 o nh6m
linagliptin so voi 11,40 o nh6m gii duqc). Tl le ha du<rng huy6t ghi nhfn dugc o bQnh nhan di6u
tri voi linagliptin ld tuong ty vcri giA duqc. fhOi tuqng co thi-A kh6ng kh6c biQt tlang kC gifta cic
nh6m.

Trong mQt nghiCn cr?u thitit kii giai thira c6 eOi ctrung gi6 dugc, k6o ddi 24 tudndrlnh giri vA di6u trf
khdi dAu, linagliptin 2,5 mg2 Hn m6i ngdy ph6i hgp voi metformin (500 mg ho4c 1000 mg 2 l6n
m6i ngdy) cii thiQn tlang ke c6c th6ng s6.li6n quan d6n duong huy6t so vcri <lcrn tri liQu vcri k6t qud
dugc t6m tit trong bing 3 (HbAlc ban dAu trung binh le 8,65oh).

Bing 4z Cfucth6ng sO dulng huy6t trong lAn kh6m cr6i ctng (Nghi0n ciru24 tu6n) cira bQnh nhdn
drli th6o duong typ 2 chuaduqc ki6m sorlt dudng huy6t t6t vcvi ctri5 Ag 6n vir vfn dQng str dpng
linagliptin vd metformin dcrn thuAn ho4c ph6i hqrp ,^,)-J

l.rJ I

Gii
dugc

Linagliptin
5mg
1 tfln m6i
ngiry*

Metformin
500 mg
2 Bn m5i
ngiy

Linagliptin
2r5 mg
2 tin m5i
ngiy*
+
Metformin
5.00 m_g 2

lfin m6i
ngAry

Metformin
1000 mg
2lin m6i
ngiy

Linagliptin
2r5 mg
2 Bn m6i
ngiy*
+
Metformin
1000 mg
2 tin m5i
nsiv

HbAlc (%)
56 luqng benh
nhdn

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

Gi6 tri ban dtu
(trung binh)

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

Thay tl6i so voi
g16 tri ban d6u
(trung binh da
hiQu chinh)

0,1 -0,5 -0,6 -1,2 I ) 1 -1,6

Kh6c biQt so

vcrigii dugc
(trung binh da
hiQu chinh)

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

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

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

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

-l r7
(-2,0; -1,4)

Mric giim HbAlc trung binh so vor giittri ban dAu nhin chung lcrn hcyn o nhirng bQnh nhdn c6 gi6 tr!
HbAlc ban <tAu cao hcvn. Anh hu<rng tcri lipid huy6t tucrng nhin chung ld kh6ng16. Cia- can nri tei
hqrp linagliptin vd metformin tucr.rg tu nhu khi dtng metformin don tri li6u hoflc gi6 dugc; kh6ng c6
thay d6i so vcri hic bit dAu. di6u tri o nhirng benh nhan chi dtng linagliptin. fi liha d""ng fruySt ta
tucrng tp gita c6c nh6m di6u tri _(gii dugc l,4o ,linagliptin 5 mg 0%, metformin 2,lo ,ve finagiiptin
2,5 mgvcri metformin hai lAn m6i ngiry l,4o/o).
Ngoii ra, nghiCn cr?u niy bao g6m bQnh nh0n (n: 66) bi tdng duong huy6t n{ng hcrn (HbAlc tai
thoi iti6m hic b6t dAu di6u tl;.^>l: 11%) vd dugc di6u tri nhSn rnO Z fi, m& ngdy vcri linaglip tin 2,5
mg vir metformin 1000 mg. O nh6m benh nhan ndy, gi6 tri HbAlc trung binhlai thdi di6; ia, Aiu
la. 11,8% vd FPG trung binh ld26l,8 mgldL (14,5 mmol/L). Mric gi6m HbAlc trung binh so vryi ban  
aau ta 3,74yo (n:48) vd 81 ,2 mgldL(4,5 mmol/L) d6i v6i FPG (n:41) dugc quan s6t o nhimg
b6nh nhAn hodn t6t thir nghiQm ldm sdng k6o ddi 24 tudnmd kh6ng .O AiAri.i cuu nguy. Trong phin
tich LOCF bao g6m tdt chbOnh nhdn c6 x6c dinh ti6u chi danh gi6 chinh (n:65) o i-An th"o a5i^cu6i
cung md kh6ng <li6u tri cuunguy, thay il6i so v6i ban dAu ld gi6m 3,lgyo a6i voi HbAlc ginm
73,6oAmfldL (4,1 mmol/L) d6i vcri FPG. rh. -

ud1
HiQu quA.vd tinh an toin cria linagliptin2,5 mg hai lan m6i ngiy so voi 5 mg m6t dn m5i ngiy khi
dtng ph6i hqrp voi metformin o ,t rr,rg benh nhin kh6ng E"b" kidm sodi d;;; fr"vci?ai 

"&metfomin don tri liQu duoc drffi gi6-trong m6t nghiCn cr?u mu ddi, d6i chimg giA duqc k6o ddi 12
tu6n. Linagliptin (2,5 mg hai lin m6i ng?ry vi 5 mg mgt lAn mdi ngiy) bd 

-sting 
vio di6u trf vcri

metformin cdi thiQn tLing kC cac thdng sO auong fruyOt so-vcri gia duqc. Linaglip'tin S mg m6i tAnx.m6i ngly vd,2,5 mg hai l6n m5i ngdy gi6m HbAlc il6ng k6 o mric dQ tucmg rluong so vcri gi6 duoc
(KTC: -0,17;0,19), giarn0,80oh (so vdi ban dAu 7,g8yo),vit0,74 % (so v6i ban adil,oavol.-
Tf lQ ha duong huy6t ghi nhan duoc.o b6.nh nhdn <liAu tri v6i linagliptin ld tu<yng duong so vcri gi6
dugc (2,2Yo vcri linagliptin2,5 mS 2 Dn m6i nghy, 0,9o/o u.orlinagliptin 5 mg I fAn m6i n[ay vAZ,iN
vcri gii duqc). rhoi tuqng co thi-l kh6ng kh6c uiet a,i"g tc gita c6c nh6m.

'i
...) i

'jl

I

hdng ngdy cria linagliptin tucrng ducrng voi 5 mg.

I

)

I

a'

(KTC 9s%)
Benh nhin (n,
%)
d4t dugc HbAlc
<70h

7

(10,8) 0,4)14 (t 27 (19,1) 42 (30,7) 43 (31,2) 76 (54,3)

BQnh nhan (%)
phii dtng di6u
tri cuu nguy

,o, I l,l 1 J 5) 7,3 8,0 4,3

FPG (mg/dl)
56 luqng benh
nhan

n: 61 n:134 n: 136 n: 135 n:132 n: 136

Gi6 tri ban ddu
(trung binh)

203 l9s I 9 I 199 I 9 I 196

Thay tl6i so voi
gt|tiban dAu
(trung binh de
hiQu chinh)

10 -9 -16 -JJ -32 -49

IG6c biQt so voi
gi6 dugc
(trung binh de
hiQu chinh)
(Krc es%)

-19
(-31; -6)

-26
(-38, -14)

-43
(-56; -31)

-42
(-ss; -30)

-60
(72; -47)
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Linagliptin bti sung vdo diiu tri ket hqp metformin vd sulphonylurea
MQt nghiCn cuu c6 eOi ctrtmg gii dugc k6o ddi 24 tudn dugc titin hdnh nhim d6nh gi6 hiQu qui vd
tinh an todn ctra linagliptin 5 mg so vcri giA duoc, tr6n nhirng bQnh nhdn chua dugc ki6m soSt t6t voi
metformin k6t hqp sulphonylurea. Linagliptin giirp cAi thiQn tiling kO chi s6 HbAlc (gi6m 0,62Yo so
v6i gi6 duqc) tu gi6 tri HbAlc trung binh ban dAu ld8,l4o .

Linagliptin cfrng cho thdy chi thiQn dring ke ti l9 bQnh nhdn d4t dugc HbAlc muc tiOu <7,0oA
(31,20 6 nh6m linagliptin so vcri 9,2yo 6 nh6m gi6 duqc) vh glucose trong huytlt tucrng hic tl6i
(FPG) voi mfc gitm 12,7.mgldL (0,7 mmol/L) so voi gi6 dugc. t<hOi luqng co th6 khdng khric bipt
d6ng kO giira c6c nh6m di6u tri.

Linagliptin ket hqp voi metftrmin vd insulin
MQt nghiCn cr?u c6 ddi chimg vcri gi6 dugc, k6o ddi 24 tudn dugc ti6n hdnh drinh gi6 tinh an todn vd
hiQu quA cira linagliptin (5 mg m6t lAn m6i ngiy) b6 sung vdo diAu tri vcri insulin c6 hodc kh6ng c6
metformin. C6 83% bQnh nh6n dd dang dtng metformin ki5t hqp vcri insulin trong nghiOn cr?u niy.
Linaglipin k6t hqp voi metformin ctng vcvi insulin cho th6y cii thiQn dang kC HbAlc cr phAn nh6m
ndy voi hiQu chinh trung binh so vor gi6 tri ban dAu.ginm O,68yo (CI: -0,78 ; -0,57) (gi6 ta trung
binh ban dAu HbAlc liL 8,28%) so vtyi giA dugc khi k6t hqp vcri metformin ctng voi insulin. Kh6ng
c6 su thay d6i c6 !'nghia vd trgng luong co thiS so v6i ban dAu b ctt2 nh6m.

Dtr lieu 24 thdng cho Linagliptin bd sung vdo cne aO diiu tri voi metformin so sdnh vdi glimepiride

Trong mQt nghiCn cr?u so s6nh tinh an todm vi hiQu qui cta viQc b6 sung th6m linagliptin 5 mg ho[c
glimepiride (mQt thu6c sulphonylurea) d nhirng bQnh nh6n chua duoc ki6m sorit dudng huyi5t t6t voi
metformin don tri li6u, linagliptin tuong tp nhu glimepiride trong viQc ldm gi6m HbAlc, vcri kh6c
biQt <ti6u tri trung binh HbAlc ttr ban dAu toi tuAn thri 104 d5i vcri linagliptin so vcri glimepiride li
+0,2004.

Trong nghiOn cftu niy, tj' s6 ti6n insulin tr€n insulin, bi6u thi cho tinh hiQu qui cira qu6 trinh t6ng
hqp vi gi6i ph6ng insulin, cho th6y cii thiQn d6ng kC c6 j'nghia th6ng ke khi dtng linagliptin so vcri

diAu tri bing glimepiride. Tj lQ ha duong huytit 0 nh6m benh nhin dtrng linagliptin (7,5o/o) th6p hcrn

mQt c6ch tlang k0 so vcri nh6m dtng glimepiride (36,1%).

Nhirng bQnh nh6n di6u tri voi linagliptin giAm trung binh d6ng kC c6n ndng so

nhirng bQnh nh6n dtng glimepiride tdng cAn dang k6 (-1,39 so voi +1,29 kg).
v6i ban dAu, trong khi

Linagliptin b6 sung vdo diiu tr! 0 nhimg bsnh nhdn cao tu6i DTD typ Z 6uAi > ru1

Tinh hieu quA vi an tolur cria linagliptin o bQnh nhdn cao tudi DTD typ 2 (tu6i > 70) d5 duqc d6nh

gi6 trong mQt nghiOn cuu mir d6i so voi gi6 dugc k6o diti 24 tuAn. Lric dugc dua viro nghiCn cr?u,

bQnh nhdn dang dugc di6u tri voi metformin vd/hoflc sulphonylurea vir./ho{c insulin. Li6u dung cta
ci,c thu6c ai6u iri d6i th6o ducrng s8n c6 dugc giir 6n dinh trong 12 tuin dAu, sau d6 dugc ph6p chinh

hAu. Linagliptin girip cii thiQn tl6ng.kC chi sd HbAlc, gShm 0,640/o (KTC 95% -0,81, -0,48; p<

0,0001) ro ,"i gia a.rq" sau 24 t;An, tinh.tir gi6 tri flbAtc trung binh hic ban dAu ld' 7,8o/o.

Linagliptin cflng cdi thiQn il6ng ki5 ducrng huy6t hic <l6i (FPG) gittm2O,7 mgldL (1,1 mmol/L) (KTC
g5yo--i0,2, -tl2;p<0,0001) so voi gia Juqc. Trgng lugng co thiS kh6ng kh6c biQt d6ng kO gifia,cdc

nh6m. Nhin chung, ti lC hp duong huytl tucrng ducrng gifta nh6m.dung linagliptin (2 trong s6 45

bQnh nhdn, 4,4%)1dgi6 duqc (0 trong s6 z2bQt1hnhan, 0%) tr€n ndn metformin don tri. Ti le benh

nhnn bi h4 ducrng huy6t ctng dugc so s6nh tr6n nAn di6u tri sin c6 vcri insulin cung ho{c kh6ng ctng
voi metformin (13 trong .O JS fe* nhan, 37,lyo di6u tri voi linagliptin vd 6 trong sO tS UQntr nhffn,

40% di€utrt voi gi6 dugc). Tuy nhi0n, tr6n nAn diAu trl sin c6 sulphonylurea ctng hofc kh6ng ctng
vcri metformin, ti lQ bQnh nhan bi ha ducrng huyi5t dugc b6o c6o o nh6m benh nhdn <li6u tri voi
linaliptin cao hcrn (24'tong sO SZ bQnh nhan,2b3Yo1so v6i gi6 dugc (7 trong sO +Z b6nh nh6n,

16,70/o). Khdng c6 kh6c biQt gita c6c nh6m dtng linagliptin vd gii dugc vA ntrirng biOn c6 h4 ducrng
huy6t nghi€m trgng.

Tr.ong mQt ph0n tich gQp 5 b0$ nhin cao tuOi ltuOi > 70) d6i th6o ducrng typ 2 (n:183) dn dang
di6u trimetformin vd insulin nAn, linagliptin ktit hqp metformin ctng voi inzulin cii thiQn tl6ng k6
th6ng s6 UbAlc vcri hiQu chinh trung binh so voi gi6tri ban dAu gi6m 0,81 (CI: -1,01, -0,61) (ei6 tri
trung binh HbAlc ban dAu 8,13%) so voi nh6m dirng gi6 dugc k6t hqp metformin ctng vcyi insulin.
Kh6ng c6 sg kh6c biQt c6 j'nghia tr6n l6m sdng vd tf lQ c6c bitin c6 h4 ducrng huy6t d benh nhdn >
70 tu6i (37,2 6 nh6m linagliptin k6t hqp metformin ctng vcri insulin so vcri 39,8yo o nh6m gi6 duqc
k6t hqp metformin ctng voi insulin).

Khdi ddu diiu tri voi k€t hqp Linagliptin vd Metformin 6 b€nh nhdn vita tluqc chdn dodn cd tdno
dudng huy€t ddng ke vd chua ditng thu6c
Tinh hiQu qu6 vh an tohn ctra khoi dAu diAu tri voi t6t trqp linagliptin 5 mg m6t lan m5i ngdy vi
metformin Z l6n m6i ngdy (ilugc chinh lii:u trong 6 tuAn iIAu il6n 1500 mg hodc 2000 mg/ngdy) so
vcri linagliptin 5 mg mQt lAn mdi ngdy dd dugc nghiOn cuu trong mQt thu nghiQm k6o ddi 24 tttdn 6
nhirng bQ$ nh0n vla dugc ch6n doan d6i th6o ducmg typ 2 co tdng ducrng huyrit il6ng kC vd chua
dtnglhuOc (HbAlc ban dAu 8,5-l2,Oo ). Sat24 tuAn, ci hai ch6 aO ai6u tri linagliptin dcrn tri vir
khdi <IAu ket hgtp linagliptin vd metformin ldm gi6m dang k6 mric HbAlc tuong ung ld 2o/ovit2,8o/o
so vcri gi6tri HbAlc ban il6u ld 9,9Yovirg,8oh. Khric biQt di6u tri gi6m 0,8% (95% Cl-1,1 d6n -0,5)
cho th6y khdi iIAu <tiAu tri k6t trqp ld vuqt tr6i so v6i dcm tri @<0,0001). E[c biQt,4}yovn 61% bQnh
nhAn trong nh6nh tlon tri vd k6t hqp di6u tri dat dugc HbAl c <7%o.

Nguy ccy tim mach
Trong mQt phtn tich t6ng hqp, ti6n cfu, c6c bi6n c6 tim mach rlugc drinh gi6 <lQc lap tir 19 nghiOn
cuu l6m sing tr6n 9459 benh nh6n iilli th6o ducmg typ 2, AiA" tri voi linagiiptin kh6ng di kdm v6i
tdng nguy co tim mach.

Ti0u chi chinh, gdm ktit hqp cira su xu6t hi6n hoflc thoi gian d6n khi xu6t hiQn tir vong do tim mach,
nh6i m6u co tim kh6ng gdy tir vong, dQt qpy kh6ng gdy tri vong ho6c nim viQn do ccrn dau thit nggc
kh6ng 6n dinh, lq th6p hcrn kh6ng 

-Aang 
te t fri at 

"glinagliptin 
so voi c6c nh6m chimg, c6 hoqt tinh

vd gii duqc [t] rQ nggy hai 0,78 (khoing tin cfy 95i/o O,i5; t,t2)1.
T6ng s6 c6 60 bi6n c6 chinh o nh6m linagliptin vd 62bi€n cd chinh trong c6c nh6m chimg.

C6c bi6n cd ti- m4ch duoc quan srit vcri mQt ti lQ tucrng tu giira nh6m dtng linagliptin vd gid dugc
[ti s6 nguy ],rai 1,09 (KTC 95%o 0,68;1,75)1. Trong c6c nghi€n cuu c6 AOi ctrung v6i giA dugc, t6ng
sO c6 43 bi6n c6 chinh (1,03%) 6 nh6m dtng linagliptin vi 29 bi€n c6 chinh (1,35%) trong nh6m
dung giA dugc. ,/f\

Du,c.Idns hoc tJfl

Crlc nghi€n criu vO tuong ducrng sinh hoc ti6n hanh t 
-Cr 

rrgroi tinh nguyQn khoe manh cho th6y vi6n
n6nph6i hqp TRAJENTA DUO (linagliptin/metformin hfdrochloridi;iucrng duong sinh hqc v6i
ph6i hqp linagliptin vd metformin hydrochloride dang vi6n ri6ng 16.

Sir dtrng TRAJENTA DUO 2,5llOOO mg cung. v6i thric dn kh6ng ldm thay OOi nOng d6 chung cira
linagliptin. AUC crla metformin kh6ng thay d6i tuy nhi6n, n6ng <tQ.<tintr cria metfoimin tronjhuytit
thanh gi6m 18% khi sir dpng ctng thric An. Thdi gian dtin khi ttat n6ng <IQ dinh cira metformin trong
huy6t-thanh bi chOm di 2 gid khi dung ctng thricln. Nhirng thay il6i iay'rr"o m,6 ndng quan trgng-
vO mdt l6m sdng.

Nhirng t1i6u n6u du6i d6y phAn rinh dflc ili6m dugc itQng hgc cira timg ho4t ch6t ri6ng 16 trong
TRAJENTA DUO.

Linagliptin
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Duoc dQng hqc cira linagiptin tII duoc m6 ti nhi6u o ngudi kh6e m4nh vd bQnh nhdn drii th6o dudng
tW 2.Sau khi dung tluong u6ng 5 mg o bQnh nhdn ld ngudi tinh nguyQn khoe manh, linagliptin
ilugc h6p thu nhanh vdi n6ng d0 dinh trong huydt tucrng (Tmax trung v!) xu6t hiQn 1,5 gid sau khi
dtng.

Ndng tlQ linagliptin huy6t tuong ctra linagliptin gi6m theo 2 giai do4n v6i thdi gian b6n thei dai (thdi
gian b6n thdi pha thai tru cta linagliptin ddi hon 100 gio), tli6u ndy hAu nhu hodn todn li6n quan d6n
tr4ng th6i c6 th6 b6o hda, li6n k0t ch{t che cta linagliptin vdi DPP-4 vi kh6ng g6p phAn vdo viQc
tich lfiy cira thu6c. Ntra doi tich lty c6 hiQu qui cta linagliptin, dugc x6c dinh sau khi udng da li6u 5

mg linagliptin, x6p xi 12 gid. Sau khi ding mQt li6u duy ntr6t mdi ngay, n6ng dQ huy6t tuong d tr4ng
th6i 6n dfnh cira linagliptin 5 mg tt4t dugc sau khi dung li6u thri 3.

AUC trong huy6t tucmg cira linagliptin tdng khodng 33%o saukhi dtng nhfi'ng li6u 5 mg o tr4ng thiii
6n tlfnh so v6i liAu dAu ti6n. HQ sO Ui6n thi6n trong m6i Uenn nh6n vd giira c6c benh nhdn AOi vOi
AUC cira linagliptin ld nh6 (tucrng ung ld 12,60 vd28,5%o).

AUC trong huy6t tucrng cira linagliptin tdng du6i mric tj lQ v6i li6u. Dugc tlQng hgc cria linagliptin
nhin chung ld tucmg duong o tl6i tuqng kh6e manh vd o bQnh nhdn drii thrio ducrng tW 2.

Htip thu

Sinh kha drJng tuyQt d6i cria linagliptin khoAng 30%. U6ng linagliptin ctng vcri bfia dn gidu ch6t b6o
kh6ng g6y anh hu<rng c6 ;i nghia l6m sdng vdi dugc d6ng hoc, linagliptin c6 th6 dugc dung cung
hoflc kh6ng ctng v<yi thric dn. C6c nghiOn ciru in vitro chi ra linagliptin ld mQt co chdt ctra P-
glycoprotein vd CYP3A4. Rintonavir, mQt ch6t ric ch6 manh P-glycoprotein vd CYP3A4 lim tSng
n6ng dQ thu6c (AUC) edp 2 Dn vi dung nhi6u lAn d6ng thcri linagliptin vcri rifampicin, mQt ch6t cAm
ung ryarh aOi vcri P-gp vd CYP3A d6n tcri giam khoang 40% n6ng dQ AUC cira linagliptin 6 tr4ng
th6i 6n dinh, c6 16 do tdnglgihm sinh kh6 dgng cira linagliptin bcri viQc ric ch6/cdm ung P-
glycoprotein. n_-
Phdn bii w 

'l

Do li6n k6t m6, th6 tich ph6n b6 bi6u ki6n trung binh 6 tr4ng th6i 6n dfnh sau khi dtng don li6u 5

mg dudng tinh m4ch cira linagliptin o nguoi kh6e mqnh viro khoing I110 lit, cho th6y Hnagliptin
dugc phdn b6 rQng rdi tcri c6c m6. Li6n k6t protein huy6t tucmg ctra linagliptin php thuQc vdo ndng
dQ, giim tir khoAng gg% 6 n6ng tIQ 1 nmol/L d6n75-59% o ndng dO > 30 nmol/, ph6n anh sg b6o

hda li6n k6t vcri DPP-4 khi tdng n6ng tlQ linagliptin. O n6ng dQ cao, khi DPP-4 dugc hoin toin bdo

hda, 70-30Yolinagliptin dugc li€n ktit v6i c6c protein huytit tuong kh6c ngodi DPP-4, do vfy 30-20%
o d4ng kh6ng li6n k6t trong huy6t tucrng.

Chuyiin h6a

Sau khi dtng m6t ti6u 1t4C1 linagliptin d4ng u6ng l0 mg, khoing 5% chit c6 ho4t tinh ph6ng x4

dugc bdi tii5t vdo nu6c tii5u. Chuyi5n h6a d6ng vai trd thri ytiu trong quri trinh thai tru ct-a linagliptin.
MQt ch6t chuy6n h6a chinh vcri ndng ttQ tucrng AOi ta 13,3o/oli6u linagliptin o tr4ng th6i 6n ilfnh duqc
pnat nign ta cn6t kh6ng c6 ho4t tinh duqc ti, va do v4y kh6ng il6ng g6p vdo ho4t tinh ric ch6 Opp-+
huy6t tuong ctra linagliptin.

Thdi tr*
Sau khi cho ngucri khoe m4nh dtng ducrng udng 1tac1 linagliptin, khoing 35% li6u sir dgng c6 ho4t

tinh ph6ng *4 d.rg" thai t; theo phin (8b%) ho[c nudc ti6u (5%) trong vdng 4 ngity u6ng thu6c.

Thanh thAi qua thfn d tr4ng th6i 6n dfnh viro khoing 70 ml/phft.

Nh6m bQnh nhffn ilic biQt

Suy thQn

MQt nghidn cuu nhdn md, da li6u <lugc tii5n hdnh ae Aann giri dugc tlgng hgc cria linagliptin (li6u 5

mg) o nhfi'rg b6nh nhdn suy thqn man d c6c mric d0 khric nhau so vdi nhirng il6i tuqng chimg khoe
mAnh. Nghi6n cuu bao g6m nhirng bQnh nhdn suy chric ndng th4n dugc ph6n loai dya tr6n dQ thanh
thdi creatinine ttr nhe (50 toi < 80 mllphrit), trung binh (30 tcri < 50 ml/phtt), ve n{ng (< 30
mllphft), cf,ng nhu nhtng bQnh nh0n mic bQnh th4n giai do4n cu6i @SRD) dang lgc m6u. Ngoii
ra, nhirng bQnh nhan bi d6i th6o iludng typ 2 vit suy th4n ning (< 30 ml-/phrit) cfing dugc so s6nh
voi bQnh nhdn d6i th6o dulng typ 2 c6 chr?c n[ng then binh thuong.

D0 thanh thii creatinine duoc tinh nhd do ludng dO thanh thdi creatinine trong nu6c ti6u 24 gitthogc
u6c tinh tri creatinine huytit thanh dga vdo cdng thric Cockcroft-Gault:

CrCl : [140 - dO tu6i (nAm)] x c6n nang (kg) {x 0,85 cho bQnh nhin nt}/[72 x creatinine huy6t
thanh (mg/dl.)1.

O tr4ng th6i 6n dfnh, n6ng rlQ linagliptin o nhirng benh nhan suy thfln nhe tuong duong v6i ngudi
kh6e m4nh. Trong trucrng hqp suy thfn trung binh, c6 sg gia t6ng vira phdi n6ng tIQ l6n khoing 1,7
ldn so v6i nh6m d6i chimg.

N6ng d9 d bQnh nhan d6i th6o ducrng typ 2bi suy thfln n{ng tdng khoing 1,4 lAn so vcri bQnh nhdn
d6i th6o tluong typ 2 c6 chric ndng thAn binh thudng. Dg dorln AUC ctia linagliptin cr trang thdi 6n
tlinh cria nhfi^ng benh nhan mAc bQnh thfn giai do4n cu6i ESRD cho th6y n6ng dQ thu6c tuong tg
nhu nhirng bQnh nhan suy thQn vira hoSc nAng.

Th6m vio d6, linagliptin it c6 khd ndng duoc lo4i b6- t<yi muc rtQ c6 1i nghia trong diAu trf qua di6u tr!
loc m6u ho4c thAm phdn phric m4c. Do d6, kh6ng cAn thi6t ph6i chinh li6u linagliptin d nhirng bQnh
nhAn suy thfln b6t kj, mric dQ ndo.+

c

.C,

Ngoii ra, suy th{n nhe kh6ng c6 anh hucrng <l6n duo. c tlQng
duong typ 2 theo itrlnh gi6 phAn tich duo. c dQng hgc tr6n dAn

Suy gan

hoc cua linagliptin 6 bQnh nhdn d6i th6o
s6 nghiOn cuu.

lr

Kh6ng c6n thi6t phAi chinh li6u dtla vio BMI.
cuu ttr dir li6u giai do4n I vd giai do4n II, chi
t6i duoc dQng hoc ctra linagliptin.

Gi6i tinh

AUC trung binh vd C-u* cita linagliptin o nhirng benh nhan suy gan nhg trung binh vd suy gan ndng
(theo ph0n loai Child-Prelr),*olE tu nhu d nhq; d6i .t ong AitZapkhoe ma,rt sau khi ari,r"! Au iie,
5 mg linagliptin. Kh6ng cAn thi6t ph6i chinh li6u linagliptin cho nhirng bQnh nh0n suy gan nhe, vira
ho{c n{ng.

Chi s6 khiii co the @MD

Kh6ng can tniet phii chinh li6u dtra vio gicri tinh.lheo m6t phdn tich duoc rlQng hqc tren din s6
nghidn cr?u tt dt liQu giai do4n I vd giai doan II, gioi tinh kh6ng anh hucrng c6 ;i nghia ldm sang toi
dugc tlQng hoc c[ra linagliptin.

Ngudi cao tudi

Kh6ng can tniet phii chinh li6u dua vio tu6i, do theo mgt ph6n tich duoc r1Qng hoc tr6n d6n s6
nghiCn cr?u tu dt liQu giai doqn.I vd giai do4n fI, tu6i kh6ng t6c dQng c6 1i nghia ldm sang tltin duqc
dQng hqc cria linagliptin. C6c tt6i tuqng cao tu6i (65 dt5n SO tuOi; cO nOng aq linagliptin triryOt tuong
kh6ng kh6c so vdi tl6i tugrg tre tu6i hon.

Trd em

Chua thuc hiQn tluqc cdc nghiCn cuu x6c ttnh duqc rtQng hqc cria linagliptin tr6n benh nhffn li tr6
em.

{
T
{

J
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Theo mQt phdn tich du-o. c dQng hoc tr6n d0n s6 nghiCn
sO mrOi co thiS kh6ng anh hucmg c6 jr nghia Hmldng

G'
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Chitng tQc

Kl6ng cAn thi6t phAi chinh li6u dya vho y6u td chring tQc. Chtrng tQc kh6ng c6 6nh huong rO r6t diSn

n6ng dQ cira linagliptin trong huy6t tuong dya vho mQt ph6n tich t6ng hqrp tt nhirng dir liQu dugc
dQng hgc sin c6, bao g6m bQnh nhtn g6c da trhng, g6c Tdy Ban nha, M! g6c Phi, ChAu A. Th0m
vio d6, circ dQc di6m duo. c dQng hgc cua linagliptin ducyc ghi nhan ld tucrng tg nhu trong c6c nghidn
cuu giai do4n I chuyOn biQt 6 ngucri tinh nguy6n kh6e manh Nhat Ban, Trung Qu6c vh Da tring vi
bQnh nhdn d6i th6o ducrng typ 2 ngucri M! g6c Phi.
Metformin

Hiip thu
Sau khi dtng I li6u metformin dudng u6ng, Tmax d4t du-o. c sau 2,5 gio. Sinh kh6 dgng tuyet d6i cira
vi6n n6n metformin hydrochloride 500 mg hoSc 850 mg o nguoi tinh nguyQn kh6e m4nh vdo
khoang 50 - 60%. Sau mQt li6u ducrng u6ng, phAn thu6c kh6ng h6p thu dugc tim th6y d phAn ld 20 -
30%.

Sau khi dtng duong u5ng, metformin hydrochloride du-o. c h6p thu kh6ng hoan toan vd c6 thi5 bdo
hda. Dugc itQng hgc pha h6p thu cta metformin hydrochloride dugc cho ld kh6ng tuy6n tinh.

6 mric li6u vi cfr6 AO h6u cira metformin hydrochloride, ndng dQ thu6c trong huytit tucrng O tr4ng
th6i 6n dinh ttat du-o. c trong vdng24 d6n 48 gid vd thuong th6p hcrn I microgram/ml. Trong c6c thir
nghiQm l6m sdng c6 itdi chimg, n6ng dQ tOi da cira metformin hydrochloride trong huy6t tucmg
(C-u*) kh6ng vugt quii 5 microgram/ml ngay cA 0 mric li6u t6i da.

Thric [n ldm gi6m mirc dQ vd ldm chAm kh6ng tl6ng kd qurl trinh h6p thu cira metformin ,\
hydrochloride. Sau khi dung li6u 850 mg, dd ghi nhan dugc n6ng d9 dinh cira-thu6c trong huytlt \i\\
tucrng gitm 4To/o,AUC (diQn tich duoi dudng cong) gihm25% vd thdi gian diSn khi tlat n6ng ilQ f€/
dinh trong huyi5t tuong k6o dii th6m 35 phrit. Chua 16 ;i nghia l6m sdng cira tinh tr4ng gi6m ndy. :/

fN- ,'/
Phdn b6: W I

Thu6c gan ttrOng tlang kC v6i protein huytit tuong. Metformin hydrochlorif,e phAn b6 vdo hdng cAu.

N6ng A9 ainl trong m6u th6p hon n6ng ilQ dinh trong huy6t tq*g vd xu6t hiQn vio ctng khodng
thdi gian. n6t nnieu khi ndng h6ng cAu h mQt khoang phan b6 thri c6p. th6 tich ph6n b6 trung binh
(Vd) nam trong khoi,ng63 -276L.

ChuyAn hda:
Metformin hydrochloride thii tru qua nu6c ti6u ducri d4ng kh6ng AOl. fnOng phrlt hiQn ch6t chuyiSn

h6a ndo o ngudi.

Nghi6n cuu sir dpng tla li6u: Dir liQu con han ch6 v6i m6t nghiCn cuu. Sau khi dtng lap lai liOu 500
mg,? lAn m6i ngdy trong 7 ngity 0 bQnh nhan nhi, n6ng dQ dinh cira thu6c trong huy6ttuong (C.u*)
vi n6ng d0 thu6c toan thin (AUC6-I) giam lAn luqt 33% vd 40%o so bQnh nh6n trucrng thdnh bi d6i
thrio dudng sir dpng lap lai li6u 500 mg,2lAn m5i ngdy trong 14 ngdy. Do [Au cria thu6c dugc dii:u
chinh dlra tr6n mric tlQ dudng huy6t, ph6t hiQn ndy it c6 1f nghia ldm sdng.

Suy thQn

Dfr li6u tr6n bOnh nh6n suy th6n trung binh hi6m vd kh6ng dir tin cQy dC c6 thO u6c tinh duoc su
phoi nhi6m hQ th6ng v6i metformin o nh6m bQnh nhdn ndyio v6i c6c b6nh nhan c6 chric ndng th4n
binh thuong. ?o d6, khi hi6u chinh li6u n6n xem x6t d6n hiQu qud l6m sdng/ khi ndng dung n4p
thu6c (xem ph6n_Li6u lugng vir c6ch dtrng).

C1Han dirne.
24 th6ngk6 tir ngdy sAn xudt
Sin xudt bfii
Boehringer Ingelheim Pharma GmbH & Co.KG.
Binger Str.173, 55216Ingelheim am Rhein, Germany

DQC KV HTIONG DAN STI DUNG TRTIOC KHI DUNG

NEU CAN THTM THONG TIN, xIN HoI V KIEN nAc sY

TRADUO05t2506t5

t

-(,
Dg thai t?i than cira metformin hydrochloride > 400 ml-/phrit cho thdy metformin hydrochlorids th6i
tru do lqc cAu th{n vd bni ti6t qru Org th4n. Sau khi mQt li6u ilucrng u6ng, thoi gian bdn thii bi6u

ki6n khoing 6,5 gio.

Khi chric ndng th4n suy gi6m, thanh thii thu5c qua.thfln gi6m tj'lq v6i thanh thii creatinine vi.vdy
thdi gian b6n thdi cfrng k6o ddi d6n d6n lim t6ng ndng d6 metformin hydrochloride trong huy6t

tuong.

Nh6m bQnh nhffn tllc biQt

Trd em

NghiQn cuu str dpng li6u don: Sau khi dung li6u tlcvn metformin 500 mg, duoc dQng hgc o bQnh nhin
nhi tuong tg nhu o ngudi lcrn khoe m?nh.

a

TuQ,c.Uc TRUJNG
P.TRIJSNG PHONG
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Bio quin

Kh6ng b6o quin qu6 30"C.

BAo qu6n nguy€n trong bao bi de tr6nh am.

Dane trinh biv
HQp 3 vi x 10 vi6n n6n

Thdi tr*:
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