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* To hwéng din sir dung thube:

ELUMECA Prus XR

R(A00i dang sitagliptin phosphat
/000 mg mettarmin hydrociorid

matrisieany| fumaral, propyl gallat, kaolin (nham
silicat), polyethylen plyeal 6000 (PEG 6000), hypromellase 2310,
hydraxypropyl cellulose, fitan diosyd, oxyd sdt véng, méu indigo
carmin lake,

DANG BAD CHE: Vign nénbao phim gid| phdng chim.

Mé ti s3n phdm: Vién nén bao phim dai, mauxanh 14, hai m3t tron,
canhva thanh vién lanh (30,

CHI DJNH

GLUMECA PLUS XR dugc dung nhu lidu phdp ba trg ché d dn kiéng
va vin ddng th lve ¢ cai thign kigm sodt duéing huyét & bénh nhan
déi thio duding typ 2 phid hyip i trj lidw sitagliptin va metlormin gidi
phing chim.

Han ché quan krgng irong sif dyng

Khéng ding cho bgnh nhin dai thio dubng typ 1 hojc o8 didy t
nhifim acid ceton do ¢di thio duéing.

Chuati#n hanh nghign cdutrén binh nhan 4 tidn sirvigm twy. Chia
biéht 1¢u thudc cf lam ting nguy ca tién trién vidm tyy khi s dung &
b&nh nhin cd tén sit vidm tyy hay khang (Xem Cinh bio vi thin
trgng khi ding thusic)

CACH DUNG, LIEU DONG

Nhin chung

Nén cd thé hda ifu GLUMECA PLUS XR trén cd'sit phic dé hign tai
cua binh nhdn, higu qud vi khi nang dung nap cla thudc trong khi
khiing wigt qud lidu khuyén cdo 18 da hing ngiy 13 100 mg
sitagliptin vi 2000 mg metformin. Lidu phdp phdl hop ngay 1 ddu
hodc duy tr phdil hap thudc nén dugc cd thé hda va do bac 5T didu tr
quydtdinh,

Nén wing GLUMECA PLUS XR ngay 1 14n ciing vii bta @, nén cing
4lfa 3n ti. Mén ting lidu tit tif nhim giam cdc tic dyng phy dubng
fitu hda thubdng xdy ra khi ding metlormin. Ngodl ra, udng
GLUMECA PLUS XR cing vdi thie 3n lam ting nfng dd metformin
irong huyét tuong. Khdng dugc bé, lm v3, nghién ndt hodic nhai vign
thudc trudc khi nudt, 0é dam bao dio tinh gidl phdng bigh ddl cia
thudc. B3 ci m! vai bdo cdo vé vign GLUMEGA PLUS XR tan khang
frgn ven duge dio thii trang phdn. Khang rd vit chdl thiy trong
phan od chia hoat chat hay khong. N&Ubénh nhan bio cdo Bp 6ikdp
i vigc thdy vidn thudc trong phin, bic 7 difu Irj nén dénh gid Igi
finh trgng kifm sodt dubing huyét clia bdnh nhin xem da di chua.
Lidu khuyéh cdo

MNén diing Féu khai ddu clia GLUMECA PLUS XA dya theo phdc d6
hign tai clia b&nh nhdn,

GLUMECA PLUS XR hién cd sdn cdc lIfu sau ddy:

50 mg sitagliptin/ 500 mg metformin hydroclorid gidi phdng chym
50 mg sitagliptin/ 1000 mg metformin hydroclorid giai ghdng chim
100 mg sitagliptin/ 1000 mg metformin hydroclorid gidl phang
chim

Liéu khdi ddu d&i vél bgnh nhan dang khang sU dyng metfarmin [
100 mg sitagliptin/ 1000 mg metformin, mt In/ ngdy, ding duiing
uling. NEu bgnh nhin chua kidm sodt dugic duling huyEt va khing
gdp phdn g c hai duiing tidu héa, cé thé ting lidu metformin sau
mdi khodng thi gian didy trj tr 1 d8n 2 tudn, Lifu ding ciia
metformin cdn dugc can nhdc didu chinh trén timg bénh nhan cy thé
dya trén higu qud va d¢ dung nap clia bdnh nhdn vi khang vugt qui
Tidu ti da dugc khuyén céa & 2000 mg/ ngay.

BGi vdi bgnh nhan dang ding vién 50 mg sitagliptin/ 500 mg
metiormin hydraclorid gidi phdng chdm hode 50 mg sitagliptin/
1000 mg metformin hydrocorid gidi phéng cham, nén udng 2 vién/
1én/ ngay. Vign 100 mg sktagliptin/ 1000 mg metiormin hydroclarid
Qidi phing chdm nén uing 1 vién/ ngay.

Bl vdi bénh nhan khing kiém sodt 13l duirng huyel bing dan I
li§ u matformin

Ddi vili bénh nhin ding metformin dan ddc khiing kifm sadt thich
ding cubing huyét, 18ng 1i€u khai diu khuyén cdo cim GLUMECA
PLUS XR 14 100 mg sitagliptin ciing wéi Iy metformin dang si
dyng,

B4i vdi bénh nhan khing kifm soat 18t duiing huy#t bing dan tri
Iigu sitagliptin

D4 vdi binh nhdn diing sitagliptin don déc khéng kiém sodt thich
ding dufing huy#t, lidu khéi ddu khuyEn cdo cha GLUMECA PLUS XA
12 100 mq sitagliptin va 1000 mg metformin hydroclorid, G4 thé difu
chinh lifu metformin 88 dat duge muye tidu kiém sodt dubing huyét.
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Nén tang lidu i tir of gidm thidu cic tc dyng phy duling tidu héa cé
thé gap khi ding metformin, Khang nén chuyén sang ding
GLUMECA PLUS XR & bénh nhin dang dling dan trj iiu sitagliptin vii
liéu diguchinh vi suy than (xem Chang chi dinh).

Dol vdi béoh nhdn chuyén trj ligu t¥ phic d§ ding chung
sitagliptin wdi metformin

Dél vl bénh nhan chuyén tir phic 84 ding chung stagliptin vl
metlarmin, cd thi khii ddu GLUMECA PLUS XR bing litu sitagliptn
vé metformin dang ding.

D@l vdi biénh nhin khing kiém soat tat bing lidu phap ket hgp 2
thudc vl bat ki 2 trong & 3 thudle trj ting duiing huygt sau day:
sitagliptin, metlormin hodc sullonylurea

Lidy khéi ¢du thudng ding clia GLUMECA PLUS XA nén cung cép
tding li€u sitagliptin I3 100 mg' ngay. Nén xem xét milc 40 kism soit
duiing hay&t va ligo hign dung metformin (néu cd) khi xdc dinh lidu
khéil ddu etia thinh phén matiormin, Nén xem x&t ting lidu tir tir dé
lam gidm cdc tic dyng phu dubing tigu héa twling xdy ra khi ding
metformin. C4 thé cdn gdm lifu sutonylurea & bAnh nhan hign ding
hodc bit ddu ding sultonylurea nhim lim gldm nguy co hy duiing
huyét do sulfonylurea gay ra (vem Ganh bda va thin trong khi ding
thudic).

841 viti b@nh nhiin khing kifm soat 181 bing 11§y phap két hgp 2
thubic vii bal ki 2 trong 43 thudc trf t3ng Muitng huy&l sau day:
silagliptin, metformin hogc chdl chi win PPARy (nhdm
thizzolidinedion)

Lida khiii ddu thuing ding ciia GLUMECA PLUS XR nén cung cip
tling lifu sitagliptin 3 100 mg/ ngay. Phii xem x&t mdc dd kidm sadt
duing hiyét v lidu hign ding metiormin (néy cd) khi xic dinh idu
khdi ddu ciia thinh phdn metformin, Xem xét ting lifu tir tir ¢ lam
gidm cdc tdc dyng phy dubng tidu hia thubing xdy ra khi ding
methormin,

841 vdi b&nh nhdn khiing kiém sodt 181 bing 18y phdp k&l hgp 2
thudc vdl ba1ky 2 trang s6 3 thut’s Irf tang duing huyst say day:
sitagliptin, metformin hodc insulin

Lidu khdi ddu thuing ding cla GLUMECA PLUS ¥R nén curg cip
tfing li#u sitagiiptin 15 100 mg/ ngay. Phal xem xét mue @3 kiém sodt
duting huyét va lidu hign ding metformin (€1 c6) khi xic dinh lidu
khdi ddu cia thanh phdn matformin, Xem xét tng 8y 1 t 68 fam
oidm cde tde dyng phy duing tidu héa thuing xdy ra khi ding
metiarmin. C4 thé gidm Féu insulin & bénh nhin dang hodc mdi khai
0du diéu trj vl insuin dé gidm nguy cd ha dung huyEt (xem Cinh
bdo va thin trong khi disng thude).

Chua cd nghién clu khda sdt cy thé tinh an todn vé higu e ol
GLUMECA PLUS XR @ bnh nhdn tnidc ddy ding cic thudc tr ting
duting huydt khic vi 43 chuyén sang diing GLUMEGA PLUS XR. Nén
thdn trong va ed gidm st phil hp khi cd bat ki thay d8i trong trf liu
di thdo duling vi cd the xdy ra nhiing thay 861 trong kidm sodt duling
huyiit,

Khuy#n cdo sif dyng thude trén bdnh nhan suy thin

Banh gid chile ndng thin trudic khi khdi ddu didu tri véi GLUMECA
PLUS XR va danh gid dinh kj sau dd.

Ching chi dinh ding GLUMEGA PLUS XR trén bénh nhin c6 ufic tinh
8 loc cduthin {(eGFR) duti 30 mL/ phit/ 1,73 m°,

Khdng khuy€n cdo khii ddu diu tri vdi GLUMECA PLUS XR & bénh
nhdn cd eGFR adm frong khadng 30 - 45 mL/ phit/ 1,73 m*. @ binh
nhan dang sif dung GLUMECA PLUS XR vi cd eGFR gidm xuding dudi
45 mLf phit/ 1,73 m™ dénh gid nguy ta - Igi feh khi tifp tuc difutri vi
gidi han lify clm sitagliptin d&n 50 mg, nay 1 in. Nging sif dung
GLUMECA PLUS XR néu binh nhin od eGFR gidm mfng dudi 30 mL/
phit/ 1,73 m* (vam Chiing chi dinh va Cnh bdo va than trgng khi
diing thudt).

Ngirng sif dyng GLUMECA PLUS XR khi thyc hign xé! nghidm chin
dodn hinh dnh ¢é s dyng thudc cn quang chia lod

Trén nhiing bénh nhin cé eGFR ndm trong khodng ti 30 - 60 mL/
phit/ 1,73 m’, trén nhilng bérh nhn cd tién sl bénh I vé gan,
nghién rugu hodc suy tim, hodc trén nhilng bénh nhan s& sit dyng
thudc can quang chia iod qua duting dong mach, ngimg GLUMECA
PLUS XA trudic hodc tal thili didm thc hizn xét nghiém chin dodn
hinh 3nh ¢4 sif dyng thude can quang chia iod. Badnh gid 13} chl s4
€GFA sau khi chigu chyp 43 gid, sl dung 131 GLUMEGA PLUS XA néu
chic nang thin dn dinh {xem Canh hdo v thin trong khi ding
thudc).

Hodc theo chi ddn clia Thdy thudc.

CHENG CHI BINH

Chiing chi dinh diing GLUMECA PLUS XA ({sitagligtin/ metformin
hydroclaric/ gidi phdng chdm) & bénh nhancd :

1. Suy than ndng (2GFR < 30 mL/ phit/ 1,73 m') (xem Cénh bén v
thdin trong khi diing thudic, Metfarmin hydroclorid, Suy thin).

2. Tién sit qua mdn vdi sitagliptin phosphat, metfarmin hydroclorid
hodc bt ky thanh phin khic cliz GLUMECA PLUS XR (xem Cinh bda
va than trong khi ding thudc, Sitagliptin phosphat, Phdn (ng qué
min v Téc dyng khing mang mudn ciia thudc, Kinh nghigm hau
mal).

3. Nhi¥m toan chuyén hoa c&p tinh hodie man tinh, bao gém ci nhidm
toan ceton do dai thao duting, cd hodc khiing cd hin mé.

Nén ngung GLUMECA PLUS XR tam thai ¢ b#nn nhin dusc chup X

Size 90%

quang cd tigm finh mach chit cin quang gdn lod phang xa, vi s dyng
cac chdt nhut the cd thé gdy thay ddi chic ning than cdp tinh (xam
Canh bio vi thin trgng khi diing thudc; Mr.H‘nrfnin hydroclorid).
CANH BADVA THAN TRONG KHI DONG THUGC

GLUMECA PLUS XR

Knhdng ding GLUMEGA PLLS XR gho b¢nh nhin ddl thio duing typ 1
hodc dé didu trl nhifm acld ceton do déi thio difing

Vigm tuy: D3 cd cdc bdo cdo vl vigm tyy cip, bao gdm vigm tyy xudt
huy@t hodc hoai tif gdy tif vong va khng gdy tr vong (xem Tdc dung
khding mong mudn cia thudc) & bénh nhdn diing sitagliptin, Nén cha
bénh nhdn bigt trigu ching ddc trumg ela viém tyy cip i dau byng 0
ddi va lién tyc. Vigm tyy dudc ghi nhén hdi phyc sau khi ngung ding
sitagliptin. N&u nghi ngi vidm tyy, ndn nging diing GLUMECA PLUS
XR v cdc thudc khdc cd thi Tign quan,

Gidm sdt chire ndng thin: Metformin vi sitagliptin duic bit rd dio
thai ehds y&u qua thin. Nguy cd tich iy metformin vit nhifm acid lactic
1ing theo midc d§ suy thin. Ching chi dinh ding GLUMECA PLUS XR
tr&n b4nh nhan suy thdn ndng, bénh nhin cd eGFR < 30 mL/ phit/
1,73 m* {xem Cdch ding, lidu ding, Ching chi dinh, Canh bao v than
tgng khi ding thudic, Mettormin hydreclorid, Nhigm acid lacic).
Trutie khi bat ddu didu tri vii GLUMECA PLUS XR va sau ds, it nhat
hang ndm nén ddnh gid chic ning than, Nén dénh gid chic ning
than thuing xuyén han @ bénh nkan duge dodn tnide s3 ol lban chide
ning thin v nging ding GLUMEGA PLLIS XR nél cd bing ching suy
than.

Ha duttng huydl irong 118 phdp ket hop véi sulfonylurea (SU) hode
viti Imsulin: Gidng nhy cdc thud tri tang duiing huyét khdc, d3 quan
sit théy ha duiing huyét khi diing sitagliptin vi metformin két hop vdi
Insulin hodic 1 thide nhdm SU (xem Téc dyng khing mong mudn cla
thudic). Do dd, dé gidm nguy cd h duing huyét do SU hadc insulin, cd
thé xem xét gidm liéu SU hodc insulin (vem Cich ding, liBu ding).
SITAGLIPTIN PHOSPHAT

Ha duitng huy&l trong 1igu phip ket hop vl Sulfenylurea (SU)
hode vl insulin: Trong cdc thi nghi#m ldm sang vdi sitagliptin don
tri 1igu v dilng két hap vdi cic thubic duge biét 1 khang gdy ha dubing
huyét {nhy medormin hojc chdt chi vin PPARy (nhém
thiazolidinecionas)), ¥ 1§ cdc bdo cio ha dubng huyét khi ding
sitagliptin cling tiong W nhy d bénh nhan ding placebo. Gidng ahu
eic thudc trf tng duling huydt khdc, d3 quan sét thay ha duling huyst
kni ding sitagliptin va mettormin k&t hgp vai insulln hodc 1 thudc
nhdm SU (xem Téc dyng khdng mong mudn ciia thudc). Do dd, dé
gém nguy co ha duling huyét do SU hedic do insulin, cd the xem xét
gidm lifu SUhodc insulin (xem Cdch diing, liéu disng).

Phan Ung qua min: B3 cd cdc bio cdo hjumai vé nhing phan ing
qud min nghiém trong & bénh nhdn ding sitagiiptin, 1 thiah phén
&l GLUMECA PLUS XR. Cdc phan (ng ndy hao gbm paan ing phin
wi, phii mach va cic bénh Iy toc da kd cd hi chdng Stevens -
Jehnsan. Vi cdc phin Gng nidy dunc bdo cdo by nguyn tf dan sé chia
bidt rd ¢ mdu, nén thuling khing the wie tinh ehde ehdn tn sult
hedc xéc lp mdi quan il nhdn qud v vide s dyng thude. Cic phdn
(g iy bdt ddu xisat hign trong 3 thang ddu didu trf vai sitagliptin, vai
vél bdo cdo xdy ra sau lidu ddu tién. NE nghi ng ¢ phin Ing gud
min, phai ngung ding GLUMECA PLUS XR, ddnh gid cdc nguyén
nhin tiém ning khdc va dung bri ligu di thio dubng khdc thay thi,
(xem Ching chi dinh va Tdc dyng khing mang mudn cla thudc, Kinh
nghigm hdu mai.)

Bang nude Pemphigoid: BA =6 béo cio hdu mai vé cc tnting hp bi
bang nuic pemphigoid phii nhip vign didu trj dii v thudie dc ché
DPP -4,

Trong cic truéing help duic bén cdo, bénh nhin thuong duge phyc hi
béing ligus phip Uc ché miln dich cyc b8 hodc hé thiing va ngung ding
thudc dc ché DPP - 4. Khuyé cdo bénh nhdn bdo cdo vé sy phat trifn
cla bang nudc hodc trot da trong khi ding GLUMECA PLUS XR. N&u
nghi ng barg nudc pemphigoid, nén ngiing ding GLUMECA PLUS
XA va chuyén dén bic s da i8u of duge chin dodn va didu tr thich
hgp.

METFORMIN HYDROGLORID

Nhi&m toan lactic

Qud trinh gidm sdt hju mdl ¢a ghi nhdn nhing ca nhifm toan lactic
lién quan d&n metiormin, bao gdm cd truing hgp t¥ vong, gidm thin
nhigt, tut huyét 3p, laan nhip chim kéo dai, Khai phat cla tinh trang
nhi#m toan acid lactic lién qun d&n metiormin thuling khang d& phat
hign, kém theo cdc tribu ching khdng difn hinh nhy khd chiu, dau ca,
suy hd hdip, lo ma vi dau byng. Nhim taan acid lactic lién quan dén
metformin duje d3c trurg bing ndng d9 lactat tng 1#n trong mdu (>
5 mmol/ L), khodng trdrg anion (khing cd bling chitng clia keto nigu
hodc keto mau), ting ty 1& lactat pyruvat, ndng dé metiormin huyst
tudng ndi chung tang > 5 ug/ mi.

Y 18 nguy cd clia nhilm toan acid lactic litn quan dén metfarmin
baa gém suy thin, sif dyng déng thisi vei mit st thudc nhat dinh (vi
dy cdc chdt gz ché carbanic anhydrase nhu topiramat), 1if 65 twdi trd
1&n, cd thyc hign chigl chyp s dyng thudc can quang, phiu thudt vi
thifc hign céc thit thudt khic, tinh trang gim oxy hit vdo (vi dy suy
tim sung huyét cap), wling nhifu ruuva suy gan.

Cdg biin phap gidm thidu nguy co v i tri nhifm toan acid lactic liégn
quan d&n matiormin & nkém hnh nhin s nguy cd can duge trinh biy
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hitng 401 tugng dic bigt).
quan @¥n metiormin, nén ngiing st
R, Tha c}uir!u dua bénh nhin dén bénh
Ahap 1l tri. @ nhing bénh nhin a3 didu trj
i . 1oan lactic hodc nghi ngl cd khi
fo nkanh ching loe méu a8 dify
i b6 phdn metlormin 43 bj tich Ky
!. tach dugc vai di thanh thai 170

lactic va néy ﬂhﬂ'ﬂﬁ trigu ching nay xdy ra, r;in ngung diing
GLUMEGA PLUS XA va bdo cdo nhing trigu ching ndy cho bdc si.

Bl véi mdi yéu td lam Eng nguy co nhidm tean lactic [&n guan d&n
metformin, nhitng khuyén cde nhim gidp gidm thidy nguy oo v i o
tinh trang toan lactic lién quan dén metformin, cy thé nhu sau:

Suy thin: Nhang ca nhidm toan lactic lién quan d&n metfarmin trong
qui trinh gidm sdt thudc hiu mdi xdy ra chii y&u trén nhng binh
nhin bj suy thin ndng. Nguy cd nhifm toan lactic ién guan dén
metharmin ting l&n theo mdc di nghiém trong cla suy thdn bi
metformin duge thii trir chi yéu qua thiin, Khuyén cdo lim sing dva
trén chic ndng thin clia bénh nhan bac gdm (xem Cdch ding, Lidu
ding, Bic tinh dugt lye hoc).

Trudc khl khéd ddu didu i vl GLUMEGA PLUS %R cén wdc tinh mic
dd Ipc cdu thin {eGFR) ciia bénh nhdn,

- Chiing chi dinh ding GLUMECA PLUS ¥R trén bEnh nhin cd eGFR <
30mL/ phit/ 1,73 m’ (xem Ching chl dinh).

- Khding khuyEn cdo khdi ddu didu tri vai GLUMECA PLUS XA 4 hérh
nhin cd eGFR néim trong khodng 30 - 45 mL/ phit/ 1,73 m’,

- Thu thigp o ligu vé eGFR it nhdt 1 &0/ nam & 14t cd cdc bgnh nhan
sifdung GLUMEGA PLLIS XR. (1 hénh nhin cd kha ndng ting nguy co
suy than (vi du nhunguisi cao Wi, chie ndng thin nén dugc danh gid
thuting xifén han

- @ binh nhan dang sif dyng GLUMECA PLUS ¥R vi ¢4 eGFR gidm
xuding dudi 45 mL/ phit/ 1,73 m’, danh gid nouy cd - Igi fch cha vigc
1i&p tyc phac 4 va gidi han lidu cia sitagiptin dén 50 mg, ngay 1 1én.
Tutdng tic thude: S dyng ddng thai GLUMECA PLUS XA wéi mdt si'
thutic co thi 1am ting nguy co nhidm toan factic i8n quzn dén
mettormin: bénh nhdn suy giim chilc ning thin din tai nhing thay
i déng ké vé mit huyit dgng, dnh huing 131 cdn bling acid-base
hege lam ting tich iy metiormin (xem Tusng tic thuc). Vi viy, cdn
nhdc theo ddi binh nhin thubing xuyén hon,

Bdah nhdn tir 65 tudi Ird én: Nguy cd toan lactic lidn quen dén
metfarmin ting lén theo udi cla binh nhin b hdnh nhin cao i cd
kha ning bi sty gan, suy thin, suy tim cao hon nhilng binh nhan tré
twd han. Cén ddnh gid chits ndng thin thuing xuyén hon 0i vai
nhing bénh nhdn ién wdl.

Thife hign cde xét nghiém hinh dnh cd iod edn quang; Tidm thulc
cdn quang vac ndi mach d nhilng bénh nhdn dang digu trj metiormin
©6 1hé din ti suy gidm cip tinh chil ndng thdn va gdy ra toan lactic.
Ngimg tam thii GLUMECA PLUS XR trudc hodc tzi thal difm thi
hign chiéu chyp cé sif dyng thudc can quang cd chia lod & nhing
bénh nhin cd eGFR nim trong khodng 30 - 60 mL/ phit/ 1,73 m’,
nhilng bénh nhdn cd tién sl suy gan, nghién ruu, soy tim hodc nhitng
bénh nhan s& s dyng thutic cdn quang chilz iod theo duting ddng
mach. Binh gld lal eGFR 48 gils sau khi chify chyp va sit dyng lal
GLUMECA PLUS XR néu chic nang than dn dinh.

Phiu thuat hode cdc thi thud? khde: Sy | gil thic 3n vi dich trong
aud trink phdu thigt hodc thue hign cdc thi thujt khdc cd thé lam
t4ng nguy ca gidm thé tich, tyt huyét dp va say thin. Nén tam thé
ngiing s dyng GLUMEGCA PLUS XR khi bénh nhdn b| gici han lugng
thile &n va dich nap vio.

Tinh trang gidm axy it vbe: Cud trinh theo d&i hdu mai ¢ ghi nhdn
mét s& ca nhifm toan lactic ién quan d&n metformin xdy ra trong
bénh canh suy tim sung huyEt cdp (dic bidt khicd kém theo gidm tudi
mau v gidm axy huy8t). Tryy tim mach (s8c), nhdi mdu ed tim c3p,
nhidm kiudn huyét v cdc bénh [ khdc lin quan dn gidm oxy huyst
cd méi litn quan véi toan lactic va cng ¢d thi gay nitd huyst e
thiin. Khi nhiing bign ¢4 nay xdy ra, ngiing ding GLUMECA FLUS XR
ngay l4p tle.

Ubhg rugu: Rugu cb khi nding dnh huing 0€n tic dyng cila mettormin
Ién chuyén hda kactat va tir do cd thé Fm ting nguy cd ahidm toan
lactic lién quan d&n metformin. Ganh bdo binh nhin khang uling ruu
khi sif dyng GLUMECA PLUS XA,

Suy gan: Bénh nhdn suy gan cb thé tién tridn thanh toan lactic lign
quan dén metformin do suy gidm thai tri lactat ddn tdi tang ndng dg
lactat trong méu. VI viy, trinh s dung GLUMECA PLUS ¥R trdn
nhiing bénh nhdn ¢3 dugc chdn dodn bénh gan théng qua blng
chilng lm sang hodec xét nghidm.

Ha dudng huyét: Ha duang huygt khdng xdy ra & bénh nhin ding
mettormin don dgc trang cde truiing hp sU dyng thudc nhitthuang 18,
nhung c6 th xdy ra néu thu nap khding b calori khi vige bd sung
calori khing bir ddp duge tinh trang hoat ddng qui miic, hodc trong
li ding ddng thin cdc thudc gidm dudng nuyét khic (nhy cdc
sulfonylurea va insulin) hole ding rugu (ethanel). Bénh nhdn can tudi,
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yéu sJc hodc suy dinh duling v ngubii sty gidm chic nEng lyén
thugng thin hodc tuydn wén hodc ngd doc rugw, dic biét nhay cm val
1dc dgng ha duing huyE C4 thé khd nhan biét tinh trang ha duling
Pyt ngudi cae tdi va & ngudi dang diing thudt chen thy thé beta -
adrenerglc,

Néng 49 vitamin 812: Trang céc thir nghiém 18m sdng cd d8l ching
diing metformin 29 tuin, khodng 7% bénh nhdn ¢d néing 43 vitamin
812 hinh thuling ban dfu d3 gidm dudi mde binh thuting nhing khing
6 iy hign lm sing. Tinh trang gidm vitamin B12 cd thé do cin trd
h&p thy B12 tif phitc hop yéu 19 nji tai - B12, twy nhién rdt higm ket
hgp vii tinh trang thidu miu v xem ra phyc hiii nhanh khi ngung
dling metformin hodc thubc bd sung vitamin B12. Nén ddnh gié cic
théing s huy&t hoc mBi ndm & binh nhin ding BLUMECA PLLS XR
wa kidm tra, qudn Iy cdc thay ddi bt thuiing rd rét.

Cdc ci thé ndo dd (ngutii thu nap hoje hap thu khéng di vitamin 812
hodic calci) cd khd ndng cd ndng dé vitamin B12 duldi mdc binh
thudng. & cdc binh nhan nay, od thé hdu fch khi da ndng di vitamin
B12 huyét thanh thuing qui m&i 2 - 3 nam.

Thay ddi tiah trang ldm sdnag cida bénk ahdn d3 kidm sodt 61 bénh
i thilo dudng tjp 2 Irude d#y:n&'u b#nh nhdn ¢dl thio dubng iyp 2
trudc ddy dugc kém sodt 18t vif GLUMECA PLUS XR lai ¢ kit g
xét nghigm bat thuing hodc cd bénh Iy lm sdng (43¢ bigt binh
khéing 18 ring vé khd xdc dinh), nén ddnh gid ngay dé tim bling
chiing nhifm acid ceton hodc nhim acid lactic. NEn bao gdm dinh
gld cdc chal dign gial va thé caton trong huyst thanh, glucose méuva,
néls dugc chi dinh, pH mdy, lactat, pyrwvat va ndng dd metformin
trong mau. Phil ngung GLUMECA PLUS XR ngay va bdi ddu diing cic
bign phdp chilla trj phiz hgp khde néu xdy ra tinh trang toan héa do 1
trong 2 dang nhiém acid nay.

Khdng kiém sodi duge glucoss mdw: Khi binh nhin dang 8 dinh véi
phac a8 tri ligu dii thio duding rio dé lai gp stress nhu sét, chdn
thugng, nhidm tring hodc phiu thud, thi cd thé xdy ra mat kiém sodt
duting huysit tam thii. Vao cdc thai diém nhu thE, cé thé ofn phii
rgung diing GLUMECA PLUS XR va tam thal ding insulin, Ca thé
ciing l3i GLUMECA PLUS XR sau khi da qua kndi dt c3p tinh niy.

§ir dung & tré em

Chuta wdc Kp tinh an todn va hidu lye cia GLUMECA PLUS XR & bénh
nhin tré em dudi 18 tudi

i dyng & nguisi cae Wdi

GLUMECA PLUS XR

V1 sitagliptin va metformin duide dia thai chis yéu gua thin vi vi chic
ning than thubing gidm khi cao tudi, nén ding cdn thin GLUMECA
FLUS XA khi tudi cing can. NEn thin trong khi chon liéu v nén dya
trén sy gidm sat cdn thin va thuling xuyén chii ndng thin (xem
Canh bao va thin trong khi diing thudc, Gidm sat chilc ndng thin).
Sitaglintin phosphat

Trang cdc nghién cou 1Am sang, tinh an todr vi hipy qud cla
sltagliptin & ngui cao tudi (= B5 tudi) tudng by nhit @ bénh nhdn tré
tudi han (< 65 tdi).

Metformin hydroclorid

Nhiing nghidn cou 1am sang dai ching vai metiormin c6 s§ lugng
bnh nhiin can tudi khiing dit 48 chiing mink ho ¢ dip (ing khdc vdi
bgnh rhan iré tudi hon hay khang, m3c di bdo cdo tif kinh nghigm
Ihil nghigm Iam sang khdc khaing tim thdy duge nhing khdc bigt vé
dip (ng didutrj gida bénh nhin czo tudl va bénh nadn tré tudi han,
Lién quan d&n té duge

Thufic nay chifa it han 1 mmol natri (23 mg) mé| vign, cd nghiz

lé “khing cd natri”,

Mau indigo carmin lake: cé thé gdy phdn dng di dng.

S{f DUNG THUGC CHO PHY NO CO THAI VA CHO CON BU

Phy nd cd thai

GLUMECA PLUS XR

V! khing cd nhiing nghién cifu ddy di va 6di ching 15 & phy nl cd
thai ding GLUMECA PLUS XR hodc véi tiing thanh phn ciia thudc,
nén chua bidt i tinh an todn cda GLUMECA PLUS XR & phy nil cd
thai. N cdc thude ulng tri ting dubrg huyét khic, khang khuyén
cdo st dyng GLUMEGA PLUS %R trong thai k.

Chua tidn hanh cde nghign ciu & ding vat vdi cdc thudic cling kit hgp
trang GLUMECA FLUS XR d8 dinh gid tic ddng clsa thudc 1an sy sinh
sn. Céc d0 ligu sau day dya trén phat hi8n cla cic nghidn clu tign
hanh ring bidt vai sitagliptin hode metfarmin.

Sitagliptin phosphat

Sitagliptin khéng cd khd ndng gdy qusi thai  chudt efing khi ding liéu
uéng dén 250 mg/ kg hodc & th vdi lidu dén 125 mg/ kg trong gial
dogn hinh thanh cd quan (cao han 32 - 22 in, theo thif ty, ndng 36
thutic tigp xic @ ngubli dya theo Ii€u dé nghi hing ngay @ ngut idn 13
100 mg/ ngdy). & chudt cding, ting nhe 1 18 bih dang xuong suon
thai nhi (khéng cb xugng sulin, xuong suiin gidm san va chudi kat
suiin) dugc ghi nhdn khi chut me diing lidu Ling 1000 mg/ kg/ ngiy
(khodng 100 1én ndng dp thudic tidp xic & nguii dya theo liéu dé nghi
hdng ngdy & ngubi lan & 100 mg/ ngay). Khi chult coing me ding lidu
udng 1000 mg/ kg/ ngdy, cn ning trung binh cla chudt con ci 2
phal trudc khi thal bl va syf ting cdn cla chudt dyc con sau khi thai bi
déu gidm nhe. Tuy nhién, nhilng nghién ciu vé sy sinh sén § ddng
vat kh@ing phai lic nao ciing ¢y dodn dude dip ing 8§ nousi.
Metfarmin hydroclorid

Mettormin khdng cd khd ndng gdy qudi thal § chudt cding vé th khi

Size 90%

dng lidu d&n 600 mg/ ko' ngay. Lidu ndy tidu bidy cho ndng d tudng
dugng vl 2 - B 1dn fifu khuyén cdo 181 da mii ngdy & ngutsl Idn &
2000 mg dya trén so sdnh dign tich b8 mat ca thé ddi vai chudt cing
va tha, theo thil tu huang ¢ng. Néng dd thude duge tim thay § baa thai
chiing 1 metformin di qua hang ria nhau thai mt phdn.

S dyng khi cho con bi: Chuz tién hinh cdc nghién coud djng vit
dang cho con b voi cac thank phdn thude ket hop trong GLUMECA
PLUS XR. Nhing nghién citu thyc hién véi tilg loai thudc cho thily cd
sitagligtin va metformin déu bai tift vac sda chudt cding me. Vin
chufa biét rd sitagliptin ¢d bai Gt vio sTa ngudii hay khéng. Do dé,
khdng nén ding GLUMECA PLUS XR cha phy nll dang nudi con bi,
ANH HUGNG CUA THUGE LEN KHA NANG LAIXE, VAN HANH MAY
MOC: Chua thyc hién céc nghién ciu vé tic ddng ciia GLUMECA
PLUS XR Ign khd n&ng ld xe va vin hann may. Tuy nhién, nguii ta
cha ring GLUMECA PLUS ¥R khang dnh hufing d&n kha ning I4i xe
va van hanh mdy.

TUONG TAC, TUONG KY CUA THUGE

TUGNG TAC THUGC

Sitagliptin va metiormin

Diing cung e phic dd nhidu iy sitagliptin (S0 mg, ngay 2 f4n) va
metiormin (1000 mg, ngay 2 Idn) khing Fim thay d81 ¢6  aghfs duge
dgng hoc clia sitagliptin hodc metformin & nouisi bénh déi thia duting
typ2.

Tuy cdc nghign cu vé tuong tic duge dng hoc gila cdc thude val
GLUMECA PLUS XR chifa dugc ti€n kanh, nhung cdc nghlén ciu nhu
thé dai dugc thitc hign wdi tirng thanh phén cda GLUMECA PLUS XR,
I sitagliptin va mattormin.

Sitagliptin phosphat

Trang cdc nghién cilu tudng tdc thude, sitagliptin khang tic diing cd ¥
nglia lAm sang 1&n dugc ddng hoc cla nhilng thudc sau diy:
metiormin, rosiglitazon, giyburid, simvastatin, wartarin va vidn uling
nglia thai, Dya trén cdc dlt idu ndy, sitagliptin khing dc ché cac
Isozym CYP Ia CYP3A4, 2C8 hadc 2C3,

Dya trén di ligu in vitrg, nguisl ta cho ring sitagliptin cOng khdng Oc
chd CYP206, 1A2, 2C19 hodc 2B6 hedc gdy cim dng CYPIAL,
Nhiing phdn tich duc ddng hoc the dan s§ dugc tién hinh & bénh
nhin dii thio duding typ 2, Cde thudc dimg cing ldc khing pdy tdc
dung cd § nghia lAm sang 1&n dugc ddng hoc sitagliptin. Cde thule
dutfc danh gid 13 thudc ding pad bién @ bénh nhin déi thio dubing
typ 2 bac gém thulc trj ting cholestercl mdy (nhu statin, fibrat,
ezetimib), thufic khang tiéu cdu (nhu clopidogrel), thudc tri tang huy#t
p (nhu thudc dc ché men chuyén, thutic chen thy thé angintensin,
thudic chen thi thé bata, thudc dc ché kénh cald, hydroclorathiazid),
thudc gidm dau va khing viém khing steroid (nhu naproxen,
diclofenac, celecoxib), tri trdm cdm (nhu buprogion, fluoxetin,
sertraiin), khdng histamin (nhy cetinzin), ds ché bdm proton {nhy
omeprazol, lansoprazol), v céc thudc tri ofi logn cung dudng (nhu
sildenafil).

Dign tich dudi duing cong v trung binh ndng d dinh cla cigoxin hoi
ting (ALC, 11% va Cmax, 18%) khi ding cling sitagliptin, Mdz d§
tAng nay khng dugc xem 6  nghia 13m sing. N&n gidm sat bgnh
nivdn diing digoxin cho thish hgp. AUG va Cmax ciia sitagliptin, theo
thd ty, tang khodng 29% vi 68%, & dbi tugng wing 1 lidu don
JANUVIA 100 mg cing vii 1 iu don cyclosporine 600 mg dang
uding, vin 1 chit chuin dc ché manh p - glycogrotein. Nhang thay
ddi quan st dugc vé dugc ddng ho cla stagliptin duge xem khang
cd ¥ nghialdm sang.

Metiarmin hydroclorid

Glyburid: Trong 1 nghign clu tudng tic thulc wdi lifu don & bénh
nhan ddi thio duing typ 2, ding metformin ket hp alvburid khing
gdy bit kjr thay déi nao vé dude dhng hoe hodc dudc e hoe clia
metfarmin. AUC va Cmax clia glyburid dugc ghl nhyn glam, tuy nhign
bign thign rét lén. Vi bin chit ding ch¥ di ligu diing duy nhat trong
ngay (ddn lidu) cia nghida ciiu ndy va ndng d glyburid trong méu
khiing tudng quan vdi cdc e dung duge lye hee, nén § nghfa 1Am
sang clia tuang tic ndy khong chdc chdn,

Furgsgmid; Mt nghién ciu tugng tdc thulic metformin - turasemid
Iiéu don @ a8l twong khide manh da chimg minh cdc thang s& duge
ddng hoc cla ci hal thudc du bi anh hifing khi diing chung.
Furosemid Lam ting ndng d§ metformin huy&t tuong vé Cmax mdy
08N 22% v& AUG mdu d&n 15%, ma khong thay d6i ddng ké sy thanh
thai mattarmin & thin. Khi ditng wdi metformin, Cmax vi AUC clia
furosemid, 4n lugt giim dén 31% va 12% sa vai ding dan ddc, va
thisi gian ban thai gidm d&n 32%, ma khing cb bat ky thay ddi ding
k# hé sii thanh thii furosemid & thin. Chisa c6 thing tin vé tudng tic
thudic gidla mettormin va furosemid khi diing chung dai han.
Mitedipin; Mt nghién ciu tuang tic thulc metormin - nifedigin lidu
don & nqubi tinh nguyén khie manh da ching minh viéc ding thudc
chung voi nifedipin 43 1am tang Cmax cla metformin trong huygt
fugng 1&n 20% va AUC 18n 9%, vé ting lugng thudc thii frong nudc
tidu, Tmiax v thisi gian ban thdi khdng bi &nh huing. Nifedipin duiing
nhy fam ting hdp thu metformin. Metiarmin c6 tic dyng khiing ding
K€ I&n nitedipin.

Céc thudc lam gidm 49 thanh thil metformin: Ding déng théi cic
thudie gy cin td hé thiing van chuydn phd bigh tal dng thin tham
gia vao vige thii trir metfarmin qua thin (vi dy, chit vin chuydn
cation hdu co - £ {organic cationic transporter - 2 [OCT2])/ cdc chit
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, dahtegravir, vi cimetidin co thé iam ting tidp
ormin va cd thé am tang nouy ca nhifm acid
h i nguy cd khi sif dyng phii hp nay.

g, thude nhit dinh cd khuynh huing gy ting

hormen tyén gidp, estrogen, vién uing
j mr.ntlnl:, cdc thulic cubing giao cim, thudc
a/foniazid. Khi diing cdc thudc nay cing vai

hhdi theo ddi bénh nhin chit ché dé duy i

e-GnHGe cia rnun‘umln v propranalol, vd metformin i
|b-.nro!m khing bi dnh huing khi diing chung trong cdc nghién oy
vé tuang tie thude vdi ché dd liéu ding duy nhat trong nady 3 noui
finh nguyén khdie manh,

Mettarmin gén k&t khdng ddng k& vl cic protein huyét tuong, va do
d6 khting cd khd ndng tuong tic vl cic thudc pin k&t nhidy uii
protein nhy B nhom salicylat, sulfonamid, cloramphenicol va
probenecid, khi so val cic thudic sulfonylurea vin gdn kgt manh wii
cdc protein huyt thanh

TUONG KY THUBC: Khang 4p duing.

TAC DUNG KHONG MONG MUBN COA THUGE

Trong cdc thl nghiém lim sing @di ching placebo & b@nh nhdn ddi
thio duiing typ 2, Hdu phap k&t hop sitagliptin va metformin thuiing
duge dung nap 1. Tén sudt chung cla cdc bio cdo tc dung phy &
bgnh nhin ding ligu phép kit hap sitagliptin va metformin déu gitrg
nhyd bnh nhdn ding placebo ciing metiormin,

Liéu phap k&l hgp sitagliplin va metormin

Trj gy kidi ddu: Trong 1 nghign ciu de bign st, 66} ching placebo
kéo dai 24 tudn vdi trj lidu khisi ddu 13 sitagliptin 50 mg, ngay 2 I4n ket
hdlp vi metformin fidu 530 hade 1000 mg, ngiy 2 Mn, cic phin ing
bl Igi fién quan dén thudc dugc bao cdo 5= 1% bEnh nhan ding ligu
phip ké: hap (wdi Hn sust cao hon so vili bénh nhin ding placebo)
dugc trinh hay ] Bim 1.

“q‘
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* DI ligu ting hop tif bénh nhan ding metformin iy thap han va lidu
can han

B3 sung véo iy phip k& hop vdi metformin

Troag 1 nghign cdu d3i chifng placebo kéo dai 24 hln val sitagliptin
bd sung vio phdc d& metformin, cd 454 binh nhan dang diing
metlarmin dugc b8 sung sitagliptin 100 mg ngdy 1 1én va 237 bénh
nhin ding placebo vdi metformin. Phin dng bat Igi lign quan dén
thullc duge bdio cdo vdi tin sult > 1% vi cao han 50 vdi placebo &
bénh nhan ding siagliptin v mettormin chl k& budn nén (1,1% @&
nhém ding 100 mg sitagliptin vai metformin va 0,4% & nhdm dilng
placabo vii metfarmin).

Ha duding huyét vd cde tic dyung batigi vé duding tiéu hda

Trong cdc nghidn clhu s0 sinh placabo vdi ligu phap kst hgp sitagliptin
va metformin, tdn sudt ha dubing huy#t (b4t ké ddnh gid cia bdc si
nghién ciu vé nowén nhin) dude bie cda @ bénh nhdn ding
sitagliptin k€t hap metformin déu tuong ty nhu & nhém bénh nhin
diing metformin wii placeta.

Tén sudt cic tic dung bat il d3 dinh trudc vé duding tidu hda & bénh
nhin ding sitagliptin két help metformin cling fudng ty mhu & bénh
nhin ding metiormin don dc. (Xem Bang 2)
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'trong nghifn clu tri 18y khii ddy daw bung bao pém cd khd chiu &
byng.

"D ligy tdng hop 1 bénh nhin ding metformin liéu thip hon va liéu
G40 han,

Trong @l i cdc nghién cilu. céc tic dyng bt igi do ha oubng huyet
dudc dya trén tit cd cdc bdo cdo vé ha duling huyét cé trigu chimg,
khaing cdn do ndng 4§ glucose cling lic.

Sitagliptin k&1 hgp vai metformin va sulfonylurea

Trong 1 nghién cdu 24 tudn, d8i chiing placebo véi sitagliptin 100 mg/
ngay bd sung vio phic dd dang ding két hgp glimepirid > 4 mg/ ngiy
i metfarmin 2 1500 mg/ ngdy, cdc phén dng bt Igi i&n quan dén
thuic dugc bdo cdo & = 1% bénh nhdn ding sitagliptin (M = 116) va
xdy ra ohd bién han so vl bénh nhn ding placebo (M = 113) 1A ha
duding huyet (13,8% & nham sitaghiptin; 0,9% & nhom placebo) va tdo
bon (1,7% s0véi 0,0%).

Sitagilptin k81 hyp vdi metiormin va ehdt chi van PPARy

Trong 1 nghién ciu ddi ching placsbo vai sitagliptin 100 mg/ ngay b
sung véo phic dd dang ding ke hgp metformin vl rosiglitazon, cdc
phan tng bt lgi i quan dén thule due ban cda trang théti didm ddu
tién vao tudn 18 > 1% bénh nhan diing sitagliptin (N = 170) va sdy
ra phi§ biéin hon so wii bgnh nhan ding placeda (N = 82) 1a: nhilc ddu
(sitagliptin: 2,4%; placeba: 0,0%), tigu chiy (1,8% so wvdi 1,1%),
bun nén (1,2% 50 vl 1,1%), ha duiing huyét (1,2% so wi 0.0%) vi
nén (1,2% 0 wdi 0,0%). B&n hét tudn 54, cde phin Ong bdt ki lidn
quan dén thudc dugc béo cdo & > 1% binh nhdn ding sitagliptin va
xdy ra phd bign hon sa véi binh nhin diing plazebo 14: nhie ddu
{2,4%; 0,0%), ha dubing huy#t {2,4%; 0,0%), vidm duling hé hip trin
(1,8%; 0,0%), budn ndn (1,2%; 1,1%), ho (1,2%; 0,0%), ndm da
(1.2%: 0,0%), phisngoai bién (1,2%; 0,0%) vi ndn (1,2%; 0,0%).
Sitagliptin két hyp vdi metformin v insulin

Trong 1 nghién ciy 24 tudn cd d8i ching placebo vol sitagliptin
100 mg bé sung vao phac df dang ding kat hop metformin lidy =
1500 m/ ngdy va insulin lifucd dinh, phin Gng bat lgi lign quan dén
thudic duic béo cda d = 1% bdnh nhin ding sitagliptin (N = =229), phé
bién hon & cc bénh nhin ding placebo (N = 233) 1 ha duling huyét

_ (sitagliptin, 10,8%; placsbo, 5,2%). Trong m{it nghién ciu kéo cai 24

tuén khiic, binh nhdn duge thém sitagliptin vio ligu phap insulin tich
oyt (clng hodc khing cimg metformin), phin ding bat Igi lién quan
dén thuic dugc bdo cdo d 2 1% bénh nhin ding sitagliptin va
metformin, phd bign hon & cac bénh nhan ding placebo vi metformin
14 ndin (sitagliptin v metarmin, 1,1% p'acebo v metformin, 0,4%).
Vigm tyy

Trang mit phin tich ting hep i 13 thil nghiém 14m séng thigt k& mi
081 vl di lidu clia 10.246 biynh nhdn duys phin phéi ngdu nhidn dirg
Sitagliptin 100 mg/ ngay (N = 5429) haje thuc so sinh tumg lng
(thudc €3 haat tinh hodc placebo) (N = 2817), tn sudlt viém iy odp
khéng dugc e minh 13 0,1/100 bénh nhdn - ndm & m3l nhdm (4
bénh nhin cd 1 tic dyng bat ki trong sd 4.708 bgnh nhdn - ndm ddi
wil sitagliptin via 4 bEnh nhin cb 1 tde dyng bal ki trong s& 3.942
bgnh nhin - ndm d8i wdi thudc so sinh). Xem thém nghidn ciu
TEGOS canh gid tinh an toan trén tim mzch bén dui, (xem Cinh hdo
v than trong khi diing thulic, Viem ty).

Khéng quan sat thdy nhilng thay ¢8| cd § nghla 1am sang dén diu
hidu sinh tdn hodc dén ECG (bao gdm cd khodng QTc) khi diing kit
higip sitagliptin va metformin,

Cdc phdn tng bdt lgl 0 duge ddo cdo vdi sitaghiptin

Khing cé phdn dng bat ini lidn quan d&n thudc dugc bio cdo vil tin
sudt > 1% & bénh nhan ding sitagliptin,

Cde phdn Uing bat Igi di dugc bdo cdo vdl metformin

Cac phin mg bt lai duge bia cdo (b8t ké mé lign h¢ nhan qud) lan
han 5% & nhdm bérh nhdn duge didu tri i mettormin giai phang kéo
dai va thuting giip hon so vai nhim sii dung gid duge 13 tidu chdy vi
Budn pdn/ ndn,

Nghi&n cifu TECOS danh gia tinh an toan trin tim maeh

Mghién ciu ldm sang danh gid tac dong cla sitagliptin trén tim mach
(TECOS) tign hanh trén 7.332 bénh nhdn diéu i val sitaglitpin,
10 mg mBi ngay (hodc 50 mg mAi ngdy né t5c 8 loc cdu than
(eGRR) 2 30 va < 50 mL/ phit/ 1,73 m’), v 7.339 bdnh nhdn diing
placebo trong qudn thd cd y dinh didu tri. C3 hal trf lidu dugc thim via
ché dj chim sdc thing thuing nhim kiém sodt mic HbA1c theo tidu
chusn khu wc va cdc y&l 18 nguy co trén tim mach. Dan s& nghign
Gl bao gém 2.004 bénh nhan 2 75 wdi (970 bénh nhan didu tr vai
sitagliptin va 1.034 b¢nh nhdn ding gid dugc). Tdn suit cdc tic dyng
phis nghiém trong @ nhing bénh nhin didu trj vdi sitagliptin tusng t
nhutbénh nhdn ding placebo. Banh gid vé cdc bign ching fidn quan
dén b4nh i thio duding 13 tdng dudng gida cdc nham bao gdm
nhiém triing (18,4% & bénh nhan difu trf vl sitagliptin va 17.7% &
hénh nhdn diing gid due], vi sy thin {1,4% & bdnh nhin didutri vai

Size 90%

sitagliptin va 1,5% 8 benh nhin diing gid dugc). Cc tac dung phy d
bénh nhan = 75 tudi nhin chung fudng ty vdi tcan b dén 8 nghign

cu,

Trong quin thé ¢d  dinh didu tr, trong s& nhing bénh nhin dang si
dyng insulin vaf hojc mgt sulfonylurea, 1y 1§ ha duiing huyét ndng 1
2,7% 0 bénh nhin difu tri voi sitaglintin va 2,5% @ bdnh nhin ding
placeba; trong 58 cdc bEnh nhdn dang khdng si dung Insulin vi/ hodc
mit sulforylurea, t 18 hg duing huy#t ndng 15 1,0% @ bénh nhan didy
tri vdi sitagliptin vi 0,7% & bénh nhin ding placebo. Tdn sust bign
ching viém tyy 03 dugc xdc nhin K 0,3% & bénh nhin didu trj vai
sitagliptin va 0,2% @ biénh nhdn ding placebo. Tdn sudt bién ching
khdli u dc tinh d3 dugc xéc nhin 13 3,7% & binh nhin didu trj wdi
sitagliptin va 4,0% & b§nh nhdn ding placebo.

Kinh nghidm hju mai

Cde phin dng b4t Igi b8 sung sau diy duge nhin bit trong qué trinh
sif dung GLUMECA FLUS XR hedc sitagliptin, 13 mdt thanh phdn ciia
GLUMECA PLUS XR Erén thi truing. Cdc phin Ong ndy dudc bia cdo
khi st dyng GLUMEGA PLUS XA hodlc sitagliptin mdt minh va/ hodc
cling cdc thudc chaing ting duéng huyt khic. Vi cdc phan dng nay
dugc bdo cdo W nguydn 1 ddn 58 chua biél rd ¢8 miu, nén thuiing
khdng thé uic tinh chic chdn tn sult hadc xdc lp mi quzn hé nhan
qud Vi vige sit dyng thudc.

Cdc phan dng qui min gém phin dng phan vé, phi mach, phat han,
mé day, vim mach & da va cic bgnh Iy gdy tréc da bao gém hol
chilng Stavens - Johnson (xem Chéng chi dinh, Canh bdo vi than
trong khi cing thudc, Sitagliptin phosphat, Phin tng qud m3n); viém
tyy cép. bao gfm cd xudl huyét gay 1 vong va khing gay 1if vong,
hoali 1 tyy (xem Canh bido vi thin trong khi ding thude, Vigm ty) -
suy gidm chilc ndng than, bao gm suy than cap (401 khi edn duge loc
mau); bang nugs pemphigoid (xem Canh béo vé thin trong khi diing
thudic, Bang aulc pemphigoid) viem duiing h hdp trén; vidm mii-
hong; tdo bén; ndn; dau ddu; dau khép; dau cd; dau chi; dau king;
ngia.

©dc phat hign vE xét nghlgm

Sitagliptin phosphat

Tén sudt cic tic dyng bat Igi vé ket quA xét nghigm & bdnh nhan
ding sitagliptin v@ metformin cing gidng nhu & bénh nhdn ding
placebo vdi met'ormin. Trong khilp cdc nohién cdu lim sang, ligng
bach cu ting nhe (t4ng thém x3p xi 200 1€ bao bach cdw microl so
wdi placebo; Iugng bach cdu trung binh ban ddu x&p ¥ 6600 18 paa/
microl) do tang bach cdu trung tinh. Piu nay dugc phit hidn & hiu
hét nhung khang phii & 5t cd cdc nohidn citw. Sy thay ddi thang s6
xét nghigm nay dugc xem I& khang lign quan d&n Em sang.
Metfermin hydraclorid

Trong cc th nghigm lam sang cd di ching vé metiormin diing 29
tudn, khodng 7% bénh nhin cd rdng df vitamin B12 binh thubing ban
ddu d3 gidm dudi moc binh thuing nhung khang cé bidu hign lim
sang. Tinh trang gidm vitamin 812 cd thé do cin trd ndp thy B12 tir
philc hop yéutd ndi tal - B1Z, tuy nhién rit higm két hap vl finh trang
thiffu méu vi xem ra phye héi nhanh khi ngung ding metformin hodc
dung thudc b sung vitamin B12 (xem Ganh bdo vi thin trong khi
disng thudc, Mettarmin hydroclorid).

Théing bdo cha bic sTahng tc dung khGng mong muln g3p phal khi
sif dyng thud.

QUA LIEU VA CACH XU TRi

Sltagliptin phosphat

Trong nhdng thil nghiém lim sang c3 d&i chitng & a8i hang khde
manh, sitagliptin lidu don dén 800 mg thuing dugc dung nap tGt,
Trong 1 nghi¢n c3u ding sitagliptin liéu 800 mg, khoang QTc Ling rat
ftva knding lién quan d&n Am sing (xem Ble tinh duge e hoc, Bidn
tim}. Chusa ¢ kinh nghiém sif dyng cac 1idu cao han 800 mg & nguil,
Trong cig nghién cudu da liéu giai doan 1, ngui ta khéng fim thay cdc
phin iing bt Ii trén lim sing lién quan dih lidu khi ding sitagliptin
dén lidu 800 mg/ ngdy trong 10 ngdy vi 400 mg/ ngay dén 28 ngay.
Trong trugng hop qud (i, diéu hgp Iy 13 nén dp dung cdc bign phip
hé trg thuiing diing, nhuf loai b chit chua kip hip thu khal duting tisu
héa, theo dai trén 1Am sang (bao gdm lAm didn tim dd) va trj fidu
ndng ¢8, nducdn,

Sitaglintin duc thim tich vita phai, Trang cdc nghién ciu 1§m sang,
khoding 13,5% liéu diing dugc loai b sau 3 - 4 gitr thim phin maw. Co
thé xem xét thdm phan méu kéo déi nél phis hop trén Wm sing, vin
chua bigh rd thdm phdn phixc mac cd thé thim tich duge sitagliptin
hay khing.

Metfarmin hydroclorid

Tinh trang si dyng qué lifu mettormin hydrockarid x3y ra, bao gém
udng cdc lidu cao hon 50 9. Knodng 10% truing hdp bdo cio ha diing
huy&t, nhung khéng xéc i3p dugc mdl quan hé nhdn gl va vile sit
dung metformin bydroclorid. Nhifm acid lactic duge bao cdo chifim
gdn 32% tniing hop ding qud lifa metiormin (xem Cdnh bdc va thin
trong khi ding thudc, Metformin hydraclorid), C6 thé thim tich
metfarmin vai d4 thanh thdi d&n 170 mL/ phit trong didu kign huyét
ding hoc 161 Do d8, thim phan mau cd thé hiu fch gidp bé thudi tich
Iy khdi ca th khi nghi ngd sif dyng qud Iy metformin,

DAC TiNH DU C LIJC HOC

Nhdm dugc by: Thudc dung cho bénh dii thao dudng, ket hop vai cc
thudic hg duiing huyit diing dubing uing. M3 ATC: A10B007.

Cd chi tie dfng
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GLUMECA PLUS ¥R
GLUMECA PLUS XR (sitagliptin phosphat! metiormin HCI} két hap 2
thudc 1Am ha dudng huy8t v cd chi b sung df tim ting kiEm sodt
dubing huy€t 3 bénh nhdn ddi thda duting typ 2: sitagliplin phosphat,
mt chit dc ché dipeptidyl peptidase 4 (DPP - 4) vi metformin

hydroclarid, mat thusic tham biguanid.

Sr:apﬂpu'ﬂ phosphat
p-phosphal 13 mat thude tri ting duing huyél duéing uing
dnzym dipeptidyl peptidase 4 (DPP - 4), gidp c3i
P&t & bénh nhan 3! thao duing typ 2 bing
\- ac horman incretin cf hagt tinh. Cic
dnrpadtid 1 gidng glucagen (glucagen - like
pelyppotid kich thich tiét insulin phy thujc
suinatropic polypeptide - GIP), duge
irg di ting dé ddp ing vdi bila 2n.

vang. ThEr nnnlamvﬂ cdc chl ¢ ch& GLP - 1 holdic DPP - 4 irfn md
hinh d@ing vt bj ddi thio dudng typ 2 cno théy da cdi thign dép dng
ol 1€ bho [ 08 viii glucose v 83 kich thich sinh ting hop v bai tigt
insulin, Sy dung nap glucose 4 md tang khi ndng @8 insulin cao hon.
Han nQa, GLP - 1 1am gidm tiét glucagon tif t& bio beta tuyén tyy,
Ndng df glucagon gidm, cing vl ndng d0 insulln cao han da am
gidm sdn xudt glucose tal gan, k8t qud 14 1am gidm ndng df duing
huy€t. Tic ddng cda GLP - 1 v GIP phy thubc glucose, ngiia 13 khi
ndng ¢ glucose trong mau thip, GLP - 1 8 khdng kich thigh tigt
Insulin wi khdng e ché 118t glucagon. CA GLP - 1 va GIP déu chi ting
kich thich tigt insulin khi ndng d duiing huyét ting trén mic binh
thuing. Hon ra, GLP - 1 khing lam gidm ddp dng binh thuting cila
glucagon dii vdi tinh trang ha duing huyit. Hoat tinh clia GLP-1 va
GIP bi @i han béi enzym DPP - 4, enzym niy s& nhanh chdng thiy
phin cdc hormon incretin thanh dzng khdng hoat linh. Sitagliptin s&
ngdn can sy thiy phén cic harmon incretin 531 DPP - 4, tf dé lam
tang ndng di cdc damg td hogt tinh ciia GLP - 1 v GIF trong huyst
tuong. Bang cach [&m ting ndng d9 cdc incretin cd hogt tina,
sitagliptin lim tAng tidt insulin wi gidm ndng 9 glucagan phy thube
gluose, & bénh nhdn dil thdo duing typ 2 bj ting duiing huyél,
nhing thay ddi vé ndng d insulin vi glucagon s& ddn dén gidm
hamoglabin Ale (HoAtc) va lim gidm ndng d glucose lic déi va sau
blz &n. Ca ché tic ddng phy thudc glucose cla sitagliptin khdc vdi co
ché tc ddng ciia cic sulfonylurea, vin I nhing chat lam ting tiél
insulin ngay ci khi aéng dj glucase thip vi cd thé din din tyt duting
huyét & bénh nhdn dai thio dubing typ 2 va ¢ & nguési binh thuling.
Sitzgliptin & mt chat de ché manh va rdt chon loc vdi enzym DPP - 4
mi khing e ¢hé cic enzym lign quan gén nhu DPP - B hodc DPP -9
@ ning A tri lisu.

Metfarmin hydrociorid

Metformin 18 mdt chdt im ha dubmg huyEt bing cdh cai thién dj
dung nap glucose & bénh nhin déi thio dudng typ 2, lam gidm cd
nénp dd glucese mdu cd bin va sau bla An. Cd ché tic ding cla
metformin khéc vdi cdc thulic uWng tr tng dubing huyét khdc.
Mefformin lam gidm sdn xudt glucose tai gan, gidm hip thu glucose &
rujt va cil thign dd nhay cam vdi insulin biing céch tang thu nap va
sif dyny glucose ngoal bién. Khang giding cic sulfonylurea, mettormin
khéng gdy fut duling huygt & ca béah nhdn dii thin dufing tp 2 v
ngudl biinh thuing (ngoai trif trong mdt 58 truing hyp dic bidt, xem
Génh bdo wi than rgng khi dlng thudc, Metiormin hydroclorid) vi
khing pdy tang insulin huyst Bidu tri vai metiormin, sy HEY Insulin
viin khiing ddii trang khi nding 0§ insulin lic doi va dép (ng insulin
huyét tuong sudt ngay thyt 1 cd th gidm

BAC TINH DUJC BONG HOC

Hap thy

GLUMEGA PLUS XR

Sau khi wing GLUMECA PLUS XR ciing voi bla sirg gidu chit bég,
AL ciia sitagliptin khdng bi thay ddi. Trung binh Cmax gidm 17%,
mic did Tmax trung binh khding thay ddi so val uSng lic d6i. Sau khi
uing GLLMECA PLUS XF cing vdi ba sing gidu chdl bio, AUG clia
meftformin tang 62%, Cmax cia metformin gidm 9%, vi Tmay trung
bink cho metformin dat duge 2 il sau dd so vai uling lic déi.
Sitagiiptin phosphat

Sinh kh dung tuyét déi ca sitagliptin khodng 87%. Dure ddrg hoe
ciia sitagliptin khaing thay ddi khi using sitagliptin phasphat trong bl
&n 3 nhidu chdt béa.

Metfarmin hydroclovid

Sinh kihd dyng tuydt ddi cia vién nén metformin hydroclarid 500 mg
khi bung déi khodng 50 - 60%. Nhing nghign ciu ding vign nén
metiormin hydroclorid liu don 500 - 1500 my, va BS0 - 2550 my, cho
thily luging thude hep thu khéing ting t 13 theo lifu thudc, didu nay do

-28 -

gidm hdp thu hon L do thay d8i khd ndng dio thii thudic. Thitc &n lam
gldm mic df va tam cham tdc d5 hin thu mettormin mit chit, duge
bifu thi gua néing dd dinh trung inh trang huyt tudng gidm gén 40%
(Gmiax), dign tich dudi duting cong bifu thi ndng 89 thudc trang huyet
tudng theo thisl gian (AUC) pidm 25% vA thisi gian d€ dat nfng dd
dinh trang huyét tuong (Tmax) phai kéo dai thém 35 phat sau khi
ding vign metformin 50 mg duy nhdt trang ngay clng val thic dn,
50 il diing thuiic eing him lugng tmng e ddi. ¥ nghiia tm sing
ciia nhilng tri s& suy gidm nay chua dugc bigt @,

BUa #n It chilt béo va blla dn gilu chilt béo lm tang sy tEp xde he
thiing (do bing AUIC) clia vién thuc Glumetza, 1in lugt, khodng 38%
vd 73%, tudng d8i so wdi finh trang A4l CA hai bia 3n kéo dai thai
glan Tmax cia metformin khodng 3 gid nnung ndng d8 dinh Cmax
khdng bj dnh huiing.

Phadn b’

Sitagliptin phosphat

Thé tich phan phdl trung tinh @ trang thai bén viing sau khi ding 1
liéu dan sitagliptin 100 mg duing finh mach & ddi tugng khoe manh i
khodng 193 lit. TY 1§ sitagliptin pdn kit thudn nghich vdi cdc protein
huyét tugng thip (38%).

Metformin hydroclorid

Tné tich phan pheli bié kiéh cda metiormin sau khi uding lidu duy nhit
metformin hydroclorid vign 850 mg xdp xi 654 £ 358 L. Metformin
odn kit khing ding k& vai protein huyét tueng, tedi lai sulfonylurea lai
cf ty 1 gdn k&t protein 1 han 90%. Vigc mettormin ly tach chdi bng
cdu, chi yéu phy thudc vao thl gian, Khi uing vién metformin
hydroclorid theo liéu v ché d3 phin lifu thuiing diing trén Bm sing,
ndng di metformin huygt twong & trang thal bién viing dat dug tiang
24 - 48 gid va thuling < 1 mcg/ mL. Trong cdc thi nghiém ldm sing
cd di chitng, ndng dé metiarmin 18§ da trong huyét tudng knding vugt
qud 5 meg/mL, thim chi khi dling lifu i da.

Chuyén hda

Sitaghiptin phasphat

Sitaglptin dugc d&o thai chi y&utrong nude ti€u & dang khang ddi va
mdt phén nhé qua dudng cruyén hoa, G4n 79% sitagliptin dug thii
trong nudc tiéu & dang khang thay ddl.

Sau khi uding 1 li8u sitagliptin cd danh diiu [14C), khedng 16% chat
cd tinh phdng 2 1 cdc chdt chuyén hda cia sitagliptin, Siu cht
chuyén héa dugc phat hign & néng 00 vEl va dugs cho 12 khdng tham
pia vao hagt tinh dc ché DPP - 4 huyét tuong cla sitagliptin, Nhilng
nghién cdu in vilra d3 chitng minh anzym chi) yiu chiu trach nhigm
cho sy chuyén hda cd gidi han cla sitagliptin 14 CYP3A4, vl sy gop
phdnclia CYP2CS.

Metformin hydroclorid

Gdc nghién ciu liu ddn tidm finh mach & ddi tugng khoe manh cho
thdy metformin duge dio thii trong nudc tidu @ dang khdng ddl va
khang dusic chuyEn hda tai gan (khdng ¢ chat chuyén hda nao duge
Tim thaly & ngutti) cing nhu khang duge bai tist que mat.

Thii trif

Sitaghiptin phasphat

Sau khi céc adi tugng khde manh udng 1 lidusitagiptin [14C], khoing
100% chit cé tinh phdng xa dutjc thal trang phin (13%) hodic nudc
1iéy (87%) trong 1 tudn dling thudc. Thii gian ban thai cusi cling bisu
kign sau khi uding 1 lifu sitagliptin 100 mg 13 xdp xi 12,4 gid va sy
thanh thai qua thin khodng 350 mL/ phit

Sitagliatin duige dio thl chi y¥u qua thin vék sy bi tigl chil dong qua
ding thin. Sitagliptin 13 1 chit nén dai vai chat chuyén chi anion Aly
60 3 & ngudi (human organic anion transporier - 3: hOAT - 3), viin &
chat co thé tham gla vio sy thal trf sitagliptin qua thin, vin chua wdc
dinh dugic sy lién quan ldm sang cla hOAT - 3 trong vdn chuvén
sitagliptin, Sitagliptin cOng 13 1 chdt nén cla p - glysoprotein, ma
chal nay cing cd thé tham gla vio qui trinh do thii sitaplintin qua
thdn, Tuy nkign, cyclosporin, mt chat dc ché p - glycoproteln khing
Iam gidm sy thanh thai sitagliptin qua thin.

Metfarmin hydraciorid

Sy thanh thi @ thin nhifu hon gdn gdp 3.5 n 5o vai thanh thi
creatinin, chiing 1 metformin dugc thai trir chi y¥u qua sy bai tiét &
ding thin. Szu khiudng xdp «f 80% lugng thudc hip thu dugc dio thai
qua thin trong 24 git ddu vii théi gian bn thai tai huydt tuang
khodng 6,2 gid. Trong mau, thai gian bin thii khedng 17,6 pid. goi v
héing clucd thé 1 ngln phin phél thud,

Cic djc diém cia bénh nhin

Ddl thio difirng tp 2

Sitagliptin phosphat

Nhin chung, duge ddng hoc cla sitagliptin & binh nhin d4i thdo
duting typ 2 twong ty nh @ ddl tugng khde manh.

Metformin hydrociorid

Khi chic ndng thin inh thuting, dudc déng hoc cla metformin ding
1liu hofc nhidu tifu trang ngay & bénh nhin déi thdo duting typ 2
khdng khac 2i§t so wdi ddi tugng binh twiing, cling nhy khang cd sy
tich IGy rmetfarmin i cd hai nhdm khi ding o didutr| thuting ding.

Suy than

Sitagliptin phasphat

ALG ciia sitagliptin huyét tuong da tang khodng 2 I&n @ bénh nhan
suy tharn trung binh cd eGFR ndm irang khodng tir 30 dén < 45 mL/
phiit/ 1,73 m', va tang khodng 4 tn & bénh nhdn suy thin ning
(8GFR <30 mL/ phit/ 1,73 m’) bao gim b&nh nhin cd bénh thin giai
doan cudi (ESAD) dang dugc thim phan mdu, khi so véi 48 tugng od
chie ndng thin binh thting.

Meatiormin hydroclorid

Bénh nhan suy gidm chic ndng thin cd thii gian bin thil metformin
13i huy#lt tudng vi mdu kéo dii vi sif thanh thai tgi thin gidm (xem
Chding ¢l dinh, Canh bio vi thin trgng khi dimg thudic).

Suy gan

Sitagtiptin phosphat

{1 bénh nhan suy gan trung binh (diém s& Child-Pugh 7-8), gid 1
trung binh ALC va Cmax clia sitagliptin tng, n lugt x5 i 21% vi
13%, 50 vii cdc nhdm ching tuong Ung khde manh sau khi ding 1
ligu dan sitapliptin 100 mg. CAe khir biét ndy duge xem khang cb §
nghta l&m séng.

Knang co kinh nghigm 13m sang & b¢nh nhan bj suy gan nang (diém
50 Child-Pugh » 8). Tuy nhign, vi sitagliptin chi yéu duge dao thil qua
thin, nién thee dy dodn, suy gan nging khing tic ddng 1&n dugic ddng
hoc cia sitagliptin,

Metformin hydroclorid

Chua ti#n hianh nghién cifu duge ddng hoc clia metformin @ bénh
nhin suy gan.

Gidi tink

Sitagliptin phosphat

Gidi tinh khiing gay tac ddng ¢d ¥ nghfa Am sing lén dugc ddng hoc
clia sitagliptin dya theo 1 phdn tich ing hop ti cde d0 gu duge agng
hoc giai doan | va theo 1 phdn tich duoc ddng hoc din si tif 4T ligy
1dm sang gial doan | v Il

Meiformin hydroclorid

Cdc thaing s& duge ddng hoc ciia metformin khiing khdc bigt ding ki
gila di tugng binh thudng va bénh nhan d4i thio duiing typ 2 khi
phan tich thea giai tinh. Tudng ty., tc dyng gidm duing huyit cia
metinrmin ciing so sdnh twong duong gilla ngudi nam va ' bgnh ddi
théa duiing typ 2 trong cdc thil nghifm 1am sang cd 681 ching.
Ngudi cao twai

Sitagliptin phosphat

Tudl tac khiing gdy tdc ding cb  nghfa 1m sang n duge ddng hos
cla sitagiiptin dya theo 1 phdn tich duge 9ong hoc theo din 56t di
ligu giai dogn | va giai doan I1. Bi tugng cao i (65 - 80 i) &
nding d9 sitagliptin huyé tuang cao hon 13% so vdi 481 tugng 8 tud
han.

Metformin hydroclorid

D ligu han ché tir cde nohidn ciu duge ddng hoc metfarmin cé d&l
ching & ddi tugng cao tdi khde manh cha thdy gidm thanh thi
metformin tai huydt long, thii glan ban thil kéo dil hon va Gmax
ting so val ddl tugng 11w, TiF cdc o lidu niy, duiing nhut sy thay
86i dugc ddng hoc ciia metformin theo i chis yéu 12 do thay ddi
chi ndng than.

Tréd em

Chuss tign hianh nghién ey GLUMECA PLLS XR & bénh nhan tré em.
Ching tjc

Sitagliptin phosphat

Chiing the khding gdy tac ddng cd ¥ nghia 1m séng 1én duge ding
hoc cia sitagliptin dfa thea 1 phin tich téng hdp tif cdc 6 ligu dugc
ddng hoc giai dogn | v thao 1 phan tich dugc dyng hoc din s& ti 7
liguam sing gial doan | va 11, bao gém cdc ddi tugng nguéi da tréng,
gdc Tdy Ban Nha, daden, chau & va cic nhdm chiing e khic.
Metiormin hydroclorid

Khéing c6 nghién ciu vé cic thing 56 duge ddng hot clia metformin
theochiing thc. Trong cdc thil nghiém 1m sing wii meatformin cd 06}
chiirg & ténh nhan déi théo duling 1yp 2, higu lye BBm glam duling
huyét tuorg duong nhau & nouii da trdng (n = 249), da den (n = 51)
va gic Tdy Ban Nha (n = 24),

Chi 50 khdT co the (BMI)

Sitagliptin phasphat

Chi s khii o th khdng gdy tc djng cé § nghia l4m sing lén dugc
dong hoc clia stagliptin dya theo 1 phan tich ting hdp tif cdc da ligu
dutie ddng hoc piai doan | va thea 1 phén tich dugc ddng hoc dén s&
tir dlf [ tm sang gial doan | va Il

QUY CACH BONG GOI: Hip 2 vix 7vidn. Hyp 4 v x T vign

HAN DUNG: 24 thing ké tif ngay sin xult.

BIEU KIEN BAO QUAN:

Nai khd, nhidt d) khang qud 30°C, tranh nh sdng,

TIEU CHURN: TCOS.
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