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polyviny! alcohal, polyethylene glycol GOOD, titanium diaxide, tale, rad
Iran oxide.

DANG BAD CHE: Vign nén bao phim.

M@ 13 s3n phdm: Vidn nén bao phim d&i, mau hing nhat, mbt mit
c6 vach ngang, mgt mdt tran, canh va thanh vién fanh Bn,

CHI BitH

GLUMECA PLUS dude ding nhy lide phap ba trg che d4 &n kikng vi
vin ddng thé Iyc dé cai thin kiém sodt duing huyit & bénh nhdn dai
thia duing typ 2 phis hop vdi ir] ligu sitagliptin va metiormin,

- GLUMECA PLUS dude ding nhu 18y phdp ban du &8 cii thign kifm
sodt dudng huyE1 & benh nhin dal théo dung typ 2 khong kifm sadt
18t dudo duiing huyt vl ché dj an kikng va vin ding the e,

- GLUMECA PLUS dugk diing nhat 13 phip hd trg ohé 65 3n kifng va

vin ding thé e A8 cdi thign kém sodt duang huyét & nhlng binh

nhan chifa duge KIEm sodt thich dang khi ding mettarmin don déc @
|iéu 18] #2 dung nap Auge hods nhiing bénh nhin da ding ligu phip
W&t hyp sitagliptin vdi metiarmin.

- GLUMECA PLUS dude ding trong tri 8w kel hgp 3 thufc val

suifonylurea, nhif 2 g phap bl 1rg chi 64 Sn Kikng v viin ding thd

lc & binh nhn d4i thio dudng tp 2 chua kiém sodt thich ding

duiing huyet vai bat ky 2 tong s6 3 thudic sau déy: metlormin,
sitagliptin hodc sulfonylurea,

- GLUMECA PLUS dutjc diing trong trf Hgu ket hop 3 thfc wii chidt
chil vin PPARY (nham thuc hkazolidinedian) nht & iy phip hd trg
ché 88 En kiéng hoje van dong thé Iyc @ bénh nhin adi thio duling

typ 2 chut Kiém soét thich dang duing huyét vl bt i 2 trong 563
thusic saudfy: mettormin, sitagliptin hogc chit chil vin PPARY,

- GLUMEGA PLUS dugc ding trong liu phép k&t hip vdi insulin, nhy
Ji ligw phip bl trg ché 89 &n kigng vi vin ddng thé lyc of il thign

Ki#m sodt duling huyt & bénh nhdn dii thio diing typ 2.

CACH DUNG, LIEU DUNG

Nhln chung:

NEn ci the héa liu tri g GLUMEGA PLUS irén ca s3 phdc di hign

tal cita benh nhin, hidy gud va khd nang dunp nap clia thuic trong

khi khing vugt qud lléu khiyEn cfo 18l da hang ngay 1 100 mp

sitagliptin.

GLUMECA PLUS thuling dure dhing ngéy 2 lén ciing wi bla 3n, vl

fi€u tEng % 1il nhim giam cic 1 dung ghy dubng tity hia thulng

@y ra knl ding metformin,

LiEu khuydn cdo:

Nén dung ligy khdl 68y cla GLUMECA PLUS dya theo phic a4 hign

tal c0a bénh nhin. Nén ding GLUMEGA PLUS ngéy 2 lén cing bla
an. Hign cd sin cic ligusau dy

50 mig sitagliptin/ 500 mg metfarmin hydroclorid.

50 m sitagliptin/ 850 mg metiormin hydroclarid.

50 mg sitapliptin 1000 mg metiormin hydroclorid.

Triligu ban dfu:

iy khEi dfu d5i vai bénh than dang khang sU dung metformin 14

50 mg shtagiiptin/ 500 mg metformin, ngay 2 lin, ding dudng uling.
Dl véi nhOng bénh nhin chiz kifm sodt duse dubing huyét thich

ding v khéng ¢5 13c dung phy duting tiku haa, oé thé tng figy
metformin sau mAi khodng thifi gian didu 1rf 4 1 dén 2 dn. Life
diing cia metformin cin duye cin nhic difu chinh trén ting binh
nh&n oy thé dya trén higu qui va dj dung nap cia bénh nhén va
kning vit qué fiéu 3 da dugc khuyEn cdo [& 2000 mg metiormin/
ngay.

Bal val boh nhdn khing Kém sodt 1t dvéing huyéi bng dn tri
Véu metformin:

Bl vii bénh nhin chia dude KiEm sodt thich déng bling metiormin
dan dac, liBy khdl du thifing ding clis BLUMECA FLUS cung cip
sitaghiptin iy 50 mg ngay Z lén (1Bng lifu 100 mg/ noay) cling vai
ligu metlarmin dang sif dung.

DA v bdnk nhin khing kidin sodt 151 duting huyét bdng ddn irf
ligu sitagliptin:

B4l vl bAnh nhin chia dugs kiém sadt thich ding biing sitagliptin
fan dic, fiéu khai dau thubing ding cliz GLUMECA PLUS 13 50 mg
sitagliptin/ 500 mg metformin hydroclarid ngay 2 1&n. G4 thé tEng
iy 180 88 50 mg sitagliptin/ 1 000 mg mettormin ngay 2 n. Khbng
nin chuyén sang ding GLUMECA PLUS & bénh nhin dang diing ddn
tri liéu sitagliptin vdi liéu didu chinh i suy thiin {xem Ching chl dinh).
Béi vdi bénh ahdn chuyén t Niu 1 phde 04 ding chung sitagliptin
vdi metformin;

B4l vit bénh nhdn chuyén 1 phic 08 ding chung siagliptin vai
metformin, o thé khiii ddu GLUMECA PLUS bing lidu sitagliptin va
metfarmin dang ding.

D47 vdi bénh nhdin khdng &idm sod! 61 duding huyét bdng i u phdp

s 1%

k&t hop 2 thuSe wdi btk 2 trong 583 thuds b 1ng duding huyét sau
ddy: sitaghiptin, metformin hode sulfonyluraa:

Ligu khdi g4y thubing ding cla GLUMECA PLUS nén cung cdp iy
sitagliplin 50 mg, npay 2 Kn (1dng fidu 100 mp/ ngdy). Nén xam xét
mie ab kiEm sodt dubing huyEl vi li€u metformin hign diing (n&u cd)
khi xc dinh gy khdli dau ciia thanh phin metformin. Nén xem xét
tang liEw tis tir 48 [2m glm cic tic dyng phy duling tigu hda thidng
xiy ra khi ding metlormin, Co thé cin gidm lidu sulfonylurea & bénh
nhin hign ding hosc bit déu ding sulfonylurza nhim lam gldm nguy
0 ha dudng huye! do sulfonylurea gdy ra (xem Cinh bdo vd thin frong
ki diing thudt).

D vdi binh nhén khdng kiém sodt 161 duding huyét bing i phap
Kt hoip 2 thudt vdi b&1 ky 2 irang 56'3 thildc I ting dudng huyst sau
diy; sitagliptin, metformin hofc chdt chit vin PPARy (nhdm
thiszoiidinedion):

Lifu khdi ddu thuing ding clia GLUMECA PLUS nén cung cép Néy
sitagliptin 50 mg, ngdy 2 En (Mng liéw 100 mg/ ngay). Phl xem xét
mic 05 kifm sedt duing huyét va lifu medormin hign diing (ndl ¢d)
khi wac djnn figu khiil ddu clia thanh phin metfarmin, Xem xét fing
fidu it d# 1am gibm cdc the dung phu dulng tidu hda thuitng xiy ra
kehil diing metiormin,

D6 vdi bénh nhdn khdng kidm sedt 18t dudng huyét bing lifu phdp
k61 hop 2 thube vdi bt ky 2 trong 58 3 thudt b idng dudng huyét sau
d3y: sitaghiptin, metformin hode insulin:

Lidu khél 0du thuding diing cla GLUMECA PLUS nén cung cap ligu
sitagliptin 50 mg, ngay 2 fn (tdng liéu 100 mg/ ngay). Phal kem vét
mie 4§ kifm sodt dubing huyét vé ligw metformin hign diing (néu ca)
khi xdc dinh B8y khdi dd cla thanh phan matiermin, Xem xét ting
&y tif tit 08 tam gidm cdc tdc dung phy duling 12y hia thudng X2y ra
khl dbng metformin. €4 thi cin giim €y insulin & bénh nhin dang
hojc mal ki ddu digu i vl insuin ¢€ gidm nguy ed ha duding huydt
{xem Cdnh bdo v thin trong khi dirg thud),

Chua od nghién clu khio sit cu thé tinh an todn va hiku g cia
GLUMECA PLUS & bénh nhén iric day 43 ding cac thude i 1ing
dubing huyiét duing uing Whic va di chuyén sang ditng GLUMEGA
PLUS. Nén thin trong vé of gifm sit phis help khi cé bat ki thay 6]
o trang 1rj G ddi théo duamg vi ca thé wdy ra nhlng thay adi trang
Kifm sodd dudng huyel.

Cdc nhém bEnh nhin d3chigl

Khuyén cio sif dyng thudt trén bnh nhin suy thin:

Dinh gié chic ning thn trufic khi khéi adu didu trl wol GLUMECA
PLUS va dinh gia dinh ky sau 84

Ghdng chl dinh ding GLUMECA PLUS trén bénh nhan ¢ ude tinh ¢6
loe ciuthan (eGFR) < 30 mU/ phit/ 1,73 m’.

Knting khuyén cdo diing GLUMEGA PLUS & bénh nhdn cd eBFR 2
30 mL/ phit/ 1,73 m* va < 45 mL/ ghit/ 1,73 m' £l vi nhiing bEnh
nhan ndy dbl hai ding lifu sitagliptin thap hon phing iy cd sdn cila
sin phim phtll hep liéu cd dinh BLUMECA PLUS.

Nging 50 dyng GLUMEGA PLUS kbl thyic higin xét nghigm chin doda
Hinhdnhcd i dyng thude cin quang chila iod:

Trbn nhing bénh nhn cb 8GFA 2 30 dén < 80 mL/ phit/ 1,73 m', trén
nhng bénh nhin ed tén 5T bénh Iy v gan, nghign ruigu hodc suy tim,
hedc brin nhilng bénh nhin 58 sif dung thudt cin quang chila ied qua
dung 83ng mach, ngiing GLUMECA PLUS tnc hode tal thi diém
thue hign xét nghigm chén dodn hinh dnh cé 50 dung thudc can quang
¢hila lod. Bidnh i ta} chl o8 eGFR sau khi chifu chyp 48 git; sif dung
lai GLUMEGA PLUS ngu chic nang thin cd thé chiip nhén duge (xem
Cinh bdo v thén trong khi dimg thudt)

Sty gan:

Kndng ding BLUMECA PLUS cho bénh nhdn bj suy gan (xem Bfc finh
difge dgng M_C].

Noudi cao tudi:

Vi metfiormin vi siagliptin duge dae thai chi yEu qua thén, GLUMECA
PLUS nén duge dimg thin trong kil twl ting 18n, Thea 66l chilc ning
thn i cén thit d€ gidp du phing nhiim toan lastic lién guen dén
metformin, 48¢ big1 & noulli can tudi (xem Cdnh bdo va thin trgng khi
dilng thudt).

Tré gm:

Khong khuyéa cdo diing GLUMECA PLUS cho tré em dudi 18 tuf] do
ehisa 68 80 d 18U vE tink an todn vé hiduqui dii vai nham dan sd nay.
CHNG CHI BIKH

Chéing chl dinh ding GLUMECA PLUS (sitagliptin phosphat!
mettormin HEA & bénh nhén cd:

1. Banh ahan suy thin ning (eGFR < 30 mb/ phit! 1,73 m") (xem
Canh béo v thin trong khi ding thudc, Metiormin hydraclarid, Suy
thgn).

2. Bénh nhén ¢b lién si qué min vii sitagliptin phosphat, mettormin
hydroclorid hadc bat ky thanh phdn nio khdc cia GLUMECA PLUS
(xem Cinh bdo v thin trong khi diing thudt, Sitagliptin phosphat,
Phin iing qui man va Tiéc dung khding mang mudh cda thudt).

3. Bénh nhin toan chuyén ha cip tiah hoje man tinh, bao gém
nhim loan cetan do 841 thio duting, b helle khing of hiin mé

4, Bénh f ¢ip hodic mgn tinh o6 thd lim giam oxy md ahu: Suy tim,
suy hé hip, dang bl nhéi mdu co tim, shc.

5.Suygan

B. Mg dge rugu edp, nghién rugu.

7. Phy nil cho con bi.

Size 80%

GLUMECA PLus

Nén ngung GLUMECA PLUS tam thifi & binh nhin duge chyp X-quang
cfi tiém fink mach chat can quang giin iod phéng xa, vi sl dung cic
ehat i the ch thé gly thay d8i chic ning than cap tinh (xem Canh
bdavé thin trong khi diing thudc, Metformin hydrocierid),

AN BAO VA TEEN TRONG KHI DUNG THUOT

GLUMECA PLUS

Kniing ding GLUMECA PLUS cho binh nhan dal thio dusing tp 1
hodc dé diu tr niiém toan ceton do 01 thde dubing

\ibm fue B3 cb béo efo v vidm tyy cip, bao glm vigm (yy xust huypét
hadic hogl i gay tf vong va khang gy tlf vong (xam Tac dung khéng
mang muén £0a thud) & binh nhin ding sitagliptin, Nén thong bio
cho bénh nhdn biEt 1riBy ching d36 tamg cla vidm ty cip 1 dau
byng dif ddi va lidn twe. VIEm tuy duge ghi nhin phyc hdi sau khi
ngung ding sitaglipfin. NEu nghi ngd vitm tyy, nén ngimg ding
GLUMECA PLUS v cde thudt cd nghi ngl khic.

Gidm sdt che ning thBn: Metformin va sitagliptin duge dae thl chil
vEu qua thén. Npuy cd tich 1By metformin va nhifm toan lactic ting
1heo miic d4 suy thin, Chéing chl dinh ding GLUMECA PLUS & bkénh
nhan suy thin nang, oo eGFR < 30 mLs phit! 1,73 m" (xem Gich
dimg, iy ding, Chéng chidinhivi Cinh bdo vi thin trang khi diing
thude, Metformin hyrociorid, NBiEm toan lactic)

Nén dinh id chilc ning thin trudc khi khil dau difu tri vai GLUMEGA
PLUS va sau 86 dinh kb it nhat hing ndm. Nan dinh gid chit ning
thiin thuing xuyén hon & bénh nhan duge dodn trubc s ril loan chic
ning thin va ngung ding GLUMECA PLUS néu cd bing ching suy
than.

Insufin’ Gitng mhi céc thisc trj tng dubng huyst khic, 85 quan sat
thily ha duing huyEt khi disng sitagliptin va metformin k€t hep vél
insulin hogc mét thufc ahdm SU (xem Tdc dung khdng mong mudn
cita thudz). Do 44, dé pldm nguy cd ha duing huyEt do SU hodc
insulin, c6 thé xem %t gitm 1ifu SU hode insulin (xem Cdch déng, Iy
diing).

{nsulin; Trong cac thil nghiém |3m sang vl sitagliptin dan tr) iy va
dilng W&t hop vl edc thusic duge bidt (@ khang gdy ha dulng huyél
(nhut metformin hodc piogiitazon), t 1§ cdz bdo cde ha dulng huyét
Wi diing sitagliptin cling tuong ¥ nhy & énh nhan ding placeto.
GiSing nhu cée thuic tri ting dufing huyst khdc, da quan sat thiy ha
duting hisyét khi dimg sitagliptin k8t hop wéi insidin hode mit thudz
nihém SU (xem Tic dyng khdng mang mudh cia thusc). Do 88, o€
gidm nowy cd ha dung huyat do SU nodc do insulin, of the xem xét
gidm B2y SU hodc insulin (xem Cdch ding, Ky ding).

Phin {ng qui min: B3 ¢ cic bdo cdo héu mal vé nhing phén ing
qui man nghiém treng & bénh nhin diing skagliptin, mjt thaah phén
cibn GLLMEGA PLLS. Gdc phin dng niy ban gbm phan dng phin 8,
phit mach vk cc bignh Y tréc da k€ c3 hOi ching Stevens - Johnsan.
A cic phin dng nay dugc bio £30 tU nguyén tir 62n s6 chua bikt i cd
milu, nén thibng khing thé wc tinh chic chdn tn sudt hojc xic Gp
méil quen he nhin qud vii vies sif dyng thudt. Cc phin dng iy bét
diu il hién trong 3 thang diu diky trj v sitagliptin, vai vai bido o
xdy ra sau lifu ddu tign. NEu nghi ngil ¢ phin dng ud min, phal
ngung disng BLUMEGA PLUS, dénh gl cée nouyén nhn tiém in khac
& ding tr (Idy déi thin dubsng khic thay thé (xem Chdng chi dinhva
Téc dyng khdng mang mudh cda thudt).

Badng nudc pemphigoid:

B3 od bo cdo hiu mdl vé cic tnfing hifp bi bing nude pemphigoid
phil nhap vign diéutrj 801 vi thudt dc ch DPP - 4. Trong céc tniking
haip e bido cdo, bEnh nhin thuiing duds phue héi bing liku phip o
ché mign dich cuc b6 hode hd thisnp vi ngung ding thulic OPP - 4,
KhuyEn cég bénh nhin bdo cio vé sy phét trién clia bing nudc hodc
frgt da Yong khi diing GLUMECA PLUS. NEu nghi ngdl bing nuds
pemphigaid, nén noling ding BLUMECA PLUS va chuyén dEn bic ST
da il g8 dugc chin dadn v difu tri thich hgp.

felormin hydroclorid

NniEm toan botic:

Qué trinh giém sdt hju mal 42 ghi nhin nhiing ca nhiém toan lactic
lign quan dén metiarmin, bao gém c& irudng hop 10 vong, Khdi phat
clia tinh trgng nhifim toan acid lactic lién quan dén metlormin thubng
Kkhang dF phat hign, kém theo cic trigu chiing khiing dién hinh nhu
glém thin nhigt, fut huyil @p. loan nhjp chidm kéa dal, khd chiu. dau
cd, sty hés hip, 10 ma vA dau bung. NhiEm taan acid lactic lién quan
d#n mettormin digc dic trung bing ndng 4 lactat ting IEn trong méu
{> S mmol/ L), khadng tréng anion, tng tj 1§ lactat/ pyruvat va ndng
b metormin huyst dng néi chung 1303 > § meg/ mL. YEu 1l nguy cd
¢z nhigm toan acid tactic fidn quan dén metiormin bao gam suy thin,
sil dyng déng hai val mat s’ thudc nhlt dinh (vi dy céc chat 0c ché
carboniz anhydrase nha fapiramat), (il 65 tudi b @n, cd thu hign
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ayang chida lod, phiu thudt va thyc hign
am oxy hit vao (W du suy tim sung

Bt trf i m toan acid lactic lign
i 64 nguy co cao dugc trinh bay
fic (xem Cdch ding, Wy ding;
fin Irgng khi ding thudtc; Tuong ldc,
ghua fiéen nhiing ddi tugng dac bigt).
dr 860 metiormin, nén ngiing su
[Bhef) dua bénh nhdn dén bEnh vign va
dig# 0 nhing b#nh nhdn da didu trj vl
. : "doan toan lactic hodc nghi ngd cb khd ndng
a0 bj toan Iwi: knm’n céo nhanh chéng lgc miu &8 didu chinh finh
trang nhifm toan vi logi bd phdn metformin d3 b tich iy (mettormin
hydroclarid c6 thé thim tach dupc voi dd thanh thai 170 mL/ phidt
trong didu kign huydt 6dng Iyo 161). Lo mdu cd thé lam ddo ngugc
triguching va hdi phuc.
Huiing d&n cho bénh nhin va nguiii nhd wé cdc trigu ching ciia toan
lactic v& n&U nhiing trigu ching may xdy ra, cin ngling GLUMECA
PLUS v bdo cdo nhilng triéu chilng nay cho bic si.
Bi6i vii mBi yéu 13 lam tang nguy ca nhifm toan lactic lién quan dén
metfarmin, nhitng khuyEn cda nhim gitip gidm thifu nguy od va xif tri
finh trang toan lactic liin quan dén metformin, cu thé nhu saue
Suy thdn: Niling ca phim toan lactic iBn quan d&n metformin xdy ra
chil y&u trén nhiing bénh nhdn bi sy thin ndng. Nguy ca nhiém toan
lactic li8n quan d&n metformin ting [&n theo mic & nghiém trong cia
suy than bl metformin duge dao thil chil yéu qua thin, Khuyén cdo
1am sing dya trén chilc nang thin cla bénh nhan bao gbm (xem Cach
ding. Fdu ding):
- Bénh gid chifs ndng thin truiic khi khdl ddu didu tr vol GLUMEGA
PLUS.
- Chiing chl djnh GLUMECA PLUS trén bénh nhin cd eGFR < 30 mU/
phit! 1,73 m’ (xem Chdng chi dinh).
- Khdng khuydn cio khdi diu didu tri vil GLUMECA PLUS @ bénh nhdn
£6 6GFR 2 30 mL/ phit/ 1,73 m’ vi <45 mbJ phit/ 1,73 m’ vi nhilng
bgnh nhin ndy dbl hai ding liéu sitagliptin thip han ahiing lidu cd sdn
ol sin pham phii hop lidu cd dinh GLUMECA PLUS.
- Thu thgp ¢ liéu vé eGFR it nhdt 1 r/ ndm & 13t ca cac bénh nhin
50 dyng GLUMECA PLUS. € bénh nhdn cd khi nang ting nguy co suy
than (v du nhu ngubi cao tudi), chic ndng thin nin duys danh gia
thuing xuyEn han.
Tueng tdc thudz: Sit dung déng thisi GLUMECA PLUS vdi mit sd thudc
o6 thé 1am ting nguy cd nhiém 1aan lactic lién quan dén metformin:
Géic thudc 13m suy gldm chic ndng thin din 18 nhilng thay ddi ding
ki vé m3t huyél ding, dnh hufing 16i cdn bing acid - base hodc lim
tang tich Iy metformin (xem Tuoing e, Midng ky cda thudk). Vi vy,
can nhic theo doi bénh nhan thuiing xuyén han.
Binh nhdn b 65 tudi trd ién; Nguy co toan lactic lién quan dén
metiormin tAng 1én thea tudi ca binh nhin bii b&nh nhén cao tudi e
kha nang bj suy gan, suy thin, suy tim kin han nhing bénh nhn tré
wdi hon. Gdn ddnh gid chic ndng thin thuiing xuyn hon 81 v
nhilng bénh nhin kdn .
Thutc hign cde xét nghidm chdn dodn ©d sd dyng thude cin quang
chila dogi: Nhdng nghién ciu vé tiém thudc can quang co chia lod vao
ndi mach & nhing binh nhin dang difu trj metformin ¢d thé ddn 1
sty gidm cép tinh chic ndng thin va gdy ra toan lactic. Ngiing sif
dyng GLUMECA PLUS trufi hodic tai thili diém thyc hign chigu chyp cb
sii dyng thudc cdn guang ¢ chila lod @ nhiling bénh nhin co eGFR =
30 dén < 60 mL/ phit’ 1,73 m’, nhbng b§nh nhdn cd tién s suy gan,
nghién rugdu, suy lim hodc nhiing bénh nhan s& sif dung thudc can
quang chi‘a lod theo dufing ¢dng mach. Banh gid lai eGFR 48h sau khi
chidiu chyp va sif dyng lai BLUMEGA PLUS néu chic ning than chip
nhan dude.
Phiu thudr hodc cdc thil thudt khdc: Sy s gill thie 3n vi dich trang
gud trinh phiu thist hodc thyc hidn cac thil thugt knde cd thé fam ting
nguy ed gidm thé tich, tut huydtap v suy than. N2n tam thili npitng si
dyng GLUMECA PLUS khi bignh nhan b gitl han lugng thic dn va dich
N3p Vo,
Tinh trang gidm axy hif vde: Oud trinh theo 681 hiu mai 43 ghi nhén
mdt sd ca nhidm toan lactic lién quan dén metformin xdy ra trang
banh cinh suy tim sung huyét cdp (d3c bigt khi cd kém thea gidm tudi
mid v glam oxy huygt), Truy tim mach (s&c), nhdi mau co tim cp,
nhidm khidn huydtva edc b3nh 1 khdc lidn quan dén giam oxy huyEt
&6 mél lign quan vii toan lactic vé cing cd thé gdy nito huydt trude
thin. Khi nhilng bifn of nay xdy ra, ngitng &lf dyng GLUMECA PLUS
ngay lip tic.
Uding rigw. Rugu cb khd ndng dnh huiing d€n tic d0ng ciia mettormin
18n chuyén héa lactat va 1 do cd thé lam ting nguy ca nhim toan
lactic lién quan dén metformin. Canh hio binh nhin khing uing rugy
khi sif dyng GLUMECA PLLS.
Suy gan: Bénh nhn sty gan 66 thE tign trién thinh toan lactic li2n
quan din metlormin do suy gidm thii trif lactat ddn 14l ting néng dd
factat trong méu. Vi vlly, trdnh sl dyng GLUMECA PLUS trén nhilng
bénh nhdn 43 duge chdn dadn bENh gan thang qus bing ching wit
nghiém hodc lam sang.
Ha duiing byt Hy dubng huyét kndng xdy ra § bénh nhn ding
matiermin dan ddc trong cée trubng hap sif dung thude nhu thuting 12,
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niung co thé xdy ra néu thu nap khong db calori khi vide b sung
calori khiing bit ddp dupe finh trang hogt ddng qud mifc, hojc trong
\0c ding dng théi cdc thulc gidm dubng huyét khic (nhy céc
sulfonylurea v insulin) hodc diing rgu (ethanol). Bénh nhin cao di,
yéu st hodc suy dinh duing v ngudi thigu nang tuyén thugng thin
hodie tuyéin vén hode npd dc nugu, dde bigt nhay cdm véi tdc ding ha
duiing huy#1. Cd thé kha nhdn higt tinh trang ha duing huy#t & nguti
a0 tudi v & ngudi dang diing thudc chen thy thé p-adrenergle,

Néng d0 vitamin B12; Trong cac thil nghiém tam sang cd 481 ching
ding mettormin 29 tudn, khodng 7 % bénh nhan ca néng df vitamin
B12 binh thuing ban ddu 43 gidm dudi mdc binh thudng nhung khdng
¢4 bidu hign ldm sang. Tinh trang gidm vitamin 812 ¢d th da cin Ird
hap thu B12 tif phile hgp yéu 4 njl tai - B12, tuy nhign rit kigm két
hop vdi tinh trang thigu mdy, tinh trang réy s& phyc hii nhanh khi
ngung ding metlormin hodc ding thidc ba sung vitamin B12. Nén
dinh gid cdc théng s& huyét hoc méi ndm & bénh nhin cing
GLUMECA PLUS va kifim tra, quén &y cdc thay i bdt thulsng 16 rét.
Cac cd thE (ngudl thu ngp hode hep thu khdng di vitamin B12 holc
calci) ci khd ning cd nfing d vitamin B12 dudi mie binh thubng, §
cic bénh nhan nay, cd thé hDu ich khi do ndng df vitamin B12 huy&t

thanh thuéing quy mfi2 - 3 ndm.

i n kifim soét it biinh g4
théio dufing typ 2 trudc d3y: Nél bénh nhan dai théo duiing typ 2 tade
diy duge kiém sodt 18t véi GLUMECA PLUS I3l c6 k&1 qud xét nghidm
balt thuiing hodic o4 hdnh 1y 14m sing (d3c bigt binh khang rd ring v
Khd wdc dinh), nén ddnh gid ngay & tim bing ching nhim toan
geton hadic nhifm toan lactic. Nén bao pém dinh gid cdc chat didn
gidl va thé ceton trong huyEt thanh, glucose méy, v néu duc chi
dinh, pH méu, lactal, pyrvat va ndng ) metfarmin trong maw. Phii
ngung GLUMECA PLUS ngay vi bt ddu ding cdc bién phap chida tr
phis hop khdc néu xdy ra finh trang foan héa do 1 treng 2 dang nhigm
toan nay.

ng ki lucase midu: Khi binh nhin dang dn dinh vii
phac 06 tr| lidy 441 thao dudng ndo 04 I3l gip stress nhu sit, ehin
thugng, nhidm tring hode phiu thu3t, thi co thé xdy ra mét kigm sodt
duting huyét tam thsl. Vao cdc thai difm nhu th, cd thé cdn phai
ngung ding GLUMEGCA PLUS v tam thai ding insulin, C4 thé ding lai
GLUMECA PLUS sau khi d3 qua khdi dot cp tinh ndy.

S0 dyng @ tré em

Cha xdc 1dp tinh an todn va higu Iyc cia GLUMECA PLUS & bénh
rihdn tré em cudi 18 wéi.

Sir dyng & ngui cao lubi

GLUMECA PLUS

Wi sitagliptin vA metformin dugic dao thai chil yEu qua thn vi Vi chilc
nang than thusng giam khi cao wdl, nén ding cdn thin GLUMECA
PLUS khi tuli cing cao. Nén thin trong khi chon ligu va nén dya trén
sy gidm sat cin thin v thuling xuyén chile ndng thin (xem Canh bdo
v thin trong khi ddng thudtc, Giam sét chde ndng thin),

Sitagliptin phosphat

Trong cdc nghidn ciu lim sang, tinh an todn v hidy qud cla
sitagliptin & ngudi caa tudi (> 63 1w} tusng by nbutd b§nh nhan tré tudi
hon (<65 tudi).

Matformin hydroclond

Nhing nghién cdu lim sing 8| chitng vél metformin cd sd lugng
bénh nhdn cao hudi khdng ol dé chimg minh ho cd dép dng khac vii
bénh nhin tré twdi han hay khiing, mc db bio cdo tir thil nghidm [&m
sing khdc khang fim thiy duge nhimg khac bigt vé ddp Ung didu tr|
gilla b nh nhin cao i vi bénh nhan 1ré i han.

Lién quan dén ta duge: Thudc nay chia 1t hon 1 mmel natri (23 mg)
mdividn, ¢ ngha k& “khing o natr”,

s/ DYNG THUBC CHO PHY N O THAI VA CHO CON BU

Phy nil cé thai

GLUMECA PLUS

Chia ¢ nhifng nghién ciu ddy di va 081 ching tt & phy n ¢4 thai
diing GLUMEGA PLUS hodic vl timp thanh phén clia thulc, nén chua
biél @ tinh an odn cla GLUMECA PLUS & phy nil cd thai. Nhu cdc
thutic uding tri ting dubing huydt khdc, khéng khuyEn cio it dyng
GLUMEGA PLUS trong thai ky.

Chufa tign hanh cde nghién ciud dong vét vii cdc thulc ciing kit hip
trong GLUMEGA PLUS o€ danh gia tic ddng ciia thudc I&n sif sinh
sin. Géc di figy sau day dya trén phat hién cla cdc nghign cin lign
hanh riéng bidt vii sitagliptin hodc metiormin.

Sitagliptin phosphat

Sitagliptin khang cd khd ndng gdy quidi thal § chudt cding khi ding lidu
uiing dén 250 mg/ kg hodc 4 tho v lidu dén 125 mg/ kg trong glai
doan hinh thanh co quan {cao han 32 vi 22 ln, theo thi by, nbng d8
thudic 1ifp xiic & nguai dya thea liéu d& nghj hang ngay & ngusi lan fa
100 mg/ ngay). O chudt cing, tng nhe 1 12 bién dang xuong sidn
thal nhi (khiing cd xuong sudn, sung sudn gidm s3n va chudi hat
subn) dugc ghi nhin khi chudt me ding lifu ving 1000 mgy k! npay
(khodng 100 Mn ndng 04 thulic tifp xic d nguiti dya theo (i dé ngh|
hang ngay & ngubs Mn 1 100 mg/ ngdy). Khi chudt cding me diing lifu
uding 1000 mg/ kg/ ngay, cin ngng trung binh cla chudt con ci 2 phil
trude khi thii b vi sy ting cdn clia chudt dye con sau khi thai b déu
gidm nhg. Tuy nhién, nhing nghién clu v€ sy sinh sin & ddng vit
khdng phii e nde cOng dy dedn dugc dip dng & ngui,

Metformin hydrociadid

Size 90%

Metformin khng c6 kha ndng gay quil thai & chudt cing va thi khi
dung fidu d&n 600 mg/ kg/ ngdy. Liéu nay tidu bifu cho ndng db twang
dutng veii 2 - 6 |4n lidu khuy@n cdo 16 da mBi npdy & ngui ién 12 2000
mp dua trén 5o sdnh di¢n tich b€ mdt co thE dl véi chudt cing vi
thd, theo thil &/ tudng tng. Ndng di thubc duds fim thay @ bao thai
chiing 16 metiormin di qua hang raa nhau thai mét phén.

Phy nif cho con bd

Chua tifn hanh cac nghién cifu § ddng vit dang cho con b vii cic
thitnh phdn thudt k€t hop trong GLUMECA PLUS. Nndng nghién ol
thyc hign i timg loai thudc cha thily cd sitagliptin va metformin déu
bal t1ét vao sa chudt cling me. Vn chua bit 1B sitagliptin cd bal tigt
vao sila nguai hay khéing. Do dd, khang nén ding GLUMECA PLUS
chao phy ni dang cho can bil,

ANH HUGNG CUA THUBC LEN KHA NANG LAI XE VA VAN HANH
MAY MiC

Chua thyre hign cdc nghidn clu vé téc ddng clia GLUMEGA PLUS &n
kha nding 14 xe v& v3n hinh may mdc hodc ngudi 1am vide trén caova
tdc tnding hap khac. Tuy nhidn, ngutsi ta cho ring GLUMECA PLUS
khdng dnh hudng dén khd nang 14 xa vi van hinh mdy mdc holc
ngukii lm vie 1rdn cao v cdc triiing hip khdc.

TUONG TAC, TUONG KY clA THUGCT

Titdng tac thudc

Sitagliptin v& metformin

Dng ciing e phic ¢4 nhidu 11&u sitagliptin (50 mg, ngay 2 1dn) va
metfarmin (1000 mg, ngay 2 ldn) khang fim thay ddi cf § nghla dude
déng hoc clia sitagliptin hajc metformin 4 ngubl bénh dai thio duiing
e 2.

Tuy cde nghign clu vé tudng tic dujc ddng hoc pilta cic thude vdi
GLUMEGA PLUS chua dugc tifn hinh, nhung céc nghién edu nhi thi
03 duge thyc hign vai ting thanh phin cha GLUMECA PLUS, 1A
sitagliptin vi metformin,

Sitagliptin phosphat

Trong cdc nghién ciu huang tae thusc, sitagliptin khdng téc diing co ¥
nghlz lim sang lén dugc ding hoc cla nhing thufic sau day:
metiormin, rosiglitazan, glyburid, simvastatin, warfarin va vikn uing
ngila thal. Dya trén cdc dO ligu ndy, sitagliptin khéng Uc ché cic
isozym CYP 18 CYP3A4, 2C8 hodc 2C9. Dya trén dil ligu in vitro, ngudi
ta cho riing sitagliptin cling khing te chif CYP206, 1A2, 2019 holc
286 hodc gay cdm Gng CYP3A4.

Nhing phdn tich duoe ddng hoc theo din si duga lign hanh & bénh
nhin d3i thio duiing tip 2. Cde thude ding cling ic khiing ply tic
dung cé § nghia 1am sang lén dudc dgng hgc sitagliptin. Cdc thudc
duc d3nh id 1a thude dimg phd bidn & binh nhin ddi thio duiing typ
2 bao glm thudc tr) Eing cholesteral miu (nhy statin, tibrat, ezetimib),
thudic khang tiéu cdu (nhy clopidogret}, thudc trf ting huyét &p (nhu
thufie (fc chd men chuyEn, thuic chen thy th angiotensin, thudc chen
thy thé B, thudc Jc ché kénh calci, hydrochiarothiazid), thufic giam
dau vA khdng viém khdng sterold (nhu naproxen, diclofenac,
celecoxih), tri trdm cam (nhu bupropion, fluoxetin, sertralin), khing
histamin (nhu cetirizin), dc ch€ bom proton (nhu omeprazol,
lansoprazol) va cde thudc tri rdi logn cudng duang (nhu sildenafil).,
Didn tich dudi dubing cong va trung binh ndng 43 dinh cla digoxin
ting nhe (AL, 11 % va Cmax, 18 %] khi ding cing sitagliptin. Mic
0 tang nay khong dugc xem cd y nghia kim sang. Nén gidm sdt b§nh
nhan diing digoxin cho thich hop. AUG va Cmax ciia sitagliptin, theo
thil 1y, ting khodng 28 % vi 68 %, & doi tuung vbng 1 liu don
sitagliptin 100 mg cing véi 1 iéu dan cyclosparin 600 mg dang uling,
win 14 chdt de ché manh p - ghycoprotein. Nhing thay d8| quan sit
e v dugc dong hoc cia sitagliptin dugc xem khing cd ¥ nhita 1m
Sang.

Metformin hydroclorid

Glyburid: Trong 1 nghién cifs tuting tac thudc vai lifu dan & banh nhin
di thao duting tjip 2, diing metformin ket hop glyburid kndng gdy bt
ki thay dfi vé dugc déng hoc hale duse hye hoe cla metformin. AUG
vi Cmax ciia glyburid dugc ghi nhin gidm, tuy nhign bign thign rdt
|@n. Vi bin chat diing ché dd liéu dlng duy nhit trong ngay (dan liéu)
cfia nghi®n cdu nay va ndng dd glyburid trang méu khiing tung quan
vii cic e dung dugc e hoc, nén  nghia ldm sing ciia hing kic
ndy khiing chicchiin.

Furpsamid: MOt nghidn clu tudng tic thudc metformin - furosemid iy
dan & doi tuong khie manh di ching minh cic thdng sil duge ding
hoe ciia i hai thude déu bj dnh huing khi ding chung, Furosemid lam
tang ndng db metformin huyEt tuong vi Cmax mau déin 22 % va AUC
midudén 15 %, ma khdng thay ddi dang k& sy thanh thai mettarmin &
thin. Khi ding vdi metformin, Cmax v AUG cita furesemid, Idn lugl
pidm din 31 % va 12 % so will ding don dfc, va thill gian bin thil
gidm d&n 32 %, ma khaing cé bit ki thay d8i ding k€ hi sb thanh
thil furcsamid @ thin, Chua 6 thiing tin vi tudng tic thulic gida
metformin va furosemid khi diing chung dai han.

Nifedigin: Mot nghign edu tuong tc thudc metformin - niledipin béy
dan & ngudi finh nguyén khde manh dé chiing minh vidc ding thudic
chung vl nifedipin 43 Tam ting Cmax cia metformin trong huyét
tuang 1én 20 % va AUC Kn 9 %, vi ting lugng thuBie thai frong nutic
tidu. Tmax va thisi gian bdn thii khang bj dnh huiing. Nifedipin dubing
nhut kim tng hip thu metlormin, Metlormin ¢d tde dung khing ding
ki 1 nifedipin.

Gac thudc lam gidm dd thanh thai metformin; Ding déng thdi cac
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hgia than (wi dy. chit vdn chuyén cation

ansporter - 2 [0CT2]) / cdc chit do ch
ifysion [MATE] inhibitors) nhu ranolazin,
ptidin) o6 thé lam tang ligp xic toan

Si§dyng phdl hop ndy.
figf phat dinh ¢d khuynh hudng gay tang
¥ifm sodt duing huy€t. Cde thude niy

M hormon tuyEn idp, estrogen, vign wiing
e cid nicolinic, cic thudc cifing giao cam, thude
&nh calci va isoniazid, Khi ding cdc thudc ndy eing wii
GLUMECA PLUS, pha| thea déi binh nhin chit ché dé duy tri kigm
sodt duting huyét phil hop.

Duge ddng hoc clia metfarmin vi propranolol, metformin va ibuprofen
khaing bi dnh huting khi diing chung trong cAc nghidn ciu vé twong 1ic
thudic vdi ch do ifu ding duy nhit trong ngdy, & nguiii finh nguyén
khoe manh.

Metformin gdn két khinp ding ké vai cde protein huyil tuong, va do
dd khéng ¢ khd ndng tuing tac vii cac thudc gdn ket nhigu vdi protein
nhy nhém salicylat, sulfonamid, chioramphenical vi probenecid, khi
50 vl cic thuffc sullonylurea wiin gdn k&t manh vl cic protain huyé!
thanh.

Tuong ky thudic: Khang &p dung. .

TAG DYNG KHONG MONG MUON COA THUDC

Tiim 31 vé tinh an todn cla thude

Ghus cd cic thir nghi@m 13m sing duge tifn hanh wii vign GLUMEGA
PLUS, tuy nhign tudng dudng sinh hoc gitta GLUMECA PLUS voi vic
sif dung dling thii sitagliptin vdi metharmin 03 duge ching minh (xem
Bde linh dugc ddng hec). Gac tic dyng khing mong misin nghiém
1rong da dugc bio cda bao gdm viém tyy va phin dng qué mdn. B3 co
irufing hop ha duiing huyél dufc bido cia khi s dung phai hop véi
sulfonylurea (13,8 %) v insulin (10,9 %).

Sitagliptin v& metfarmin

Bang li§t ké cds tic dyng khing mong mudn

Cde te dung noal U duge It ke dusi day dupe sip xEp thea hd co
quan v tn st thes Tir difn ¥ khoa cho cac hoat ddng thiing thuting
(MedDRA) (Bang 1). Tén sullt duye xdc dinh nhusaw: R4t thuting glip
(= 1/10); thuting g3p (= 1/100 dén <1/ 10); it gdp (= 1/ 1.000 dén
< 1/100); higm gap (= 1 /10.000 d&n < 1/ 1.000}: ra! higm gdp (< 1/
10.000) va khang rd (khiing thé tién dodn dugc 10 dd likw hidn ca),
Nhidm tring vé nhidm kyf sinh tring

Thiging gap: NhiZm ném da.

R4l loan hd midin dich

Khing 1i: Cac phian dng qud min baa gdm phin tng phin v,

Rdl logn chuyén hda vi dinh dulng

Thuting gdn: Ha dufing huyst’.

Rt loan hd hip, ngue v trung thit

Thudng gdp: Ho.

Riilogn tidu hda

[t gap: Tidw chdy, tio bon.

Thutrng gdp: Budn ndn, ddy hai, dau byng, ndn, kha tigu.

Khding ro: Vigm tyy cin'™, vidm tyy xudt huydt vi hoal tit g2y i vong
v khitng gay tivang ™.

Rt lpan da vd md dudi gz

[t p&p: Ngia'.

Khiing 13: Phit mach’™', phat ban™", may day™", vitm mao mach ", cic
bénh b gdy troc da ké cd hoi chilng Stevens - Johnson™, bang nudc
pemphigoid.

Réi loan oo xugng vi mo ién két

Khiing rfi: Bau khép , dauco’, dau d chi’, daulung’.

RGi Iogn thin va bél nidy

Khing rB: Chic ndng thdn xiu di, bao gim suy thin cdp (881 khi cdn
Ige maw) "

* Tde dyng khéing mang mulin dudc xéc dinh qua gidm sdt hiu mii.
+Xem Canh bdo vd thin irpng khi diing thudt.

£ Xem nghidn el TECOS ddnh gid tinh an tean trén tim mach bén
dudl,

Ma 13 m! 58 Lic dyng khiing mang mudn chgn lpe

Mt <8 tdc dung khdng mong muSn dugc quan sét thil thifing xuyén
han trong cdc nghiin citu si dyng k&t hop sitaghiptin va mettormin v
cde thudc didu tri dai thdo duiing khac so vil céc nghién clu sl dung
sitaghiptin va metformin ddn djc.

Ban gm ha dubng huyEt (tin sudt rit thubing pdp khi ding k&t hop vii
sulfonylurea hofic insulin), tdo ban (thuiing gdp khi ding wdi
sutfanylurea), phil ngoal bign (thubng gap khi ding vai ploglitazon) va
daw dfu (It gip khi diing véi insulin). Khong quan sét thay sy thay ddi
ndocd § nghia vé matlam sang treng cdc ddu higw sinh tdn hodc ECG
(bao gdm khodng OTc) khi sir dung k&t hop sitagliptin vai me tormin,
Sitagliptin phosahat

Trong cac nghifin clu don tri 1igw ding sitagliptin 100 mg ngay mét ldn
0 sdnh vl placebo, céc tic dung khang mong mudn @3 duge bdo cdo
& dau ddu, hg dubing huydt, v tio bin.

¢ nhilng bénh nhén nay, cic tic dyng khdng mang muén dugc bdo
a0 b3t kE mol guan he nhan qua lign quan dén thudc xdy ra 8 it nhat
5 % bao gbm nhi¥m tring dubing hd hip trin vé vigm mii hong. Ngoal
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ra, dau o chi 03 dugc bio cia vii tn sudt it gBp (ty 18 xdy ra vdi nhém
st dung sitagliptin cao han 0,5 % so véi nhdm d8i chimg).

Matformin hydroclarid

Cée tde dung khdng mong mubin ¢3 duse bio cdo (khing k€ dén mél
quan hé nhan qud) nhitu hon 5 % @ cdc banh nhan didy tr wi
mettarmin vi phé biEn han @ cdc bénh nhdn ding placebo 1a tidu
chay, bufin nén/ ndn, dy b, suy nhuge, kha tiéu, khi chiu & byng va
dau déu.

Cée tic dyng khong mong mudn (ADR) thuing gdp nhdt 0di v

id, metfarmin wdy ra d dubing tidu hoa. Cac te dung nay lign quan dén

liéu, v& x3y ra thuding xuyén hon kni bt ddv trf 8w, nhung theéing ohi
tam thih,

Thudng gdp, ADA » 1/100

Rl logn tidu hda: chan dn, budn ndn, adn, tidu chay, ddy hal, 1o bin,
o néng.

Rii loan ca: ban do, may day, nhgy cam vili nh sdng.

Rai loan chuyén héa: gidm néng di vitamin 812,

ftg¥p, 1/ 1008 < ADR < 1/ 100

R6i loan mau: loan sin may, thigu mdu bat sdn, thifu may tan huydt,
suy iy, gidm tifucu, mdt bach cdu hat.

Rai loan chuygn héa; nhifm acid lactic.

Nghién ciu TECOS ddnh gid tinh an todn trén tim mach

Nghi&n cdu ldm sing danh gid tic ddng cla sitagliptin trén tim mach
(TECOS) tign hinh trén 7.332 bénh nhdn diu tri voi sitaglipti

chua bigt rd thém phin phic mac co thé thim tich duoe sitagliptin
hay khing.

Mattocmin hydrociorid

D3 xdy ra tinh trgng sif dung qud liéu metformin hydroclorid, bao gém
Liing cac iy cao hon 50 g. Khodng 10 % truiing hap bdo cée ha duting
huwél, nhumg khing xic 4p duge mdi guan hé nhin qud vai vidc sir
dyng metfarmin ydroclorid. Nhifm toan lactic dugs bao cda chifm
g4n 32 % tuting hop dung qua liu matformin (xem Gdnh bdo va thin
trong khi ding thude, Mettormin hydroclarid). C the thim tdeh
metformin vili 4§ thanh thii d&n 170 mL/ phit trong didu kigin huyst
ding hoc tt. Do 4, thdm phan mdu cd thé hdu fch gitp lcal b thude
tih lliy khdi cd thé khi nghi ngir sit dung qud liu mettarmin.

DAC TINH DUGC LYC HOC

Nhém dusic i: Thuiic ding cho bénh dii thio duing, k&t hap vii cic
thulic ha dubing huyét ding dubing udng. M3 ATC: A108D07.

Co ché tac ding

GLUMECA PLUS

GLUMECA PLLUS (sitagliptin phosphat/ metiormin hydroclorid) kEt hgp
2 thudc lam hg duting huyt vdi oo ché bd sung A& 13m tang kim sodt
dubing hoyét § bénh nhdn dal thio duling typ 2: sitagliptin phosphat.
mit chit do chf dipeplidyl peptidase 4 (OPP - 4) v metiormin
hydracionid, mdt thudic nhdm biguanid.

Sitagliptin phasphat

100 mg mdi ngiy (hogc 50 mg mi ngay nél e 86 pc cdu thin eGFR
> 30 va < 50 mL/ phit/ 1,73 m®), vi 7.338 bdnh nhin diing placebo
trang quin thé 5 ¢ dinh didu tri. G3 hai tr liéu duge tham vao ché d)
cham sic thing thuling nhim kifm sodt miic HbA1c theo tiéw chudn
khu Wi va cdc y&U 18 nguy ca trén tim mach. DAn s8 nghidn ciu bao
gim 2.004 bénh nhin = 75 Wi (970 bénh nhan didu tri véi sitagliptin
v 1.034 bénh nhin ding gid duoc). Tén sudt cdc bign cd npoal §
nghiém trgng & nhiing binh nhan didu tr} vili sitagliptin tudng Y nbhu
bénh nhdn ding placebo. Banh gid vé céc bidn ching di duge xdc
dinh lidn quan dén binh ddi thio duéing I3 tusng dudng gilla cc nhém
bao gbm nhibm trisng (18,4 % & bénh nhdn difu tr] vdi sitagliptin va
17,7 % & bénh nhin ding gid dugc) vé suy thin (1,4 % & bgnh nhin
diu trj wdii sitagliptin va 1,5 % & bénh nhin ding gid dugc). HA socac
bi€n off ngoai v & bénh nhin = 75 tudi nhin chung lugng tu vai todn b
ddn s& nghién ci.

Trang qudn thé cd  dinh didu tr], trang s& nhing banh nhin dang sl
dyng insulin vi/ hedie mt sulfonylurea tai thaii didm bt d3u nghidn
oihu, 1y 1§ b3 duing huylt ndng la 2,7 % & bénh nhdn diu t vol
sitapliptin v 2,5 % & bénh nhin ding placebo; trong sd cde bdnh
nihdn dang khdng s dyng insulin va/ hodic mft sulfonylurea, ty 1 ha
gubng huvét ngng Ja 1.0 % & bénh nhdn difu tri val sitagliptin va
0,7 % d bdnh nhin ding placebo. Tin suil bign ching viém tuy d3
duge xdc nhan (2 0.3 % & binh nhin didy trj vii sitagliptin v 0.2 % &
bénh nhdn ding placebo. Tén sudt bign ching khdl u & tinh 43 dugc
x4t nhan 14 3.7 % @ bénh nhdn didu tr| voi sitagliptin vi 4,0 % d bénh
nhiin diing placebo.

Gac phat hién v xét nghigm

Sitagliptin phasphat

Tén sust cic bic dyng bt Iggi wf ket qua xit nghi§m @ biénh nhin ding
sitagliptin va metfarmin cOng gifing nhud bénh nhdn ding placehovai
metformin. Trong edc nghién cdu lm sing. dd quan sit thdy lugng
bach céu ting nhe (tang thém xdp xi 200 1€ bo bach cdw pL sovei
placebo; gng bach cdu trung binh ban diu x&p xi GO0 1& baof uL) do
ting bach cdu trung tinh. Difu nky dugc phdt hidn & hiu het nhung
khong phai & t3t ci cdc nghign clu. Sy thay ddi thing st xét nghigm
nay dupc xem 4 knéng lién quan dén 1Am sang,

Mattarmin hydrociorid

Trang céc th nghidm 13m sang cd ddi chilng véi metiormin ding 29
1, khodng 7 % bénh nhan cd ndng 43 vitamin B12 huyét thanh ban
#4u binh thuing 83 gidm dudi mic binh thuing nhiing khiing cd bidu
hign km sang. Tinh trang gidm vitamin B12 cd thé do cin trd hdp thu
vitamin B12 ti phile hop y&u 18 ndi tai - B12, tuy nhign rdt hidm kit
hop vili tinh trang thiéu mau va xem ra phyc hdi nhanh khi ngung diing
metiormin hodic ding thulic b sung vitamin B12 (xem Cdnh bdo vl
than frang khi ding thudt, Metfarmin hyd raclorid),

Thiing bda cho bdc sTnhing tic dyng khing mang mulin gip phil khi
sif dyng thudc.

0UA LIEU VA CACH XU TRI

Sitagtiptin phosphat

Trong nhing thit nghiém Iim sang i ddi ching & ddi ugng khde
manh, sitagliptin Wiéu dan d€n 800 mg thuing dugc dung nap t&t
Trong 1 nghién cilu ding sitagliptin lidu 800 mg, khoang OTc ting rdt
it v khidng lign quan dién ldm sing (xem Bic tinh dugc e hoc, Dign
tim}. Chua cd kinh nghidm s dyng cdc lidu cao han BOD mg & ngusi.
Trong tdc nghign clu da lidu gial doan I, ngudl ta khéng tim thay cdc
phin iing bt ki trén Wm sdng lifn quan d&n lifu khi diing sitagliptin
dén lifu 600 mg/ ngay trong 10 ngay vi 400 mo/ ngdy d&n 28 ngay.
Trong trubng hop qud fifu, n@n dp dung cdc bign phap hd trg thusng
disng. nht loai bid chat chua kip hdp thu khdi dubing tidu hda, theo dai
trén [&m sidng (bao glm lam didn tAm A8) va tri idundng 8, nducln
Sitagliptin dugc thdm tich vita phal. Trong cde nghién citu Mim sing,
khodng 13,5 % lifu diing duyc loai ba sau 3 - 4 gis thdm phin mau. Co
the xem wét thim phan mdu kéa dai nEu phi: hap trén Mm sang, vin

Size 90%

Sitagliptin phosphat fa mjt thuds trj ting duing huyst duting uling
thudc nhdm dc ch enzym dipeptidy! peptidase 4 (OPP - 4), gidp cai
thidn kifm sodt duing huyit @ binh nhin déi thao duéing typ 2 biing
céch lam ting nfing 86 cla céc hormon incretin cé hoat tinh. Cdc
hormen incretin, baa gdm, peptid 1 giting glucagon (glucagon - like
peptid - 1 - GLP - 1) va polypeptid kich thich 1iét insulin phy thuje
glucese (glucose - dependent insulinet-opic polypentid - GIP), duge tift
@ rudt suft ca ngdy va ndng d) tang 08 ddp Ong wii b3 dn. Cic
incretin I thanh phién clia k§ ndi sinh, tham gla vaa difu hba sinh Iy
tinh trang dn dinh glucose ni mo.

Khi ndng dj duing huyet binh thufing hodc ting, GLP - 1 vi GIP [&m
ting ting hop va phdng thich insulin tix 1 bl beta fupdin gy thing
qua cdc qud trinh t3o tin hidu trong 1§ bio vil sy tham gia cila AMP
vang. Thil nghiém voi céc chét i chi GLP - 1 hodc DPP - 4 trén md
hinh ding vat bj ddi thio dubing tjp 2 cho thiy da cal thign ddp Ung
clia & bao P d6) vdi glocose vA dd kich thich sinh ting hop va tigt
insulin. Sy dung nap glucese & md tang khi ndng A} insulin cao han.
Han nda, GLP - 1 lam gidm 6t glicagon tir t& bao o tuyén tuy. Nong
40 glucagan gidm, cing vdi ndng 44 insulln cao han dd lam glam san
xudl glucose tai gan, kEt qui B &m gidm ndng do dudng huydt. Tic
dgng clia BLP - 1 vi BIP phy thufe glucose, nghia 13 khi ndng dd
glucose trong mau thdp, GLP - 1 58 khang kich thich tiéh insulin va
khiing (ic chi 1ift glucagon. C3 GLP - 1 v GIP déu chi tang kich thich
tiét insulin khi ndng d dubing huyét ting trén muc binh thuting.

Hon nita, GLP -1 khing lam giam ddp dng binh thuting elia glucagon
diii vl tinh trang ha duting huyEL. Hogt tinh clia GLP - 1 va GIP bf gidi
han bl enzym DRP - 4, enzym ndy 52 nhanh chdng thity phin céc
horman incretin thanh dang khing hogt tinh. Sitagliptin s& ngdn can
U thily phan cdc harman Incretin bl OPP - 4, tir dd l3m tang ning 60
cc dang cb hoat tinh cha GLP - 1 v GIP trong huyét igng. Bling
cach 1am t3ng ndng d cdc incretin cd hoat tinh, sitagliptin |am ting
1it nsulin v glam ndng d glucagan phy thudc phecose, @ binh nhan
dai thio duting typ 2 bl ting duing huyét, nhiing thay déi vé ndng d§
Insulin va glucagon 58 din d&n giam hemogiobin Alc (HbATC) va lam
gim nong d glucosa Ide dol va sau bla 8n. Co ché tdc ddng phy
thuie glucose ciia sitagliptin khde vii cd ché e d9ng ola cdc
sulfonylurea, viin 12 nhiing chat [am tang tEL insulln ngay cd khi néng
83 plucose thip va cd the din dén tut dubng huyét & bénh nhan déi
thio dufing typ 2 vi ci d nguisi binh thuing. Sitagliptin 13 mjt chat ic
ché manh va rit chon lge voi enzym DPP - 4 ma khing Uc ché cdc
enzym l1&n quan g nhu DPP - 8 holie DPP - 8.8 ndng 64 tr liju,
Mettarmin hydroclorid

Metfarmin |& mgt chit lam ha dubing huyét biing cdch cdi thign d)
dung nap gluoose @ bénh nhdn dii thio duting typ 2, lam gidm cd
ndng 84 glucose madu co bdn vi sau bda dn. Co chif tic ddng cla
metiormin khde voi cic thudc udng trj ting duling huy&t khic.
Mettormin lam gidm sdn w31 glucose tai gan, giam hip thu glucose &
rudt v cai thin dd nhay cam vdi insulin bing cach ting thu nap va sit
dung glucose ngogl bilén. Khdng gidng cic sulfonylurea, metformin
khdng gdy Iyt duling huyd! & cd bnh nhin dai thio duting typ 2 va
nguisi tinh thubing (ngoal trif trang mat s& truting hop dac bidt, xem
Gdnh b4 v thin trong khi ding thudc, Mettormin hydroclorid) va
khang gdy ting insulln huyet. BI&u tri vl mettarmin, sy 18t insulin vin
khérg ddi trang khi néng 64 insulin W d6i va ddp Ung insulin huydt
tuong sut ngay thic 1€ co thé gidm.

Dufyc lwic hoc

Sitagliptin phasphal

Tang qudt

0 bénh nhan d4f thio dubng tp 2, dling cdc Iiéy don sitagliptin ddn
A& (fc ohd hogt tinh enzym DPP - 4 trang 24 gid, pdy tang ndng )
GLP -1 va GIP thd hogt ddng trong mau d&n 2 - 3 Mn, tng ndng 5
insulin va C - peptid trong huyét tuang, gidm ndng dd glucagon, giim
glucose lic 06l va gidm ting glucose sau khi uling glucose hoje sau
bradn,
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(u ldim sang giai doan 11l kéo dai 18 va 24 wdn, tr|
2 ngay 8 bEnh nhdn dai thio dufing typ 2 Fim cii

ngid mo Hinh dn dinh ndi ma - B, tj s
pid ddp Ung cla 1€ bao beta tir xét nghldm
mds lay thuing xuyén. Trong cdc nghién oy
&m duiing huyEt khi ding sitagliptin 50 mg
Aéhi diing sitagliptin lifu 100 mg ngay 1 [in.

P=1 toan phin vi GLP - 1 thé hoat dgng. clng nhy ndng &9
glucese sau khi uling sitagliptin k&t hop vdi metiormin so vaii sau khi
ulng sitagliptin ddn dfc, metormin ddn djc, hodc placebo trong 2
ngay. Si gia ting ndng 43 trung binh cla GLP - 1 thé hogt déng do 4
0l sau bida &n thil nghigm d3 tng gdn 2 1&n sau khi ding hodc
sitagliptin don déc hodic metformin dan dc, so vii placabo. Tac dung
|€n néng d GLP - 1 thé hogt ding sau khi ding sitagliptin clng
metformin da ting cing W, vdi ndng 0§ GLP - 1 thé hoat ddng ting
xdp xi 4 l4n so vil ding placebo. Shagliptin dan trj K&y chi lim ting
néng dj GLP - 1 thé hogt ding, phin dnh sy Oc ché DPP - 4, trong khi
4 metformin don dde 1am ting néng 60 GLP - 1 todn phin va thé
hoat ding & mie dd nhu nhau. Cde dif lidu nky phi hgp wli nhilng co
o khdg nhau vé sy gia ting nding a5 GLP - 1 thé hoat dong. K&t qud
tir nghién cOu ndy clng ching minh sitagliptin, chd khdng phal
metformin, [m ting nfing ¢4 GIP thé hogt ding. Tronp cde nghidn
oy O cdc dGi tigng khéa manh, sitagliptin khdng tam giam thip
duting hiyét hon moc dd bink thuiing hodc gdy hy dubing huy8t, didu
ndy gdi ¥ cac tc dgnp kich thich sy sin xault va hoat ddng clia insulin
vi tc ché glucagon clia thudic ndy hoin todn pha thubc vao glucose.
Téc dung én huydtdp

Trong 1 nghién ciu ngdu nhign, aéi ching placeba, nhom bt chéo
bénh nhiin ting huy&t ép dang ding 1 hodc nhidu thudc ting huyét &p
(bao gdm cde thudc 0 ché men chuyén anglotensin, thudc dd| khing
angiatensin - 11, ¢ ché kénh calci, chen beta va lgi tidu), sitagliptin
diing chung vil cic thulic nay thuing dung nap 16t O cic bénh nhan
nay, sitagliptin co tic dyng gidm huy€t p vira phi; sitagliptin liu 100
mg/ ngay lm gizm huygt dp tim thu trung binh da lién tyc 24 giti dén
gdn 2 mmHg, khi so vill placebo. Tde dung gidm huyét dp niy khing
3y ra & dbl wyng o6 huyt dp binh thuling.

Bign tim

Trang 1 nghidn ciru ngdu nhién, d8i ching placeba, nhom bt chéo
trén 78 @i tugng khoe manh ding 1 liéu dan sitagliptin 100 mg,
sitagliptin 800 myg (8 14n ligu khuyén céo) va placebo. O lidu khuydn
tdn 100 mg, khiing xdy ra tic ding lin khodng QTc khi thudc dat
ning d9 dinh trong huyEt tuing hadc vio bat ky thii diém khc trong
nghién ciu. Sau khi diimg liéu 800 mg, milc d§ tng ti da vé sy thay
dii trung binh khadng OTc hidu chinh theo placebo so vai mifc ban édu
sau 3 g uling thudic i 8,0 mill gidy. Sy gia Ang nhd nay khang dugc
xem ¢ § nghfa 13m sang. § liéu 800 mg, ndng d§ dinh cla sitagliptin
huy&t iong cao hon gén 11 147 s0 vai niing 69 dinh céa liéu 100 mg. 0
bénh nhidn dil thio dung typ 2 diing sitagliptin 100 mg (N=81) hodc
sitagliptin 200 mg (N=63) m&i ngay, khoang QTc thay odi khing o
nighfa dua theo dO H3u ECG tai thii diém dat ndng dd dinh trong huyét

tudng.

BAC TiNH DUGE DONG HOC

GLUMEGA PLUS

K&t qué cita 1 nghitn cilu tuong dugng sin hoe 16 rang @ 68 tugng
khde manh dd ching minh vién nén dang kEt hop GLUMECA PLLS
{sitagliptin/ metiormin hydroclorid) 50 mg/ 500 mg va 50 mg/
1000 mq weng dudng sink hoe vii vige sif dyng cling |c céc ligw
sitagliptin phosphat v3 mettarmin hydroclorid tuang dng & dang vign
riéng biét

VA hiing diding sinh hoc dugc chilng minh & céc ham lugng viin thusic
thép nhit va cap nhit, nén dang vin kit hgp vdi lidu c3 dinh 50 mg/
850 mg (sitagliptin/ metformin) cling c6 tuong dusng sinh hoc.

Hip thy

GLUMEGA PLUS )

Sa khi uing GLUMEGA PLUS ciing ol bda an sing gizu chilt béa,
t6ng dign tich ti¥p xic (AUG) va iz 09 hdp thu (Cmax vi Tmax) clia
sitagliptin khong thay d8i go véi tinh trgng déi Sau khi wing
GLUMEGA PLUS cling vdi bZa 3n sdng gidu chit béo, AUC vi Cmax
cia melformin gidm tugng Gng 4 6 % va 28 %, va Tmax dat dugc
chém hon khodng 1,5 glb sovdl inh trang dai.

Sitaghiptin phosphat

Sinh khi dung luydt 881 clia sitagliptin khodng 87 %. Dudc ddng hoc
ciia sitagliptin khing thay dal khi ving sitagliptin phosphat trong bla
an ¢d nhifuchdt béa.

Metformin hydroclorid

Sinh khd dung tuyt ¢ cua vign ndn metformin hydroclorid 500 mg
khi byng ddi khodng 50 - 60 %. Nhilng nghién ciu ding vién nén
metfarmin hydroclorid liéu dan 500 mg dén 1500 mg, va BS0 mg dén

-20 -

2550 myg, cho thiy lugng thudc hip thu khing ting by 1§ theo lifu
thudc, didu nay do gidm hip thi han B do thay d8i khi ndng dao thii
thudc. Thie &n EBm gidm mic dd va gidm nhe tc d5 hip thu
metformin, duge bifu th| gua ndng d§ dinh trung binh trong huydt
wong gidm gén 40 % (Cmax), didn tich cudi duing cong bidu thi ndng
83 thufc rong huy#t tuting thea thal gian (AUG) gldm 25 % vi thai
gian dé dat ndng dg dinh trong huygt tutng (Tmax) phai kéo dil thém
35 phit sau khi ding vign matformin 850 mg duy nhdt trong ngay
ciing vifi thilc dn, sa vl diing thidc ciing him ligng trang lic ddi. Y
nghfa ldm sing clia nhiing tri 58 suy glam nay chua duge bidt r.

Bila &n it chdt béo vi bila in gidu chilt béa 1am tEng sy tidp xic bé
théng (do bing AUC) clia vidn thubc mettormin hydraciarid, Kn lugt,
khodng 38 % va 73 %, tugng ddi so vdi finh trang 881, G2 hai bl dn
kéa dai thal glan Tmax clia metformin khodng 3 i nhung néng &
dinh Cmayx khéng bjdnh huling,

Phin bd

Sitagliptin phosphat

Thé tich phin phdi trung binh & trang thal bén vng sau khi ding 1

Tidu don sitaghiptin 100 mg duding finh mach, § di tugng khoe manh &
khodng 188 lit. T ¢ sitagliotin gdn k&t thudn nghich vl céc protein
huyét tung thip (38 %),

Matformin hydroclond

Thié tich phan ph8l biéu kign clia metformin sau khi uing lidu duy nhit
metformin hydroclorid vidn 850 mg xip xi 654 + 358 L Metformin
gAn kit khang déng kd vai protain huyt tuang, trdl lal sulfonylurea lai
0 1y 12 gin protein 13 hon 20 %. Vide mettormin ly tich khi héng cdu
chil y&u phy thujc vaa thii gian. Khi wing vién metformin hydroclorid
theo fidu vi chil db phin fidu thuong ding trén ldm sing, ning o6
metformin huy8t tugng @ trang thdi bén vimg dal dugc trong 24 - 48
it va thuting < 1 meg/ mL. Trang cdc thil nghigm lam sang co ddi
chiing, ndng dd mettormin 15i da trong huyé! tudng khing vugt qud 5
meg/ mL, ngay ca khi dng liéu18 da.

Chuyén hda

Sitapfiptin phosphat

Sitagliptin disc dao thal chil yéu trang nudc tidu & dang khng ddiva
mat phin nhd nua duting chuyéin hda. Gn 78 % sitagliptin dugc thii

trong nutic tiéu & dang khéng thay déi,

Sau khi wling 1 lidy sitagliptin cd danh ddu [14C), khodng 16 % chat

o6 tinh phong xa 1& cde chit chuyén hda cla sitagliptin. Sdu chét

chuyén héa nay duge phét hidn & ndng dd vét va dudc cho 13 khang

tham gia vao hoat tinh e ché DPP - 4 huyél tuong clia sitagliptin.

Nhilng nghi2n edu in vitrn 83 chitng minh enzym chia yétl chiu trich

nhigm cho sy chuydn hia co gidi han cla sitagliptin 13 CYP3A4, vdi sy
gap phin cla CYP2CE.

Metformin hydrociorid

Cac nghién clu lidu don tém tinh mach § ddi kugng khoe manh cho
thsy metformin duge dao thai trong nuidc tidu § dang khing dadi va

khidng dugc chuydn héa tai gan (khbng co ehdt chuyéin héa nda dujc

fim thaly & nguisT) eling nhukhang dugc bai liét qua mat.

Thal trif

Sitagligtin phosphat

Sau khi cde ddi lugng khéie manh uing 1 1w sitagliptin [14C], khodng

100 % chit o6 tinh phdng xa dugc thai trong phin (13 %) holc nudc
tifu (87 %) trong 1 tudn ding thude. Thifl gian bin thii cud cling bidu
ki sau khi uing 1 lidU sitagliptin 100 mg % xip xi 12,4 gt va sy
thanh thii qua thin khodng 350 mLf phit.

Sitagliptin duge dao thai chll y€u qua thin vai sy bai tiét chi déng qua
dng than. Sitagliptin 1 1 chit nfn dbi vdi chit chuyén chél anion hou
£ 3 & AUl (human organic anion transporter - 3: OAT - 3), vin t

chat cd thé tham gia vio sy thili trir sitagliptin qua thin, vn chifs xde
dinh dug sy lién quan m sang clia hOAT - 3 trang vin chuyén
sitagliptin. Sitagiiptin cBng k 1 chit nén cla p - glycoprotein, ma chit
niy ciing of th¥ tham gia vao qua trinh dio thii sitagliptin qua thin.
Tuy nhign, cyclosparin, mjt chal i chi p - glycoprotain khing tam
giém sy thanh thai sitagliptin qua thin.

Metfarmin hydroclorid

Sy thanh thal & than nhidu hon gdp gdn 3.5 ln so vol thanh thil
creatinin, chilng 16 metiormin dupe thil tril chid yé qua sy bai tilt &
§ng than. Sau khi uling, xéip i 80 % higng thudc hip thu dudc dae thii
qua thin trong 24 gi ddu vai thill gian bdn thii tai huyfl luong khodng
6.2 gib. Trong may, thisl glan bin thii khoing 17,8 gid, gol ¥ héng ciu
6 thi 1 ngan phin phéi thude.

Cdc djc 0lém cia bénh nhdn

Ddl thdo dudng hp 2

Sitagliptin phosphat

Nhin chung, duge dBng hoc cia sitagliptin & bgnh ahdn dai thio dubng
1§/ 2 tuing ty it d dii ugng khide manh.

Metformin hydroclorid

Khi chilc ndng than binh thugng, duoc dong hoc ciia metfiormin diing
1 liéu hodc nhifu libu trong ngay 8 binh nhin ddi thio duiing typ 2
khding khic higt s udi dai tugng binh thuting. cing nhu khiing cd sy

tich Iy mettormin & ¢ hai nhdm khi dng liéu didu trj thiting diing
Suy than

Sitagliptin phosphat

Di#n tich dugi duiing cong (ALC) ciia sitagliptin trong huyét tuang tEng
khodng 2 kin & bnh nhdn suy thin trung binh ed ube tinh 83 Ipe cdu
thin (eGFR) tir 30 d&n < 45 mL/phit/ 1,73 m’, vi ting khodnp 4 ln g
bénh nhdn suy thin ndng (eGFA < 30 mL/ phit/ 1,73 m") bao pbm
bénh nhin ¢8 bénh thin giai doan cuél dang duoc thdm phin mdy,
khi 50 vii 081 tugng oo chifc ndng thin binh thuiing.

Mettormin hydroclorid

Banh nhan suy thdn b thisi gian ban thai matformin kéo ctal tal huyst
tudng va mau, va sy thanh thii tai thin gdm (xem Chéng chi djinhva
Cdnh bdo va thin trong khi diing thude).

Suy gan

Sitagliptin phasphat

@ béah nhin suy gan trung binh (didm s& Child - Pugh 7 - 8), gié tri
trung binh AUG vii Cmax clia silagliptin ting, in lugt «8p 1 21 % va
13 %, 50 vii céc nham chiing tudng tng khde manh sau khi ding 1
lifu dan sitagliptin 100 mg. Gdc khic bilt niy duge xem khiing co ¥
nghia lam sang.

Khang cd kinh nghiém ldm sing & bénh nhdn bi sty gan néng (diém
58 Child - Pugh > 8). Tuy nhién, vi sitagliptin chil yu dugc dao thii
qua thin, nén theo dy dadn, suy gan ndng khdng tic dong Mn dugc
ddng hoc cia sitagliptin.

Metfarmin i

Chua tign hinh nghign el duge dfng hoe cia metformin @ bénh nhin
sy gan.

Gidi tinh

Sitaglitin phasphat

Bidi tinh whding gdy tic ddng cd ¥ nghia lm sang én dugc dong hoc
clia sitagliptin dya theo mit phan tich tdng hop tir cic df 1By duge
dang hoe giai doan | va theo mdt phin tich dugs ding hoc din S8 i
o ligu tam sang gial doan Iva Il

Metformin hydrocloid

Cac thding 56 dugc 89ng hoe ¢la metformin khoing khdc biét ding ké
giila 0l tugng Binh thuing v binh nhan ddi tho duding tjp 2 ki
phin tich thea gidi tinh. Tuong t, téc dyung gidm dubing huyt clia
metiormin cling so sinh tuong duong gida nam va nil Trong cde thi
nghiém Eam siing cd 44 chdng trén bignh nhin ddi thdo duiing typ 2.
Ngubi cao tudl

Sitagliptin phosphat

Tudi tic khang gdy tie déng ¢ ¥ nohTa im sang lén duge ddng hoc
elia sitagliptin dya theo 1 phan tich dukic ding hoc thea dan sb t o0
liéu gial doan | va gial doan 11, D6l tung cao tudi (65 - B0 i) cd
niing d§ sitagliptin huyél huding can hon 18 % sa véi dd tuang tré tdi
har.

Metformin hydroclarid

Dl lidu han ché 1 céc nghién ciu duge ddng hoc matformin cd obi
chiing & d81 tugng cao tulli khile mgnh cho thiy gidm thanh thii
mettormin tai huyét tong, thil gian ban thai kéo dai hon va Cmax
tEng 50 vai 481 wpng tré tdi. T cde dl ligu ndy, duting nhut sy thay
08 duge diing hoc cira meMormin theo tull chil yéu 1 do thay ddi chie
ning thin (xam thing tin k& don Glucophage: Duge Iy 12m sang,
Dan s8 d3c bigt, Nyulti cao tudi).

Trd gm

Chua tién hanh nghidn clu GLUMECA PLUS & bénh nhdn tré em.
Ching tfe

Sitagliptin phosphat

Chiing the khang gy tic ding cb y nghta lm sang 1én dugc dong
hqc cisa sitagliptin dya theo mt phén tich ting hap 10 cdc ol liu
dugc dbng hoc giai doan | vé theo phdn tich dugc dang hoc din sd i
o Tidu lm sang gial doan | va 11, bao gdm cdc dbi wong ngudi da
tring, &t Tay Ban Nha, da den, Chiu A va cdc nhéim ching 19c khic.
Mettormin hydrociord

Khing c& nghién clu vé cdc thong si duge dgng hoe clia matlarmin
theo ching thc.

Trong cdc thil nghiém 1Am sang vii metformin cf di ching @ b§nh
nhin dai thio duing tvp 2, hidu e am gim dubng huyét tuong
duang nhau & ngudl da tréng (n=249), da den (n=51) vi gfic Tdy Ban
Nha (n=24).

Chi 58 khdi eo thé (BMI)

Sitagiiptin

Chi s& khili oo thé khing gdy tic dOng cd § nghia 1Am sing Ién duge
ddng hoe ciia sitagliptin dya theo mt phan tich tng hop tif cic d
[iéy duge ding hoo glai doan | va theo mdt phin tich dugc ding hac
din sd tl ¢ ligu 14m sing glai dogn | va Il

QUY CACH DONG GO1: Hip 2 vl x 7 vign, Hop 4 vix 7 vidn.

HAN DONG: 24 thang ki fif ngay sin xul.

BIEUKIEN BAO QUAN

Nal khd, nhitt 3 khdng qud 30°C, trinh dnh sdng.

TIEU CHURN: TCCS.

Gd s0 san xudl:

CONG TY CO PHAN DUGC HAU GIANG - Chi nhanh nha mdy duge phdm DHG tal Hju Giang

L& B2 - B3, Khu cong nghiép Tan Ph Thanh - giai dean 1, x@ Tan Phi Thanh, huygn Chiu Thanh A, tinh Hau Giang, Viét Nam

DT: (0293) 3953454 e Fax: (0293) 3853555

Size 90%

Lol il gl e
0292.3893000
E-mail: dhgpharma@dhgpharma.com.vn
www.dhgpharma.com.vn




