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Frrnmgs el xoe ey tharihe:

Ry
SITAMET
ateMetformin hydrochloride, Vién nén bao phim)

PE XA TAM TAY TRE EM.
POC KV HUOGNG DAN SU DUNG TRUOC KHI DUNG.

THANH PHAN CONG THUC THUOC

SITAMET S0/500

M&i vidn ndn bao phim chira:

Thénls phiéine hosgnt ehidit:

Sitagliptin phosphate anhydrous trong duong van sitagliptn 50 mg.

Metformin hydrochlonde 500 mg.

Thimds phéin 165 chergre

Microcrystalling cellulose (Avicel PH 102), copovidone (Kollidon WV AG4), microcrystalline
cellulose (Ceolus Kg - 1000), sodium steary] fumaraie, Opadrey 11 85F540338 v lidng.
SITAMET 500/850

M1 vifn nén bao phim chir;

Thémils phéins hogt chit:

Sitagliptin phosphate anhydrous trong ducng vii sitagliptin 50 mg.

Metformin hydrochloride 850 mg

Thimli .r.rlnf‘n fer dvegre.

Microerystalline cellulose (Avicel PH 102), copovidone (Kollidon VAG4), microcrysialline
cellulose (Ceolus Kg - 1000), sodium steary] fumarate, Opadry 11 85F540338 mau hing.
SITAMET S0/10400

Wi vién nén bao phim chiva:

Thinh phiin hogt chidi-

Sitagliptin phosphate anhydrous trong duomg vii sitaglipiin 50 mg.

Metformin hydrochloride 1000 mg.

Thanh ;ﬂufn fel efvrpre

Microcrystalling cellulose (Avicel PL 102), copovidone (Kollidon VAG4), microcrysialline
cellulose (Ceolus Kig - 1000), sodium steary] fumarate, Opadry 11 851565232 mu ndu,

DANG BAO CHE

Vign nén bao phim

MO

SITAMET S0/500: Vién nén bao phim mdu hlng, hinh thuén dii, hai mit 18, mgt mie on
vii mdl mit ed khie chiv “JL1"

SITAMET S0/850; Vién nén bao phim mdu hifng, hinh thudn dai, hai mit 183, mdt mde tron
vit m@t mdt ed khic chit “J13",
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SITAMET S0/1000; Vién uén bao phim miu ndu, hinh thubn dai, hai md I, i o treen vid
mt mit co khiic chir “11.2"

CH BN
SITAMET duge dimg nhar ligu phigp o g chit dé An kidng v viin ding the e d& cdi thién
kicm sodt didmg huyt & bEnh nhin ddi thio didmg typ 2 phi hop v i hidu sitagliptin va
metiormin,

o SITAMET dinge ding nhir i phip ban ¢ d& cdi thign kidm soit duimg huyét & binh
nhiin ddi thio dudmg 1§ 2 khing kidm soil 1t duge duimg huyét véni chi d fin kiéng
vil vl diing thé e,

e SITAMET duoe dimg nhur ligu phip hi trg ché 46 fin kiéng vi viin ddng thé lyc d€ cai
thi¢n kidm sodt dudmg huyét & nhimg bénh nhin chua duge ki¢m sodt thich ding khi
diing metforniin dom dbe & lidu 16i da dung map duge hode nhimg binh nhin 43 ding
ligu phap két hop sitagliptin véi metformin,

o  SITAMET duge ding trong i lidu két hop ba thude voi salfonylurea, nhar B ligu phip
hés trey ehi 6 An kidng v viin ding thé lye o bEnh nhin dii thio dudng typ 2 chim kiém
soft thich ding dudng huyét vai bl kv 2 trong s8 3 thude san dily: metformin,
sitagliptin hodic sulfonyluren,

e SITAMET duge ding trong tr ligu két hop 3 thude vii chit chi vin PPARy (nhém
thude thigeslidinediones) nhi 3 ligu phip b trg ehé di in kigng hode vin dong thé lye
& bénh nhiin A thio dudng tvp 2 chun kigm soat thich ding dudmg buyét vai bat ky 2
trong s6 3 thube sau diy: metformin, siagliptin hoje chit chi viin PPARy.

o SITAMET due dimg trong Niéu plidp két bop v insuling nhar 1 ligu phap hd tro ché
d @n kidng v viin dding thé lee dé eii thién kigm sodt dudmg huyit & bénh nhiin dai
thiio durdmg typ 2.

CACH DUNG, LIEU DUNG
Nhin chung:
Mén i the haa lidu g ligu SITAMET teén co so phic i hifn i ena bénh nhin, hidn quid vi
kha nfing dung ngp el thudc trong khi khing v qui lign khuyén cdo 101 da hing ngay la
100 mg sitngliptin.
SITAMET thwing dige ding ngay 2 Hin eling véi biva an, véi lide tang 1ir tr nhdm gidm cic
te dyng phy didaig tiéu hoa thirdng iy m khi ding metformin,
Ligu khuyén cdo
Nén dimg liéu khoi diu con SITAMET dim theo phie db hi¢n tgi el bénh nhin. Nén ding
SITAMET ngay 2 liin eiing bim fin. Hién cb sin che liew s dily:

50 myg sitagliptin/ 500 mg metlformin hydrochlonde

50 my sitagliptin/ 850 mg metformin hydrochloride

50 my sitagliptin/ 1000 mg metformin hydrochloride
T figu bem ditu
Lidu khéi diu d8i véi bénh nhin dang khong sir dung metformin 1 50 mg sitngliptin/S00 mg
metformin, ngiy 2 lin, dimg dutmg udng. DI wii nhimg bénh nhiin chi kidm sodt duge duig
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huyét thich ding vt khong cd tde dyng phy duimg tiéu hoa, e the tang liu metfonmin sau mii
khodng théd gian didu i tir 1 dén 2 wiin, Licgu ding eda metfomiin ciin dwge e nhie dicw
chinh trén timg bénh nhin ey thé dym trén hidu gua v d6 dung npp eia bénh nhin vi khing
wutgt gquid lidu 160 da dupe khuyén cio 1 2000 mg metformin/ngiy,

DT wii bdedy sdecin khdng kidm sodn 161 deimg iyt bing dom iri ligu meqformin:

10 vt bénh nhiin chun dunge kim sodt thich dang bing metfonmin dom dde, lidu khii div
thudrng dimg ean SITAMET nén cung ciip sitagliptin lidu 50 mg ngiy 2 lin (1ong liéu 104
mgfngiy) elng véi lidu metfomin dang sit dung.

DGE v bl adnin kivdingg ki sodd 108 chedg Tagvis hémge deme drf ligu sitaglipiin

16 v bénh nhiin chira duge kiém sodt thich ding bing siwgliptin don die, hidu khoi diu
thurdmg dimg con STTAMET 13 50 mg sitagliptin/ 500 mg metfonmin hydrochloride nigdy 2 lin,
C' thé tang lidu 1en ddn S0 me sitglipting 1000 me metformin ngiy 2 liin, Khéng nén chuyén
sang ding SITTAMET & bénh nhin dang dimg dom 1 ligu sitagliptin vii licu dicu ehinh vi suy
thin (xem CHONG CHI DINH),

i v e nhdin chivén tej 1w i phdc a6 i chumgy sivagliptin véit metformin:

D& vii bénh nhin chuydn ur phie db ding chung sitaglipin voi metformin, ed the khan diu
SITAMET bing lidu sitngliptin vi metlomin dang ding,

EXE v Bgnh mhiin Khidog kidin sodt 161 rimg .FJ'HII‘JF biiiig M@ plsipr két tugps 2 thuidse: vl hilt ky
2 trung i 3 thewde vy 1doge dirirg .irrr_r{":r xenni eledy: siegliprin, metformin hge silfonvlorea:
Litu khri diu thiimg dimg cia SITAMET nén cung cap lidu sitagliptin 50 mg, nefy 2 Liim
(idng lidu 100 mg/ngiy). Nén xem xét mnie 4§ kidm soft dudmg buyet vi liba metformin hign
ding (néu c6) khi xde dinh lidu khoi ddu cia thinh plin metformin, Néo xem xé( ting licu tir
pir dlé Mm gido cle e dyng phi duimg Gdu hoa tneimg xay o khi dimg metiormin, C thé cin
gidm liéu sulfonylurea & bénh nhin hién ding hofic béit déu dimg sulfony lurea nlhiiun lim giam
nguy oo hg dudmg huyés do sul fonylurea gy i (xem CANH BAO VA THAN TRONG KHI
DUNG THUOC),

E3vi vl bl il ferdionge ki sodit 1o dhrmge hlg-‘t"l.l' Bénr [ phip ki hpp 2 hatte vivi bt ky
2 tromg 56 3 thude i dng g luyét san diy: sttagliptin,d metformin hoge chat chi vén
PPARy tndichn thiczolidinedione):

Lidw khii diu thidmg ding con SITAMET nén cung cip lidu sitagliptin 50 mg, ngay 2 B
(téng lidu 100 mg/mgdy), Phii sem sémie 40 Kidm sot dudmg huy8t v idu metiomin hign
dimg (néu cd) khi xic dinh lidu khai i ciin thanh phin metformin, Xem xé tang lidu tir i dé
lium gidm ede the dung phy dudmg Giéu hin thudmg xdy m khi ding metformin.

Baibi vii by slscine kg ki sodt it diedng huvét b lign phdp két hpp 2 thude voi it ky
2 tramig 5 3 thude trj Wng diimg huyér sen diy: sitagliptin, metformin hoje inswdin:

Litu khoi déu thiimg dimg con SITAMET nén cung clp lidu sitagliptin 50 my, ngdy 2 lin
{Illm;.', lidu 100 mg/ngdy ). Phai xem xét mie di kidm sodt duwdmg huyét v lidu metformin hién
dimg (nen c6) khi xae dinh lidu kKl diu cia thimh phin metformin, Xem xét tng licu tir o 4&
T geidn cdie e dung phy dadmg Gién hia Ueimg xéy m khi ding metformin, Co the chin gham
ligu insulin & biunh whin dang hodie méi khoi o didu tr vai insulin o8 giam nguy eo hy duimg
hyidt (xem CANH BAO VA THAN TRONG KHI DUNG THUOC),
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Chyra ed nghidn e khao sat ey the tinh an todn vi ligu lye el SITAMET o bénh nhin true
diy d8 dimg ede thude i ting duing huyét dudng udng khie vi di chuyén sang dimg
SITAMET. Nén thiin trong viled gidm sat phi hop khi e6 bilt ki thay d6i ndo trong i lidu did
thik dhudmg vl ed thé xay m nhitog thay dii trong kidm sodl duimg huy ¢,

‘e nhim b ihdin dde hig
E!ug;_iirt coin sir elpng tharog (rén bémh nhin suy thdn;
Bk i chire ndng thiin trede khi ko diu dicu i vai SITAMET vi ddnh gid dinh ky sau do,
Ching chi dinh dimg SITAMET trén bénh nhin cd wie tinh d§ loc ciiu thin (eGFR) < 30
mbdphin/1,73 m?,
Khing khuyén cao ding SITTAMET & bénh nhiin e6 ¢GFR 2 30 ml/phit/1,73 m’ vi < 45
mLphdn/1,73 m? bési vi nhitmg bénh nhin ndy doi hoi ding fiéu sitagliptin thip hom nhimg lidu
eb sin cln san phﬁm ]H'J.flni herp lictw ¢ dinh SITAMET,
{3 bénh nhiin dang sir dyng metformin vi cd eGER gidm xubng dwdi 45 mL/phit/ 1,73 m’, dinh
i nguy oo - loi fch khi lidp e diéu tri,
Mgimg st dyng metformin iy bénh nbiin ¢d eGIR gidm xuong dudd 30 mL/phin/1,73 m’ fxem
e Ol chi dinhy, seae Cenily o va thin frong .
Netrng sir chong STTAMET &hi e Rigin st nghiém chdn dodn hinh dmh oo s dng o e ci
Trén nhitng binh nhiin c6 cGFR = 30 dén < 60 mL/phit/ 1,73 m?, trén nhirg bénh nhin ¢d lidn
sir bénh Iy vé gan, nghign neou hofie suy tim, hofe trén nhimg bénh nlidin 52 it dung thude cin
quang chim iod qua dudmg dgng mach, ngimg STTAMET trude hojic i thii diém thyre hién
xét nphicém chiin dodn hinh dnh 6 sir dung thude cin quang chir jod. Banh gid lai chi s eGFR
sau khi chidu chup 48 ity sir dung lpi STTAMET ndu chire nfing thiin ¢6 the chip nhin duge
(xem CANH BAO VA THAN TRONG KHI DUNG THUOC),
Sty g
Khdng dimg SITAMET cho bénh nhiin bj suy pan (xem CAC PAC TiNH DU OC PONG
Nnocy.
Newei cao tidi
Vi metformin vi sitagliptin dirge dio thii el v gun thin, SITAMET nén duge dimg thin
trgang, khi tudi thng 1én. Theo dai chic nang thiin L citn thidy dé gitip dy phong nhicm toan lnctic
lién guan dén metlormin, dic bigl O nguwd cao i (xem CANH RBAOQ VA THAN TRONG
KHI DUNG THUOC),
Tire em
K g khuyén edo ding SITAMET cho tré em dwdi 18 wwdi do ehun o di dif lige vé tinh an
todn vi higu qui dbi vai nhom din sb ndy.

CHONG CHI BINH
Chéng chi djnh dimg SITAMET (sitagliptin phospiuse/metformin ydvoclioride) o bénh nhin
eh:
I, Bénhnhdn suy thiin niing (eGFR < 30 mLAphit/1,73 m?) (xem CANH BAO YA THAN
TRONG K DUNG THUOC, Metformin hydrochioride, Suy thin)
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2. Dignh nhdin cd tién s qui min vai sitagliptin phosphate, metformin hydrochloride hojic
biit k¢ thinh phin 14 nao khie cin SITAMET (xem CANH BAO VA THAN TRONG
KHI DUNG THUOC, Sitagliptin phosphate, Phin (mg gud min vi TAC DUNG
KHONG MONG MUON CUA THUOC),
1. Nénh nhin toan chuyén héa cdp tinh hodc mén tinh, bao i ed nhiém toan ecton do
dii thio dudmg, b hode khimg co hon mé,
4. Bénh Iy cap hofic man tinh cd thé lhm gidm oxy md nhis Suy tim, suy ho hip, dang bi
nhii mi cor tim, she.
5. Suy pon.
6. Npd dde nirou cép, nghién nugu.
7. Phu nir cho con b,
Nén ngumg SITAMET tam thiv & bénh nhén duge chup X quang cb tiém tinh mach chat cin
gquang gin iod phong xp, vi siv dung cde chit nhu thé co (hé piy thay doi chine nang thin cip
tinh (xem CANH BAO VA THAN TRONG KHI DUNG THUOC, Meiformin
iypelrociiloride)

CANH BAO VA THAN TRONG KHI DUNG THUOC
SITAMET ) M|
Khing ding SITAMET cho bénh nhiin ddi thao dutmy typ | hoje dé dicu trj nhiém lmur|§c1 ﬂ
do dlibi thito dirtmyg. i
Viém tuy: Di co bio cio v viém tuy cip, bao gbm viém tuy auit buyét hoge hogi tir g
vong vil khiing gy tr vong (xem TAC DUNG KHONG MONG MUON CUA THUOC) &
bénh nhan dimg_sitagliptin, Nén thdéng bdo cho bénh nhin biet ridu chimg dic trumg cin viém
tuy chp 14 dau bung div i vit lién tpe, Viém ty duge ghi nhin phye héi sau khi ngung ding
sitagliptin. Néu nghi ngds viém tyy, nén ngimg dimg STTAMET vib cée thube ¢6 nghi ngdr khic,
Chisim st chire ndng (hin: Metformin vi sitagliptin duge dio thai chu viu gqua thin, Nguy co
tich Iy metformin vi nhiém toan loctic ting theo mire dé suy thin, Chéng chi dinh dimg
SITAMET & bénh nhiin suy thiin nfing, ¢6 ¢GFR < 30 mL/phit/1,73 m*) (xem CACH DUNG,
LIEU DUNG, CHONG CHI DINH vi CANH BAO VA THAN TRONG KHI DUNG
THUOC, Metformin hydrochloride, Nhidm toun bctic).

Mén dinh gid chire nfdng thiin trde khi khii dhu didu tr voi SITAMET vt sau U6 dinh ky it
nhdt hing nam. Mén ddnh gid chire niing thin tuimg xuyén hom o bénh nhiin duge dodn trade
5@ i logn chire nang thiin vi ngung ding SITAMET néu cd bing chimg suy thiin.

Ha duimg huyét trong ligu phip két hop véi sulphonylurea (SU) hofie vii insulin: Gidng nhir
cie thude tri thng dutmg huyét khic, di quan sl thity by diimg huyét khi ding sitagliptin v
metformin két hop vai insulin hoge mét thude nhiém SU (xem TAC DUNG KHONG MONG
MUGON CUA THUOC), Do db, dé gitim nguy co hy dudmg hup‘:l do SU hode insulin, ob thé
xer xét gidm Hén SU hoje insulin (xem CACH DUNG, LIEU DUNG).

Sitagliptin phosphte

Han rjm!nwv.rél trong ligu phip ket hop v sulphonyiures (SU) hofie vdi insulin: Trong che
thiy mehidm lim sing voi sitagliptin dom e liéu vi ding két hop wai cie thube duge bidt o
khisng ghy by duimg huyét (nhar metformin hoje pioglitazone), 19 1¢ cde bdo cdo hyp duimg
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huyét khi ditng sitagliptin cting twomg tr nbie & bénh nhin dimg placebo. Gidng nhur cie thube
i tang disimg huyét khic, i quan sit thiy ha duémg huyér kii ding sitagliptin két hop v
insulin hofe mot thubc nhom SU (xem TAC DUNG KHONG MONG MUON CUA
THUGC), Do dé, dé giim nguy co ha dudmg huyét do SU hoje do insulin, co thé xem xét giam
lidn 511 hode insulin (xem CACH DUNG, LIEU DUNG),

Phitn dmp quimin: DA b ede bio cio hiu mé v nhimg phin fmg qui min nghiém trong &
béénh nhiin dimg sitaglipting mit thimb phitn ciin SITAMET. Ciic philn (my niy bao gim phin
g phan v, phii mach vit ciie bénh Iy roc da ke e hdi chimg Stevens-Johnson. Vi eie phin
g ndy dirgee bio edo e nguygn 1 din sih chra bidt rd c& miu nén thuimg khong thé wéec 1inh
chite chiin tin suit hodie xae lip mdi quan hi nhin qui vii vige sirdung thube. Cie phin (mg
nity bt dbiu xuiit hign trong 3 thdng dfu didu 1 v sitaglipting vi vili bio cho xiy rsau ligu
i e, Néu nghi ngd ed phin img gui min, phai ngung diang SITAMET, dinh gia cie nguyén
rilfin tigm fin khie v ddng e Ligu dai thio dutmg khie thay thié {xem CHONG CHI BINH vi
TAC DUNG KHONG MONG MUON CUA THUOC),

Ring s Pemphigoid: DA o6 bio cho hiju mii vé cae traimg hop bi bong nude pemphigoid
phiti nhiip vién didu 1 d6i v thube (e ché DPP-4, Trong ede trudmg hop duge bio cio, bénh
nhiin thutmg duge phye héi bing ligu phidp irc ehé mign dich cue bo hoge bi thong vi ngumg
ding thude i ché DPP-4. Khuyén cio hénh nhin bdo edo vé sy phit trién cia bong ninde hofje
wert da trong khi dimg SITAMET. Néu nghi ngd bong mnse pemphigoid, nén ngimg ding
SITAMET v chuyén dién bie 3§ da lidu dé dge chdin dodn v diéu tr thich hop.

Metformin lydrochloride

Mhidm toan Jnctic:

Quid trinh gidm sit hiu mdi da ghi nhiin nhimg ca nhigm toan lactic lign quan dén metformin,
bao pdin ca trirtmg hop tie vong, Khai phit cia tinh trgog nhiém twoan acid lactie lién quan dén
metformin thirimp khing d& phit hign, kém theo che tridu chimg khing didn hink nhar giam
thiin nhigl, tyt huyét dp, loan nhip chim kéo dad, khd chju, dou co, suy b hfupd lor oy wii dau
byng. Nhifm toan acid lactic lién quan dén metformin duge dic rmg biing ndng A6 Lactat g
lén rong miu (=5 mmaol/l), khodng irbng anion, iog ¢ 1€ laclatpyruvate vie nong dd
metformin huyél trong ndi chung ng > Spg/ml.,

Yéu 16 nguy co cia nhiém toan acid Inctic 1ién quan dén metformin bao gom guy thin, st dpng
ding thii véi ml s thude nhft diph (vi dy efe ehin irc ché carbonic anhydrase nhar
{opinumate), Ui 65 tuii 1rde 1én, co thyre hién chidu ehyp st dyng thude cin quang chim iod, phiu
thudin vt thye hién cic tha thudt khic, tinh frang gidm oxy hit vilo (vi dy suy im sung huyét
::ﬂp}. ulfmg nhidu rrn vl suy gan.

Cie bidgn phiap gidm thidgu nguy co v xir el nhiém toan acid lactic lign quan dén metformin o
nhiam bénh nhiin e ngay oo cao duge rinh bity ehi tiét trong 10 hiedng din sic dung thude (xem
CACH DUNG, LIEU DUNG, CHONG CHI DINH, CANH BAO VA THAN TRONG
KHI DUNG THUOC, TUONG TAC, TUONG KY CUA THUOC vi Sir dyung thude trén
nhitng ddi tremg dic bidt),

Méu nghi ngd cd toan lactic lién quan dén metformin, nén ngimg sit dung SITAMET, nhanh
ching dim bénh nhiin dén bénh vién v tién himh cic biln phip xir trl, O nhirg bénh ahiin d8
didu e vor metformin, ¢ dirge chiln dodn toan lectic hodic nghi ngd co khit néing coo bj tean
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lnctie, khuydn cdo nhanh chong loe mau dé didu chinb tinh tmng nhidm wan vi logi b phin

metformin d4 bj tich Ky (metformin hydmocloride cd thé thim tdch durre vioi A thanh thai |70

mlAphint trong didu kign huyét dong lpe 161). Loe miu cd thé L ddo nguge tridu chimg v hdsi
phue,

Hurémy ditn ehio bénh nhiin vi nguni nhi v cie tridu chimg eiia tonn Iactic vi néu nhimg trify

chimg niy xiy ra, cin ngimg SITAMET vi bito edo nhimg tri¢u cliimg nay cho bic 5§,

Bbi v midi yéu td lim ting ngay co nhidm toan lectic lién quan dén metfarmin, nhimg khuyén

cdfios nhdim gilip gidm thicu npuy eo v xir e tnh trang toan lactic lién quan ditn metformin, cy

thé nhir sau:
Sy thgga: Nhitg ca nhiém toan Inctie lidgn quon dén metformin xay ra chu yéu trén nhirmg bénh
nlidin bj suy thin ndng. Nguy cor nhim toan lactic lign quan dén metformin ting 1&n theo mirc

di nghidm rpng cia suy thiin bod metformin duge dido thai chi yieu qua thijn. Khuyén edo lim

sing dim trén chire nfing thin el bénh alin bao ghm (xem CACH DUNG, LIEU DUNG,

DUGC LY LAM SANG):

- Bidnh gid chite ndng thiin trede khi khoi dio ditu i v SITAMET
Chiéing chi dinh STTAMET triétn bignh nhiin ¢ eGFR < 30 mLphit'1,73 m* (xem CHONG
CHI BINHY,

Khing khuyén cho khai diu dicu trj vai SITAMET & bgnh nhin cb ¢GFR = 30
ml/phitf1,73 m* v < 45 mLphi/1,73 m? vi nhilng bénh nhin niy doi hoi dimg liéu
sitagliptin LI:ﬁp hem nhimng lidu cd slin cin san phiim phii hop lidu e dinh SITAMET,

- Thu thiip dit ligu vé& eGFR it nhit 1 linfnfim o tit e che béoh nhin st dyng SITAMET, O
bénh nlvin co khi niing Bng ngoy co suy thiin (vi dy nhor ngudn cao i), chiie nang thin
nén dirge dinh gid thudmg xuyen hon,

Tieomy fde thude: St dyng ddng thai SITAMET vii mit 56 thude cb thé lim ting nguy co
nhifm toan lactic lign quan dén metlormin: cic e Lim suy gidm chie nfng thin din 1o
nhimg thay déi dang ké vé mit buyét dang, dnh hudng 16 cin bing acid-base hode lim ting
tich liy metformin (xem TUGNG TAC, TUONG KY CUA THUOC), Vi vy, cin nhiic theo
didi bénh nhiin thatmg xuyén bom.
Bénh nhén (i 65 tuod ted Ién: Nguy oo toan lactic Lién quan dén metlormin ting 1n thea tudi
i bitnh nhin boi binh nhin cao tudi cd khi ndog bi suy gan, suy thin, suy tim lim hom nhimg
bénh nhiin tré todi hon. Chn dinh gis chire ning thin turimg xuyén hon ddi vii nhitg bénh
nhdin kim (i,
Thre hidn cie xét nehigm chin dodn od si dung thide cdin gaag chira fod: Nhimg nghién cin
vit tiem thuce cin guang ed chita iod vao ndi mach & nhimg bénh nhin dang dicu tri metformin
e th dfin tén suy gidm clip tinh chine ning thin vi gdy ra tan lactic. Ngimg sirdgng SITAMIZ]
trirée hodic toi thad diém thye hign chitu chpp cb sir dyng thuie ein guang cd chir iod & nhimg
bénh nhin cé eGFR = 30 dén < 60 mL/phit/1,73 m’, nhimg bénh nhin 6 tién sir suy gan,
nghidn rugu, suy tim hedic nhimg bénh nhin s st dung thude ean gquang chim iod theo dudmyg
démg moch. Béinh gid lpi eGFR 48k sau khi chi¢u chyp vih sir dung loi SITAMET néu chire
nding thin chiip nhin duge,

Pldu thudt lode ede thr thagi kiie! Syl giir thire an v djch tong gud tinh philo thadt hode

thire hign cde thic thodt khde oo thé Bm thng npuy oo gidm thé tich, wit huyét dp vi suy thin,
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Hirdmg dléin sar hung thaise

Mén tam this ngimg sir dyng STTAMET khi bénh nhin bj gioi han hegmg thire dn i dich nap
Vi,

Tih trgmg gicm oy it wie: Qui trinh theo d6i hdu mii di ghi ohiin mor sty en nhigm toan
lnctic lién quan dén metformin xay ra trong bénh cdnh suy tim sung huyét cip (diic bigt khi ¢o
kém theo gidm trod midio va giim oxy huyér). Tryy tim mach (sde), nhdl midu co tim cip, nhiém
khuiin huyét vit cde bénh |y khie lién quan dén gidm oxy huyét co mai lign quan vii toan lactic
vt cling co the gy niter huyét tredie thiin, Khi nhimg bidn cb niy xay ra, ngimg sir diung
SITAMET ngny Iip tie.

Ulding rirpne: Rargu o6 kha niing anh hirémg dfn the ding cin metformin lén chuyén hoa lactat
v L did ed thé Thm thng nguy co nhiém toan lactic lién quan dén metformin. Cinh bdo bénk
nhiéin khong ubng regu khi sit dyng SITAMET.

Suy gan: Bénh nhin suy gan ¢6 thé tidn tridn thinh toun lnetic lign quan dén metformin do suy
pifm thai trir lactat din (G0 Eng ning di Iactat trong miu. Vi vily, trinh st dung SITAMET
teén nhimg bénh nhin da duge chidin dodn binh pun thdng quae bing ching xé nghigm hofic Lim
HANE.

Ha dudmg huyiét; Ha dudmg huyél khing sdy ra o bénh nhin dimg metformin dem dée trong
ciie trodmg hop st dung thude nhr thimg 18, nhimg ¢6 thé xiy r néu thu ngp khing di calon
khi vide bd sung calori khing bi dﬂp durgre tinh tryng hogt ddng quid mie, hode trong lio ding
d-i!lug thiri cie thude gidion dudmg I!myi-l khive (nhir cae sulphonylurea vi fnsuling bode diing rugu
{cthanol), Biénh nhin cao tudi, yéu sire hojie suy dinb dudmg vi ngudi thidu nfing tuyén thugmg
thiin hodc tuyén yén hode ngd dic rugu, die bigt nhay cam vl tic dong ha dirimg huyét, Co
thé khi nhiin biét tink trang hg duomg htrjél 0 T cno tuii it & ngudi dang dimg thuoe chen
thy the }-adrenergic.

Méng dé vitamin Byz: Trong cie thir nghidm 1m sdng cd ddi ehimg ding metformmin 29 i,
khodng 7% bénh nhéin ¢6 nbog 40 vitamin B34z binh thirimg ban diiu it gidm dudi mire bink
thirdmyg nhimg khisng o6 bidu hign dm sang, Tinh trang gidm vitamin Bz o thié do cin inéy hilp
thu Bzt phire hip :.-'éu 16 ndi i - Bz, ty nhién vt hiém ket hogp vai tinh tang thidu médu,
tinh trang ndy s phie hdi nhanh khi ngimg ding metformin hofic ding thude bd sung vitamin
2, Nén dinh gig cic thing s8 huyét hoe mbi nm & bénh nlin dimg SITAMET i kigm to,
quén 1y ede thiy ddi bt thuomg rd eéL Che ci thé (ngi thu ngp hodie hip thu khéng @i vitamin
Bz hodic canxi) ¢d khi nfing co nding A6 vitamin Be dudi mirc blah thiimg. O che bEnh nhin
iy, €6 thé hitu fch khi do ndng 43 vitamin Bz huydt thanh thdng qui méi 2-3 ndm.

‘Thay dibi tinh trang lim sing cin bénh nhin di kiém sodt Wt binh dii thio dwomg 19p 2 trirde
diiy: néu binh nliin dii thio duimg typ 2 trude diy duge kidm sodt tht vii SITAMET Igi ¢6
kit qudt %é nghig¢m bt thardmg hofic cd bénh Iy Lim sdng (dic biét bénh khong rd ving vi kho
xie dinh), nén dianh gid ngay ¢ tim bing chimg nhidm toan ceton hode nhifm toan lactic. Nén
baio goim dénh gid cde chit dign gigi va thé ceton trong huyét thash, ghucose miu, vii néo dirge
chi dinh, pH méu, lactate, pyruvate vii ndng d§ metformin trong mdu. Phai ngimg SITAMET
ngary vit bt diu dimg ciie bign phip chim trj phi hop khite néu xay ra inh trang toan haa do |
trong 2 dang nhidm toan wiy.
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Khing kidm sodt duge glucose mdu: Khi biah nhdn dang dn dinh voi phac dd t idu dii thao
duimg néo 46 lgi gip stress nhor sbt, chin thuong, nhidm tring hoge philu thdt, thi eb thé xiy
v mudit kiém sodt dudmg huyét tgm thin, Vo cie thid didgm nha thé, co thé cin phii ngumg ding
SITAMET wit tpm thdi dimg nsulin, U6 thé dimg lpi SITAMET sau khi di qua khoi dgn l.'-‘iip
tlinh niy,

Sir dung o (e cm

Churs xée Jip tinh an wdn vi hidu lye edn SITAMET & bénh nhiin tre em dui 18 L,

Sii dung & ngwivi eno tuii

SITAMET

Vi sitagliptin vii metformin duoe dio thai chi yéu qua thiin vi vi chire ning thiin thudmg gidm
khi cao tudi, nén ding ciin thiin SITAMET khi it chig coo. Mén thin trong khi chon lidu vit
nén dya teén sy gidm st cln thiin va thudmg xuyén chie nang thin (xem CANH BAO VA
THAN TRONG KHI DUNG THUOC, Gidm st chire ning thiin).

Sttagliptin phosplfe

Trong cde nghién cim lim sing, tnh an todn vi idu qud cia situgliptin o ngodi coo woi (65
tudi) g by nhar & bénh ohiin tré tudi hom (<635 tidi .

Meiformin fydrachioride

Mhimg nghién cim lam sdng dibi chimg véi metlormin cb 56 lurgmg bénh nhdin cao widi Khang
dib & ehimmg minh ho e dip (g khie vai binh nhin e w6i hon hay khing, mie dit bio cao
tir thir nghiém ldm sang khic khdng tim thity dwge nhitg khie biét vit ddp tmg didu trj gita
bitnh nhiin eao i v bénh nhin wé b hon.

Mairi
Sain phim thude ndy chie it hon | mmol notri (23 mg) trong mdli vién, v co bin cd thé xem [
“khiing chira natri™.

SU DUNG THUOC CHO PHY NU CO THAT VA CHO CON BU

Sik dung khi mang thai

SITAMET

Chitrs e nhifng nghién e didy 00 va dbi chimg 16t & phy nir cé thai ding SITAMET hofie véi
tirng thinh phin ciia thude, nén clum biét @ tinh an odn e SITAMET & phy nir ed thai, Nhwr
cic thude uiing 1 thng duimg huyét khie, khong khuyén cio sic dyng STTAMET trong thai ky.
Chira tién himh cée nghién eiu & ding vt vai cae thude ciing két hep trong SITAMET ¢ danh

il e ddng cin thude 1én sir sinh san, Chc dif lidu sau diy dya én phit hign elin ebe nghién
ciru tién hinh riéng biét vai sitgliptin hofic metformin,

Sttargliptin plrosphate

Sitagliptin khong cd kha ning giy quii thai & chodt cdng khi ding lidu udng dén 250 mp/ke
hofic & thi v liéu dén 125 mp/kg trong gini dogn hinh thinh co quan (cao hom 32 vi 22 Ifin,
theo thir ty, nbng 40 thude tiép xie & ngudi dua theo Héu d& nghi hing ngiy & ngudd [n 14 100
mig/nigiiy). O chudt edug, thng nhe 5 18 bidn dyng xwong stim that nhi (khing 6 xwong suim,
xiromg sidm gidm sin v chudi hgt sudm) dwoe ghi nhiin khi chudt me ding liéu ubng 1000
mg/kpmgly (khodng 100 Hin ndng d§ thude tidp xie & ngudi dun theo lidu dé nghi hing ngiy
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Hurdnge ddein ser yng thude

& nguii 1ém 13 100 mp/ngiy). Khi ehudt chng me diing lidu udng 1000 my/kegiy, cin ning
trung binh cin chudt con cd 2 phai trdre khi thdi b va sy g cin cua chudt die con sau khi
thoi bit déu gidm nhe. Tuy nhién, nhitng nghién cin v sy sinh sin & dong vit khdng phai Lo
niw ciing dy dodn duge dip (mg & ngirdi.

Metformin fiydrochloricde

Metformin khing cd kha ndng giy quin thm o chudt uuﬁu:g vit thiy khi dimg lidu dén 600
mp/kp/ngiy. Lidu ndy tiéu bidu cho ndng 48 trong duomg voi 2-6 kin Fiéu khuyén cdo 16i da
moi iy & i 16m 1 2000 mg dm teén so sanh didn tich bE mit co thé doi véi chudt cong
vl thé, theo thir ty trong fmg. Ning dé thube duee tim thity & bio thai chimg 1w metformin di
qua hing rio nhan thai mdt phin,

S dung ki cho con bi

Chimm tén hinh cie nghién ofm & dong vit dang cho con bi vii ede thinh phin thube két hop
trong SITAMET. Nhimg nghién cim thye hign vai timg log thude cho tllfi:.-' ci sitagliptin va
metfonmin déu bai 1iét vao sirs chudil :!Mg me. Vin chua bict o sitapliptin ed bii Gé vio sia
ngudni hay khong, Do dé, khang nén ding SITAMET eho phy nit dang cho con bi.

ANH HUONG CUA THUOC LEN KHA NANG LAL XE, VAN HANH MAY MOC
Cham thye hign che nghién cinn vé the dfng cin SITAMET 1én khi ndng ki xe vl viin himh
may mde hofie ngwdi Tim vife tién cao vl che inrdmg hop khic. Tay ohién, ngudi ta cho riing
SITAMET khong anh hiremg dén khd ndng 18§ xe v viim hinh mdy moc hodic nguii lim vige
trén cao vt ede tnrdmg hop khic.

TUONG TAC, TUONG KY CUA THUOC

Twong Uie ciin thube

Siteagliptin wit metfornin

Diing cimg e phic db nhiéu lidu sitagliptin (50 mg, ngdy 2 lin) vi metformin (1000 mg, ngiy
2 lin) khidng lam thay ddi cb ¥ nghia duge ddng hoe cda sitagliptin hode metformin & ngudi
bénh dii théo dudmg typ 2.

Tuy e nghién cin vé nromg tie duge ddng hoc gitt cie thude vii SITAMET clura dige tidn
hiinh: ribnmyg et nghién el aho thé &8 duoe thire hign véi g thimh phin cia SITAMET, 1
sitagliptin v metformin,

Sitagliptin plospheie

Trong cde nphién el lrong Lo thude, sitagliptin khing the ddug co ¢ nghia lim sing 120 durge
ddng hoe coa nhitmg thude sau diy: metformin, rosiglitezone, glyburide, warfurin vi vién ubng
ngim thai, Dy trén cc dit ligu niy, sitagliptin khing e ché cée isozymes CYP 14 CYPIA4,
208 hoje 209, Dya teén div [y in viten, ngirii ta cho ring sitagliptin ciing khing (e ché
CYP2D6, 1AZ, 2C19 hodc 2B6 hofic giy cim tmg CYPIA4.

Nhirng phitn tch duge ding hoe theo din s durge tién hinh & bénh nhin dai thie dudmg typ 2.
Céic thudse ding cimg loe khing gdy tic dyng o6 ¥ nghin lim sing 1én duge ddng hoe sitagliptin,
Ciic thube duge dinh gid 1 thude ding phi bidn & bEnh nhin dai thio dwimg §p 2 bao ghm
thude trj ting cholesterol mau (nhir cde statin, cae ibrate, czetimibe), thudie khdng tidu clu
{nhur clopidogrel), thubc tr ting huyé dp (nhur thude e ché men chuyén, thube chen thy the
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s oéin sir ifynge S

angiotensin, thude chen thy thé f, thude ire ché kénh canxi, hydrochlorothiazide), thude giim
dau vit khang viém khing stevoid (nbar naproxen, diclofenac, celecoxib), i trim cim {nhr
bupropion, Nuoxetine, serraline), khing histamine (nhu cetirne), i ché bom proton (nlur
ameprazole, lansoprazole), vi cae thude trj ri loan cuong dirong (nhu sildenafil).

Dign tich dudi dinmp cong vi trung binh nﬁng di dinh coa digoxin thng nhe (AUC 11% vit
Conae 1836) khi dimg cing sitagliptin, Mire dd ting ndy khing duge xem cd ¥ nghia ldm sing.
Mén gidm sit bénh nhin ding digoxin cho thich hop, AUC v Ca cda sitaghipting theo thir iy,
tfing khodng 20% v 68%, & ddi wong udng | lidu don JANUVIA 100 myg cling voi | lidu dem
eyclosporine 600 mg dang wbng, von i chil i ché mpnh p-glycoprotein, Nhitng thay doi quan
afit durgee vié diroic diing hyc coa sitagliptin dwoc xem khdng od ¥ nghin lim sing.

Metformin hydrociiloride

CGlyburide: Trong | nghién ein twong tie thude v liéa don & bénh nhin dii thio dudmg typ
2, dimg metformin k&t hp plyburide khing gly bét ki thay ddi vé disge ding hoc hodic duge
Iye hoe et metformin, AUC vii Cug con glyburide duge ghi nhin gidm, oy nhién bién thién
et 1dm, Vi ban chit ding ché dd lidu dimg duy nhit trong gy (don ligu) con nghién eiu ndy
vit nong 4o glyburide trong miu khing trong quan v cde the dung duge e hoe, nén ¥ nghia
lium sang el rong L ndy khimg chiic chiin.

Furosemide: Mt nghién et tremg e thude metformin-furosemide lidu don & abi tugmg khoe
mignh dii chimg mink cic thing sb dige dong hoe cia e hai thude déu bi dnh lurong khi dimg
chung. Furosemide lm ting nong 36 metformin huyét tremg v Ceee min 22% vl AUC midu
15%, ma khong thay doi dang ké sy thanh thii metformin & thin, Khi dimg véi metformin,
Conan vit AUC citn furosemide, Hin lugt gidm 31% vt 12% so vi ding don die, vl thiri gian
bén thai gidm 32%, ma khimg ¢t bdt ky thay ddi ding ké hé sb thanh thai furosemide ¢ thin,
Chisa e thng tin vé treng the thude gitn metfommin vir furosemide khi ding chung dai han,
Mifedipine: Mt nghién cim Long tic thude metlormin-nifediping liéu don & ngudi tinh
ngayén khoe manh di chimg minh vige dimg thutdc chung vi nifedipine & Bim ting Coa ctia
metformin trong luyét womg 20% v AUC 9%, v thng lugmg thube tisi trong niede tiéu. T
vil thiri ginn biim thii khdng bi dnh hudmg. Nifedipine dwong nhic lim tang hip thu metformin,
Metlommin cb tic dyng khong ding ké 18n nifedipine.

Ciie thude lam it 48 thonh thii metfomin; Ding ddng thir ede thode phy cin it hé lhéng
viin chuyén phi bién i Gng thdn tham gia vio vige thii e metformin qua thin (vi dy, chiil
viin chuyén cation hitu co-2 (organic cationic transponer-2 [OCT2]) / che chilt trc ché MATE
(multidrug and toxin extrusion [MATE] inhibitors) nhyr ranolazine, vandetanib, dolutegrvir,
vit cimetiding) cb thé lim tang tiép xie wdn thin voi metformin v ed thé lim tng nguy co
nhidm toan lactic. Cin cin nhie Igi ich vi nguy co khi sic dung phii hop iy,

Chie thude khic; Co nhimg thuhe nhiit dinh c6 khuynh mrimg giy ting dudmg huyé't vil o thi
iy mil kicm sodl didmg huyét, Chc thube nay bao gom nhém thinzide vit cic thude lei tity
khie, corticosteroid, phenothiazine, cic sin phéin hormon tuyén gidp, estrogen, vién udng ngim
thai, phenylein, avid nicotinie, e thude cwbmg gino cim, thuie e chi kinh canxi vi isoniazid,
K hi ding ciie thube nity cing véi SITAMET, phii theo doi bénh nhiin ehit ché dé duy tri kidm
sodt duimyg huyét phit hop.,
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g o sy dyungs e

Duge dgng hoe ein metformin v propranolol, metformin vi ibuprofen khdng bi dnbh hdng
khi diing ehung trong ede aghién i vé wong the thude vai ché di lidu ding duy nhiit & ngusi
tinh nguyg¢n khde mankh.

Metformin gin két khimg dang ké v cae protein huyét twong, vi do 46 khing ¢6 kha ning
lwrong tie v ede thube ghn két nhigu véi protein nh nhém manh vén cie protein huyét thanh,

Turng ky ean thude: : i ! ‘
Do khing eb cie nghién cin vé tinh wromg ky cia thude, khimg tron lin thude ndy véi ebe

thude khic.

TAC DUNG KHONG MONG MUON CUA THUOC

Tom i n lodn cls thudc:

Clhura ed ehe thir nghigm lim sing duge tien himly wini vign nén sitagliptin/metformin, y nhién
turomg duomy sinh hoe it vién nén sitagliptinfmetformin vai vige sirdyng ding thin sitagliptin
vori metformin da dirge chimg minh (xem CAC PAC TINH DUQIC DONG HQC). Cic thc
dyng khong mong mudn nghiém trong di duge bio cio bao pdm vidm yy v phin img qui
midn, B8 c6 ineimg hop ha duwimg buyét duge bio cho khi siedung phdi hop véi sulphony lurea
(13.8%) vil insulin (10,99%:).

Sitagliptin v metfommin

Being lifr ki cde e dpmng biing mong mudin

Ciic tie dung ngoai ¥ duoe 1idt ké dudi diy duge sip xép theo hE eo quan vi tin suil theo Tir
didn Y kboa cho cdc hopt dong thang thirdmg (MedDRA) (Bang 1), Thn sufit duge xde dinh
nbr sou; Rit thuimg gap (= 1/10); thudmg gip (2 1/100 dén < 1/10); {t gap (2 1/1.000 dén <
1/100%; hidm gap (= 1/10.000 dén < 1/1.000% rit hifm gip (< 1/10.000) vi chia bié (khing
the tién dodn duge trdi ligu hign cd).

Baing ©: Thu suft cie the dyng khéng mong mubndwge xie dinh tir esie nghién efu Bm
shng b d6i chitng placebo v sitagliptin va metformin don tef lifu vi kinh nghigm hju
i

The dung khiing mong — Tiin suit tie dung
khiing mong mubn

Nhiém tring vi nhigm ky sinh tring

MNhidm ndm da i Thrcmy glip
Réi logn Iii-mlsn l”l.'l;l_ )
Cée phiin dmg qui min bao gom phin tmg phan vé"! Chim xde dinh tin swit

i loan chuyen hin vii dinh dwing

Ha durdng huyétt _ | Thuimg ghp

Risi loan hé hilp, néﬂﬂ trung thit =
Ho Thirimg glp
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Huecmge dliin sir dfung thade

Riii lagn tién hia

Tidu ehiy ' _ | It gip

Buin non Thuomg giip
iy hoi n Thusimg gip
Tdo bon B It gdp

BPau byng 1‘]11ﬂ5ﬂg g&p
Non I‘Jwﬁng gip

V:&m ty cﬁp L

Chim xdc dmh tin sudl

Chura xie djnh tin susl

| Khd fiéu _Tl‘mfmg wip

IR logn da v md ddi da

Nigim® | Iegip

Phii magch®’ Chum xdie dinh tin suft
Phit ban”' Chira xdic dinh tEn suilt
Miy day'! Chura xdie dinh L sl
Viém mao mach’’ Clum xdic dmh tan susl

Cic bénh Iy gy 0o da ké ci hoi chimg Stevens-Johnson”

Clura xde djnh tin suat

Bong nurde pemphigoid *

Chum xée djnh tin suml |

RAi -inﬂll E_n_r_x_uung vi mi lién ket

Chire nfing thin xiu di, b haa gﬁm;u;f thiin edp (A6 khi cin lge mdu)’

*  Tie dyung khing mong muon duge xie dinh gua gifim sat hiu mii.

+  Xem CANH BAO VA THAN TRONG KHI DUNG THUOC,

Dau khip' Chura xde dinh tin sudt
Dau e’ B Chura xde dinh tin st
Dau o chi’ Chira xfic dinh tin swdt
D lumg” Chura xde dinh tin sufit | ¢
Réi logn thiim vi tiét nigu

Chra %t dinh tin suit

1 Xem n;gflié‘u cirie TECOS danh gia tinky an todn trén tine mach bén duin,

MQ 1} mﬂl ﬁg [F{TH duug kl!ﬂl!ﬂ I'ﬂl!-l‘lg :I'I:'I!LII!'II'I @ 4N

Mt sb tie dyng khéng mong mudn duge quan sit thiy thuimg xuyén hom trong cie nghién
ciru st dung két hop sitagliptin v metformin vii e thude didu tr dél thao diimg khiic so vii
ciic nghién cin sir dyng sitagliptin vi metformin dom dde. PBao phm ha diwimg huydt (tha sudt
réit thurdmg giip khi ding ki hop véi sulphonylurea hoge insulin), o ban (thinimg giip khi dimg
v sulphonylurea), phil ngoni bidén (thudmg gp khi dimg viai pioglitazone) vt ddu (i ghp khi
dimg viri insulin. Khing quan sét thiy sy thay ddi ndo 6 § nghln v& mit im sing trong cie
difiu higu sinh 1hn hodic ECG (bao gdm khodng QTc) khi sir dyng két hop sitagliptin v6i

melformin,
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Hirig dein sir dlyng thwde

Sitagliptin phosphate

Tromg cie nghign el dom trj ligu ding sitagliptin 100 mg nghy ml lin so sinh véi placebo,
cic the dung khong mong mudbn 3 dirgre bio cdo 18 dau i, b dirdmg huydt, vi to bon,

3 nhimg bénh nhin ndy, cie tde dyng khing mong mobn duge bio cdo bit ké mii quan hé
nhiin qui lién quan dén thude xiy ra & it nhiit 5% boo gém nhigm tring didmg hi hilp 1rdn vi
viém miii hong. Npodi ra, dau o chi di digpe bio cio v in sudit it pip (19 1€ xdy o wii nhom
sir dyung sitagliptin cao hom 0,5 % so voi nhdm déi chimg),

Metfarmin hydrocfiloricle

Chc the dyng khéng mong mudn 38 duge bio cho (khing ki dén midi quan hé nhiin qua) nhiéu
hiorm 5% & e bénh nhdn didu ] voi metformin vi phi biin hem & ctic bénh nhin ding placebo
1k tiéu chiy, budn ndn/ ndn, diy hoi, suy shuge, kh tiéu, kho chiju & byng vi dau déin,

Cive the dyng khiing mong mudn (ADR) thudng giip nhél dbi véi metformin xiy m & duémg
fidu héva, Céc 1hc dyung ndy lién quan dén lidu, v xiy ra thuimg xuyén hon khi bat déiv uf ligu, 11
nhumg thrdmg chi 14 tm thon, -
Thirdmg wip, ADR = 17100
Rt loan tidu héa: chéan dn, buin ndn, ndn, téu chiy, diiy hoi, o bon, o ndng. ’t-:::.'
Roi logn da: ban dd, miy day, nhygy cim v dnh sdng. r’lll
Rii loan ehuyén hon: giam ning db vitamin Bia. =
It géip. 1/1000< ADR < 1/100 -
Réi lopn mén: logn sén mau, thidu méu bt san, tife miu an huyd, suy y, gidm tidu ey,
méit bach ciiu hyt.

i logn chiyén héa: nhilm acid lactic,

Nhidn eren TECOS dinh gic tinly an fodm teéo tim ageh

Mphidn ciu lEm sing dinh gid tie ddng coa sitagliptin trén tim mpch (TECOS) tién hinh trén
7,332 bénh nhin didu i voi sitagliptin, 100 mg mdi nghy (holic 50 mg mdi ngay néu df lye
ciu thiin eGFR > 30 v < 50 mL/phit/1,73 m*) v 7.339 bénh nhin ding placebo trong quein
thé ed § dinh didu tr. CA hai tr liéu dupe thém v ché 4 chivm sbc thing thudmg nhim kiém
sodt mirc HbA 1e theo tiéu ehudin khu vire va ede yéu 18 nguy co trén tim myeh. Dan s6 nghign
ciru bao phm 2,004 bénl nhin = 75 wdi (970 bénh nhiin didus tri v sitagliptin va 1,034 bénh
nhin dimg gin duge). Tin sudt che bidn eh ngoai ¥ nghiém trong & nhimg bénh nhéin diéu trj
Vit sitagliptin tiomg e nhie béah nhin ding placebo, Brinh gia vé che bidn chimg 8 duge xie
dinh lién quan dén bénh dai thio dudmg 14 twomg duong gitk cde nhom bao gim nhidm tring
(18,4% & bénh nhin ditu tef vl sitagliptin vd 1,5% & bénh nhiin ding gid duge). Hb so cic
bién cf ngogi ¥ & bénh nhin = 75 tuii nhin chung twong iy vai todn b§ din s6 nghién el
Trong quin thé d § dinh didu 16, rong sb nhitg bénh nhin dong sir dung insulin vivhoje
sulfony lurea 1o thé diém bie diu nghién edn, 19 18 ha duimg huydt nfng I 2,7% & binh nhdn
didu tr] v sitagliptin va 2,5% & bénh nhin ding placebo; trong si cdc bénh nhin dang khong
sir dynyg insulin vivhodie mdt sulfonylurea, ty 1§ ha duimg by et ndngl 1,0 % & binh nhin diéu
Iri viri sitagliptin v 0,7 % & bénh nhiin ding placebo. Tin sudt bign ehimg viém tyy di duge
xdie nhiin I 0,3% & bénh nhin didu t véi sitagliptin va 0,2% & bignh nhiin ding placebo, Tin
sudit bidn ehimg khbi v de tinh di duge xde nhin i 3,7% & béah nhin diéu tri véi sitagliptin vi
4.0% & bénh nhiin dung plocebo,

I
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Cite phiitt bign vé xér nghigm

Sitagliprin phospite

Tiin sullt ede the dung bit lot vé két qua xé nghiém i bénh nhiin ding sitagliptin v metformin
cilng gidng nhur & bgah nhin ding placebo véi metformin. Trong cie nghién e lim sing, di
quan sit thily liromg bach cu ting nhe (tang thém xdp xi 200 1€ bio bach chu/microl. so vai
placebo; leomg bych ciiu trung binh ban ik xﬂp xi 6600 1 bdo/microl.) do ting bach cilu frung
tinh. Pidu ndy dirge phit hién & hiu hiétt nlumg khong phai o dit ch cée nghién cin Sy thay dii
thiing si xét nghifm ndy duge xem 14 khng lign quan dén lim sing.

Metformin hydrochioride

Trong che thit nghigm Km sing c6 dbi chimg vii metformin dimg 29 twin, khodng 7% bénh
nhiin co nong A vitamin B trong hu}'él thanh ban ddu bink turome da gidm dudi mie binkh
thurdmg nhumg khdng o6 bidu hi¢n Wim sdng, Tinh trgng gigm vitamin By co thé do cin trdr hilp
thu vitimin Bz tir phire hop yéu t6 ndi tai - B, Wy ohidn it hiém két hap vai tinh tmng thidy
méu vit xem e phye hii nhanh khi ngumg ding metformin hofie ding thude b sung vitamin
Biz (xem CANH BAO VA THAN TRONG KHI DUNG THUOC, Metformin hydrachloride)
THONG BAO NGAY CHO BAC $¥ HOAC DUGC 8§¥ CAC TAC DUNG KHONG MONG
MUGON GAP PHAT KHI SU DUNG THUOC,

QUA LIEU VA CACH XU TRI

Sitcgliptin phosphae

Trong nhilmg thir nghiém lm sdng co doi chimg & A& trom khde manh, sitagliptin ligu den
dén 800 mg thuong duge dung nap 161, Trong mdt nghién cine dimg sitagliptin licu 800 myg,
khodng Qe thng it it vi khing lign quan dén lim sdng (xem DUCC LY LAM SANG, CAC
BAC TINH DUQC LUYC HOC, Dign tim). Chia o kinh nghi¢m sir dyng cide lidu cao hom
RO0 mg o ngudi, Trong chc nghién el da lidu gini dogn 1, ngudi ta khdog dm thiy che phin
tnyg béll lyi trén Lim sing lién quan dén lidu khi ding sitagliptin dén lién 600 mg/gay trong 10
ngdy vit 00 mpmgdy dén 28 ngy.

Trong tridmg hop qua lidu, nén dp dung ede bién phip b o thudmg ding, nhu logi bo chiit
chiur kip bip thy khoi dirimg tiéu hia, theo dii irén Em sing (bao gim lim dign vim dd) v i
liéu niing d&, néu ciin,

Sitagliptin duge thim tich vira phii. Trong cde nghidn el 1im sang, khoang 13,5 % lidu ding
dre bogi ba sau 3 — 4 giéy thim phiin mén, Co thé xem xé1 thim philn miu kéo dai néu phit hep
trén L sang, Vin chum biét 16 thim phén phic mae cd thé thim thch duge sitngliptin hay
khing.

Metformin fyvdrochlaride

DA xdy ra Ginh trgng sir dyng qud liéu metformin hydrochloride, bao givm uding cée lidu cao hon
50 g Khodng 10% truong hip bdo cho hg duimg buyét, nhimg khing xée lip duge méi quan
hé nhdin qui voi vige st dpng metformin hydrochloride. Nhigm toan lactic duge bio cdo chiém
gin 32% tretmg hop ding qui lidu metformin (xem CANH BAO VA THAN TRONG KHI
DUNG THUOC, Metformin hydrochlaride), C6 thé thim tdeh metformin vai d§ tanh thai
dén 170 ml/phiit trong digu kign huyét dong hoe toL Do do, thim phin mdu co thé hihu feh
gitip logi bo thude tich liy khoi o thé khi nghi ngds st dung qué liéu metformin.
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CAC PAC TINH DUQC LUC HOC

Phin logi ATC: A1OBDOT

Nhdm duge 1y: Thubde ding cho bnh dii thio dwimg, két hip vivi ehe thubic ha dunimig huyél
diing dudimg ul:lmg.

Cor ehd tie ding

Sitagliptin/Mei formin

Vién nén Sitagliptin/™Metformin két hop hai thude lim ha dwéng huyét voi co ché bé sung dé
lim g kiém soét dutmg huyét & bénh nhin ddi thio dutmg 19p 2: sitagliptin phosphate, mit
chiit e ché dipeptidyl peptidase 4 (DPP-4) v metformin hydrochloride, mit thude nhém
biguamide.

Sitagliptin phasphate

Sitngliptin phosphate i mt thude v ting dudmg huyé dwimg nong thude nham e ché enzyme
dipeptidy! peptidase 4 (DPP-4) gitp cdi thign kidm sodt dudng huyél & bénh nhin dai thio
durimg 19p 2 biing cheh Fm ting nong d§ cia che hormon incretin ed hogt tinh. Cie hovmon
neretin, bao pom peptide 1 gidng glucagon (glucagon-like peptide-1 - GLP-1) vi polypeptide
kich thich tiéy insulin phy thude glucose (glicose-dependent insulinotropic polypeptide - GIP),
durge tiét & rudt sudt e ngdy v ndng 9 tng dé dip img v biva din, Cde ineretin [ thanh phiin
con hé ndi sinh, tham gia vio didu hoa ginh Iy tinh trang dn dinh glucose ndi mii.

Khi ndng dd dudmg huyét binh thuimg hofe ting, GLP-1 vi GIP lim ting tng hop v gidi
phong insulin tir 1@ bio beta tuyén tyy thing qua ce qui trinh igo tn higu trong & bdo véi s
thaen gin ciia AMP ving. Thir nghigm véi ede ehilt ie ché GLP-1 hojie DPP- trén mi hinh déng
viil by dai thio duimg typ 2 cho thity d cai thién dig img cia & bao [ dbi voi glucose vi 4
kich thich sinh lﬁn,g b wi tiét insulin. Sy dung npp glucose & md tang khi nﬁlng G insulin co
hom. Hom nim, GLE-1 B gidm 1iét glacagon tir 1€ bio a tayén tpy. Nong 8 ghecose gidm,
cimg v ndng dd insulin cao hom 48 lm gidm sdin wudl plucose tgi gan, k&t qua 1é lim gidm
nong df dudmg huyét. Tic dfng cin GLP-1 vt GIP phy thudie glucose, nghia 14 khi ning 46
glucose trong méu thiip, GLP-1 s khong kich thich tiét insulin va khiing (e ché 1ié1 glucagon.
C GLE-1 vit GIP déu chi ting kich thich tiét insulin khi nfng 48 duding huyét thng trén mirc
Binh thwdng,

Hon nim, GLP-1 khing Fm giam dap (mg binh thadmg coa glueagon dbi v tinh trang ha
durémg huyét, Hoat tinh cia GLP- | vl GIP bj gidn han biri enzyme DPP-4, enzyme niy 58 nhanh
ching thiy phin ce bormon incretin thanh dgng khing hogt tinh, Sitagliptin 58 ngdn cdn sy
thity phiin cic hormon incretin bdi DPP-4, tir do lim ting nEmg o) che dang oo hoal tinh cha
GLP-1 vi GIP trong huyél twong. Bing cich lim ting ndng d§ cdc incretin co hagt tinh,
sitagliptin lam ting tét insulin vt gidm ndng o glucagon phy thude glucose. O bnh nhin d4i
théo dutmgg 1p 2 b ting dudmg huyét, nhimg thay déi vé ndng 48 insulin vt glicagon s din
dén giim hemoglobin Ale (HbAle) v lim giam nﬁng di glucese Toe dor va sau bl fin, Co
ché tie ding phy thube glucose e sitagliptin klie v co chié tic ding cia cic sulphonylurea,
win I nhitng chiit lm ting tiée insulin ngay cé khi ndng d6 glucose thiip vi b thé din dén nt
durtmg huyét & bénh nhdn dii thao dudmg tp 2 v cd & ngodi binh thudmg. Sitagliptin 12 md
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chiit ire chié manh vi et chon lpe vai enzyme DPP-4 md khing (e ché cde enzyme lign quan
gin nhir DPP-8 hojc DPP-9 & ndng 0 tri ligu.

Metformin hwdrochiloride

Metformin & mit chilt 1am hy duwimg huyét bing cach cdi thién 46 dung nap glucose & bénh
nhin dai thio didmyg typ 2, lim gidm ci ndng dd ghicose mau eo bin vi sau bt dn, Co ehé tig
déng ciin metformin khic vii cic thude ubng tr ting durdmg huyidt khic,

Metformmin lim gidm sdn wuidit glucose tai gan, gidm hilp thy glucose & rudt va cii thién do nhay
ehm viii insulin bing cdch tng thu nap v sit dung glucose ngoai bidn. Khing gidng cie
sulfonylurea, metformin khéng giy ot duémg huyét & ci bénh nhin dii thao duomg 1yp 2 vi
ngurivi binh thidmg (ngoai trir trong mit sb tneimg hip die biét, xem CANH BAO VA THAN
TRONG IKHI DUNG THUOC, Metformin lydvachloride) va khing gy ting insulin huyét,
Pida tri véri metformin, sy tiét insulin vin khong di trong khi nding d§ insulin lie 46i vi dip
drge insulin huyét wong sudl ngiy thire 1€ eb thé gidm.

[ i froe
Sitagliptin phosplate
Ting gt

() bénh nhiin dii thiie dimg tip 2, ding cde lidu don sitagliptin ddn dén e ché hogt tink
enzyme DPP-4 trong 24 gidy, géy ting ndng dd GLP-1 v GIP thé hogt ding trong i 2-3 liin,
ting nﬁng di imsulin va C-peplide trong hllyét tromg, gidm nong di glucagon, giim g]ll:ﬂﬁ::_‘ﬁ
Iie di vi gidm ting ghucose san khi ubng glucose hodic sau bt dn.

Trong cic nghién ciru lim sing gini dogn 3 kéo dai 18 v 24 tudin, trj lidu sitagliptin 100
mg/mggay & bénh nhiin dai thio dudmng typ 2 lm edi thign ding ké chire ning 1€ bio betn, dinh
gid qua mit s6 chi iéw bao gom HOMA-f (Dinh gid md hinh 60 dinh ndi moi -B), 1y s0
proinsulin/insulin vi dinh gid dap dng cio 1@ bao beta tir xét nghiém dung ngp bita dn voi miu
midiu Iy thiimg xuyén. Trong cée nghign e giai doan 2, hidu lre gidm didmg huyét khi dimg
sitagliptin 50 mg ngdy 2 lin weong wr nhu khi dimg sitagliptin ligw 100 my ngiy 1 Lin.

Mt nghién eiru ngiu nhidén, déi chimg placebo, mi dai, mi dang thudie, nhéum bit chéo 4 giai
dogn & cae dbi tgmg ngri 1om khoe manh d dinh gia che tde dung 1én ndng 48 hiyét tuong
saut bt din cda GLP-1 todn phin v GLP-1 thé hogt ding, ciing nhu ndng 4§ glucose sny khi
uding sitagliptin két hop véi metformin so vidi sau khi ui’iug sitagliptin don dfc, metformin dom
dic, hojic placebo lrong 2 ngay. Sy pia @ng ning di trung binh cia GLP-| théé hoat dimg do 4
pidr san bita fin thar nghidm di ting gin 2 lin sau khi dimp hode sitapliptin dom dde hodie
metformin dom dic so vii placebo, Tic dyng 18n ndng df GLP-1 thé hont déng sau khi ding
sitagliptin ciing metformin di ting chng lwe, v nling dd GLP-1 thé hoat dfog ting xdp x| 4
ldn so voi ding placebo, Sitagliptin dom 1 ligu chi lm ting ndng 4§ GLP-1 thé hogt ding,
pliin Anh sy ire ché DPP-4, trong khi d6 metformin don die lam ting nong dd GLP-1 todn phin

vil theé hogt ddng & mire di nhu nhaw, Cic dir Iigu nay phi hop vin nhimg co ché khic nhau vé

sy gin ting nong &b GLP-1 thé hoat déng. K&t qud tir nghién ciu ndy cling chimg minh
sitagliptin, chir khing phai metiormin, lim ting nong dé GLP-1 1hé hogt ddng.

Trong ede nghién e & ede dbi trgmg khde manh, sitagliptin khong lam gidm ihiip drimg huyit
hon mire 46 binh thistmg hodc giv by dudmg huyét, didu ndy pol ¢ edc the ddog kich thich sy
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san xudt vi hoat ding cia insulin va (e ché gluengon cim thude ndy hodn todn phy thude vio
glucose,

Tiic dymg lén Tuyét dp

Trong | nghién ciu ngdu nhién, d6i chimg placebo, nhom bét chéo & bénh nbin dang ding |
hofic nhidy thude tri ting huyét dp (bao gdm cic thue i ché men chuyén angiotensin, thube
ddi khiing angiotensin-11, irc chié kénh canxi, chen betn vi lgi tidu), sitagliptin ding chung vii
che thude ndy thirtmg dung nap toL O cic bnh nhbin ndy, sitagliptin ¢6 tée dyng gidm huyéd dp
vira phii: sitagliptin liéu 100 mg/mgy lm gitm huyét dp tim the tung binh do lign tye 24 pid
dén glin 2mmilg, khi so voi placebo, Tae dyng gidm huyét dp niy khong xiy ra & i trgng o
huyét dp binh thudmg,

Bign tim

Trong | nghién cim ngiu nhién, ddi chimg placebo, nhom béil chéo trén 79 ddi mgmg khoe
manh ding | liéu don sitagliptin 100 mg, sitagliptin 800 my (8 Vi lidu I:huyén cdo) va placebo.
O lidu khuyén céio 100 mg, khong xdy ra the ding 1én khoing Qe khi thube dgt nimg, d§ dinh
trong huyét irong hofic viio bt ky thid diém kivie trong nghién ein, San khi dimg lidu 800 mg,
midre & tng tHi i ve sy thay dii trung binh khodng QT hidu chinh theo placebo so vii mire
ban i sau 3 gihir udng thude 1a 8,0 mili gidy. S¢ gia tAng nho ndy khing duge xem cb § nghla
lim sang. O lidu 800 mg, ndng di dinh cia sitagliptin huyét wong cao hon gin 11 in so vai
ni’ing dd dinh cia ligu 100 mg.

O bénh nhin dai thdo dudmg typ 2 dimg sitagliptin 100 mg (N=81}) hodc sitagliptin 200 mg
(N=63) mdi ngdy, khodng OTc thay di khing 6 ¥ nghia dya theo dir ligu ECG ti thisi diém
dat mln;p, d§ dinh trong Imz.'él luromy,.

CAC PAC TINH DUGC DONG HOC

SiterpliprindMetformin

Két qua con | nghién cin tiong duong sinh hoe rd ring dr ddi twgng khoe mgnh di chimg minh
vién nén dang két hop sitlsgliplin/metformin hydrochloride 50 mg/500 mg vi 50 mg/1 000 mg
twromg duong sinh hoe woi vide siv dung ciing Ic cie litw sitagliptin phosphate va metformin
hydrochlovide tiong img & dang vién riéng bi,

Hilp thu

Sitagliptin/ Metformin

Sau khi udng vién nén Sitagliptin/Metformin ciing visi bita n sing giiu chiit béo, Wng dién
tich tidp xie (AUC) vit tc 6 hip thu (Cue vl Toas) clia sitagliptin khéng thay dbi so véi tinh
trgng déi. Sau khi ubng vign nén Sitagliptin/Metfommin cling vii bita fn sng gidw chiit béo,
AUIC vit Cee i metformin gidem tuong imys 1 6% vit 28%, vi Tuas dot dirge chiim hon khodng
1.5 gidr 0 v tlinh trang dai,

Sitagliprin phasphere

Sinh khi dyng tuy@t ddi cia sitngliptin khodng 87 %, Duge ding hoe eta sitagliptin khdng thay
di khi ubng sitagliptin phosphate trong bita din cd nhidu chit béo,

Meiformin hydrocthloride

Sinh kha dung twyé ddi cia vién nén metformin hydrochloride 500 mg khi byng ddi khodng
50 — 60 %. Nhitng nghién ¢l ding vién nén metformin hydrochlonde lidn dom 500 mg dén
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1500 mg, vi B50 mg dén 2250 mg, cho lhﬁ;f lorgmyg thuc hﬁp thu khong ting ty 1g theo lidu
thudic, didu nay do gidm hﬁp thu hom I do thay i kha nitig dio thid thude, Thire dn lim gidm
mitre 4G v lhm gidm nhe the dd hﬁp thu metformin, duge bidu thj qua ndng 49 dinh trung binh
trong huyél trong gidm gﬁn 40% (Cane), dign tich dudi didmg cong hidu thi nﬁ-ng dé thuie
Trong lm'_l,rét tromg theo thiv ginn (AUC) gidm 25% va thizi gian dé dayt nﬁng. di dlinh trong, hl.l;.rét
turong (L) phai kéo dii thém 35 phist sau khi ding vién metformin 850 mg duy nhit trong
npdy ciing vii thire an, so vii ding thuide cong him lugng trong e doi. Y nzhtn lim sing con
nhing tr 54 suy gidm nay el duge bidt 5,

Bita &n it chit béo vl birs an gidu ekt béo lam thing sy tiép xoe i thong (do bing AUC) e
vign thude CGlumetza, Hin lugt, khodng 38% vt 73%, wrong doi so vdi tinh trang d6i. Ci hai
bitn fin kéo dii thoi gian Ty cia metformin khodng 3 gier nhumg ndng 46 dinh Ciua khing bj
anh hurdmg.

Phin hii

Nitaeliptin phosphate

'I'hé tich phin phdi trang binh & trgng thi bén vimg sau khi ddng 1 idu don sitagliptin 100 mg
dudmgz tinh mach & ¢6i womg khde manh 1 khodng 198 1 Ty 18 sitagliptin gin k&t thudn
nghich vii che protein huyét tuong lhja]l (38 %a).

Meiformin hydrochioride

Thé tich phiin phii bieu kién cin metformin sau khi ubng liéu duy ohit metformin
hydrochloride vién 850 mg ;ﬁp xi 654 & 15K L. Meiformin gﬂn kit khdng ding ké v protein
huyét twrcng, i lai sunfonylurea lpi co ty 1§ giin két protein 14 hon 90%. Viée metformin ly
tich khéi hbng ciu, chi yéu phy thude vao thii gian, Khi udng vién metformin hydrochloride
theo lidu vi ché di phin lidu thuimg ddng trén lim sing, mj.'lng di metlormin hu}'ét luromg o
trgng thii bén vimg dpt dutre trong 24-48 @il vid thidmg <1 meg/mL. Trong cic thir nghiém
liim sang 6 dbi chimg, ndng 48 metformin t&i da trong buyét trong khing vl qua § meg/ml.,
ngay ci khi ding Liéu 15i d,

Charyén hia

Sitagliptin phosplaie

Sitagliptin duoe dio thai ehi yéu trong nirde tidu & dang khing ddi v mdt phitn nhd qua dudng
chuyén héa. Gin 79% sitagliptin duge thai trong mide iéu & dang khong thay déi.

Sau khi ubng mdt lidu sitagliptin cé danh diu ["'C], khodng 16 % chiit ¢6 tinh phong xi 1 cde
chiit chuyén héa cia sitagliptin, Siu chiil chuyén hoa duge phit hin & nong dd vét vi duge
cho 14 khing tham gin viio hogt tinh (e ché DPP-4 huyét trong cdn sitagliptin. Nhimg nghién
ciru i vitro di chimg minh enzyme chi yéu chiu tech nhiém cho sy chuyén hon b gidi han
cun sitagliptin 16 CYPIAL, v&i sy gop philn cia CYP2CH,

Metformin hvidvochloride

Che nghién el liéu dom tiém tinh mach & doi twong khie manh cho thiy metformin duge dio
thid trong ninde tidu & dang khong ddi vi khiing durge chuyén hia tal gan (khéng cb chét chuyén
héa ndo dirge Him I!'nﬂ:.r & ngudi) ciing nhu khing duge bai it gun il
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Thii tri
Sitergliptin phosphate

Sau khi cic dbi nrong khoe mgnh ubng mt lidu sitmgliptin]"*C], khodng 100 % chit ¢6 tinh
phing xa duwge thai tromg phin (13 %) hode nude tidu (87 %) trong mét tulin ding thube. Thix
gian bin thai eudi cing biéu kicn sau khi udng mot lidu sitagliptin 100 mg 14 xip xi 12,4 gid
v =ir thunh thai gua thiin khodng 350 mL/phit.

Sitagliptin dwge dio thii chi yéu qua thin vii s bii tiét chi dong qua dng thin, Sitagliptin 1
| chiit nén ddi véi chiit chuyén chér anion hitu co 3 & ngudi (human organic anion tmnsporter-
3: WOAT-3), viin I chilt e thé tham gia vio sy thai teir sitagliptin qua thin, Vin chua xic dinh
sir lién quan lim sdng cin hOAT-3 trong vin chuyén sitagliptin. Sitagliptin cling k& mdt chill
nen el pglycoproten, mi chiit ndy ciing c6 thit tham gia vl qud tinh dio thii sitagliptin qua
thiin. Tuy nhidn, ciclosporin, mdt chit re chét p-glycoprotein, khdng lim giam sy thanh thai
sitagliptin qua thén.

Metformin hydvochloride

Syt thanh thisi & thin nhigu hon gin gip 3,5 lin so v thanh thii creatinine, chimg 1o metformin
drgre thii trir chit yéu qun sy bii tiét & dng thin, Sau khi ubng, xip xi 90% lugng thude hiip thu
durgre dito théi qua thiim trong 24 gid dii viri thivi gian ban thai tai hiyét wiomg khodng 6,2 gid,
Trong mau, thin gian bin thai khodng 17,6 gid, gon ¥ hiing cliu ed thé 14 ngin phin phii thube.
Ciie die tinh frén bfnk nhiin

i thiio dhrgng (e 2

Siragliptin phosple

Mhin chung, duge ddng hoe eda sitagliptin & bénh nhin dai thdo ddmg tp 2 teong Wy nbar o
dii nmmy khde mygnh.

Metformin hydrochloride

Khi chire nang thin binh thudmg, duge ddng hoe ciin metformin khi dimg | lidu hoge nhiéu lidu
trong ngdy & bénh nhiin d6i thio duimg tp 2 khing khie bigt so vi dbi tugng binh thuimg,
efing nhur khang ¢ sy tich 1oy metformin & i hai nhdm khi didng lidu didu i thinimg diing
Saye iy

Sitagliptin phosphare

Dién tich dirdi dutmg cong (AUC) etin sitagliptin trong huyét twomg ting khodng 2 liin ¢r bignh
nhdin suy thin trung binh cd we tink d§ loe ciu thin (GFR) tir 30 dén <45 mL/phit/1,73 m?,
vit thng khodng 4 liin & bénh nhiin suy thin nng (¢GFR < 30 mL/phit/1,73 m”} bao gﬁm biénh
nhiin cb bénh thin gini dogn cubi dang duge thitm phifin miu, khi so vii d6i twgng oo chire ndng
thiin binh thimg.

Metfermin hydrochloride

Bénh nhin suy thin cb thii gian bin thii metformin kéo dai i huyét trong vis miu, vi sy
thanh thii tai thin gigm (xem CHONG CHI DINH vi CANH BAO VA THAN TRONG
KHI DUNG THUOC).

Sy gan

Sitagliptin phosphare

(4 bénh nhén suy gan trung binh (diém s6 Child-Pugh 7 - 9), gid uf trung binh AUC vt Cos
cil sitagliptin thng, Wn Lot xip xi 21% va 13%, so v cde nhom chimg tireng dmg khoe manh
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s khi dimg 1 licu den silagliptin 100 mg, Cie khie biét nay duge xem khing eo ¥ nghia lim
Shng,

Khéng cé kinh nghiém lim sing & bénh nhiin bj suy gan adng (diém sd Child-Pugh >9). Tuy
nhién, vi sitagliptin chis yéu duoe dio thii qua thin, nén theo dy dodn, suy gan nding khiing tic
ding 1én duge djng hoe cia sitagliptin,

Meiformin lydrochiloride

Chara tién hiinh nghién edru duge ding hoe cin metformin & bénh nhiin suy gan.

Gigi tin)

Sitapliptin phosphale

Gidri tinh khdng piy tde dgng cd y nghia lim sdng 1En duge ding hoe cia sitagliptin dya theo
mi phin tich 1ﬁng hop tir cée dit lidu duge ddng hoe gisi dogn 1 vd theo mdt phiin tich durge
dimg hoe diin s bir it lidn lam sang giai dogn | v 2.

Metformin hydrochioride

Cae thang sb duge dong hpe cia metformin khiing khie bi¢t ding ké giti d8i nemg binh
thirtmg v bénh nhén dai thio dudmg 19p 2 khi phin tich theo gidi tinh. Tuomg G, e dyog
gidm dudmg hu;rét cim metformin ciing twrong duvong gift nam v nif trong cde thie nghiém Am
shng b di chimg trén bénh dii thito dudmg typ 2.

Sitagliptin plsphaie

Tudi tie khing phy the ding cb § nghia lim sing lén duge dong hoe cia sitagliptin dyra theo
mdt phiin tich dirge ding hoc theo dan s6 tir dit liéu giai doan | vt gini doan 2. Dai tugng cao
1ubi (65-80 ubi) co ndng d6 sitagliptin huyt twemg cao hon 19% so vii dbi tgng iré tudi hen.,
Metformin hydrochloride

ik Higw han el tir ede nghién eiu duge ding hoe cin metformin cd ddi chimg & disi twrong cao
tudi khoe manh cho thiy gidm thanh thii metformin ti huyét wong, théi gian bin thi kéo dai
o it Coe ting 50 voi d8i tuomg é wdi, Tl cde dir ligu niy, dwimng nhir sir thay déi durge
ding hoe cia metformin theo i chi yéu 13 do thay @i chire ning thin (xem thong tin ké don
GLUCOPHAGE: DUQC LY LAM SANG, Din sb diic bigl, Nguiri cao tuii). !
Tre em

Cham tidn hinh nghién i vién nén Sitagliptin/Metformin & bfnh nhéin tré em,
Ching 10

Ritagliptin phosphate .
Ching e khong gy the ding cd ¥ nghia lim sing lén duge dgog hoe cda sitagliptin dya theo
| phin tich thng hop tir cie dir ligu duge ding boe gini doan | va theo | phin tich duge déng
hoe diin sb tir dit lidu 1dm sing giai dogn 1 v 2, boo gom ede d6i lwgmg ngui da ting, gde
Ty Ban Mha, Da den, Chiu A vai céie nhom ching the ke,

Metformin hydrochloride

K hing cf nghin cin vé cie thing st durgre ding hoc eim metformin theo chiing the. Trong cic
thir nghiém lim shng véi metformin cb dii ehimg & bénh nhin ddi thio dudmg typ 2, higu lye
Vi gihm duimg huy# tuemg duong nhau & nguwii da teing (n=249), da den (n=51) v gde Tiy
Ban MNha (n=24).

Chi xit H!{i!-.i-'ﬂ F-Eﬂé_m-‘!‘ﬂ
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Sitagliptin phosphate

Chi sb khbi co thé khing giy the ddng oo ¥ nghfa im sing 1&n dirge ddng hoc cia sitagliptin
dya theo 1 phiin tich ting hop tir cée dir ligu duge ding hoe gini doan 1 va theo | phin tich
dhrere démg hoe din st tir it Lifu lim sdng gini dogn | vk 2.

DU LIEU TU CAC THU NGHIEM LAM SANG

Tr ligu ban ddu véi sitagliptin vio metformin & binh nhin dii thio dwimg (yp 2

Tong cng cb 1091 bEnh nhin dai thio dudmg 9p 2 vi chim duge kidm sodt thich dédng dirimg
huyéi bing ché 4 Bn kidng vi vin dgng the lye tham gia vio mt nghién clu trong 24 tuiin,
nighu nhien, mi dai, 4 chimg véi gid dirge, duge thigt ké dé danh gin 45 an todn vil higu qua
civa didu trj ban diu biing phdi hop eia sitagliptin v metfommin, Mot st bénh nhiin tueng drong
dif duge chon nglhu nhién dé didu i ban diu bing gia duge; 100 mg siaglipting 1 lin/ngiy;
500 mg hoge 1.000 mg metformin, 2 En/ngiy; holic 50 mg sitagliptin, 2 Wn gy phoi bep wi
500 mg hode 1,000 mg metformin, 2 ln/ngdy,

Biéu trj ban ddu bing phéi hgp cia sitagliptin v metformin A8 dem i s cai thign ding ke vé
HbALe, duimg huyét e déi (FPG) v dutmg huyét 2 gidr sau bim dn (PPG) 50 véi gid duge,
metformin don die va sitagliptin don die (p<0,001; Bang 3, Hinh 1), Sy cdi thién vit PG, v
mire gidm FPG gin nbir 161 da, 48 dat duge (i thix didm 3 tudn (théi didm dau tién duge danh
gid sau khi bit ditu didu trj) vt duge duy 1 trong subt nghién cir 24 widin. Che dinh gid vé
chire nfing 1 bio beta, HOMA-[) vil ty 1§ proinsulin/insulin ciing cho thiiy syr cdi thién lém hom
khi sir dung ddng thivi sitagliptin vi metformin so véi chi dimg dom trj ligu. Anh lurimg dén
lipid ndi chung I trung tinh. Sy gidm thé trong & cée nhom dimg sitagliptin phoi hop v
metformin tueng i nhir & cée nhom ding metformin don dde hole gid duge. Mie gidm rong
binh so vii ban diiu ciin HbA e khi o vii gid duge thudmg eao hon & nhitng bénh nhin cb gia
nj HhAle hic ban dhu cao hon. Sy cii thign vé HbA le nhin chung tuong dbing & che phin
nhém duge xie dinh theo gidi tinh, twdi, ching tie hodic chi sé khii cor thé (RMI) ban diu. Mirc
gidm trung binh so vdi ban diw v HbAlc & nhitng bEnh nhiin khang dimg thube hg duimg
huyét tgi thi diém dus vao nghign eiu li: sitagliptin 100 mg, | lin/ngdy, -1,06%; metformin
500 me, 2 ln/ngdy, -1,09%; metformin 1.000 mg, Mnfmgly -1,24%; sitagliptin 50 mg, 2
linfgdy voi metformin 500 mg, 2 Wnmghy -1,59%, sitagliptin 50 mg, 2 lin/nghy véi
metformin 1.000 mg, 2 lin/ngdy -1,94%:; vi dbi véi nhimg bénh nhin ding gid duge B -0,17%.
Hinh 1; Thay (161 trang binh 5o vii ban dilu vé HbALe trong 24 tuiin vivi didu trf ban diin
biing Sitagliptin vit Metformin, ding don dje vi phoi hop & bénh nhin dai thio dwimg

tp 21
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Biing 3

—@— Sitagliptin 100 mg, | Bningay
~ & Metformin 500 mg, 2 Hn/ngiy
—4— Sitagliptin 50 mg, 2 Wnfghy + Metfanmin 500 mg. 2 liningy
- Matformin 1.000 oy, 2 gy
— - Sitagliptin 50 mg, 2 lnmgly + Metformin 1.000 ng, 2 lnngly

t it c4 bénh nhin & nhom bénh nhin duwge didu
Gid trj trung binh binh phiromg i thidu disge didu chinh theo didu trj ching ting dwimg huyét

trudie A6 va gin b ban déu,

Cie thong sb vé dirdmg huyét va thé trgng & lin thim kham cudi eang (Nghién e 24
tudin) dbi vii Sitagliptin vi Metformin, dimg den dde va phii hgp dudi dgng didu trj ban

it
il Sitagliptin | Metformin | Sitagliptin | Metformin | Shagliptin
ilriye 100 mg, | | S00 mg, 2|50 mg, 2| L0 mg | 50 mg, 2
Vinfghy | Bin/mghy | Wo/ogiy + | 2 Hoingiy | Hofeghy +
Metformin Metformin
500 myg, 2 1000 amwge, 2
lin/nghy in/ngiy
HbALe (%) M=165 | N=1T75 I‘-'-I-I'?ﬂ MN=18 M=177 IH== 178 I
Ban dbu (gid trj | 8,68 8,87 §.90 8,79 B.68 .76
trumge binh} R
Thay dbi sovai | 0,17 | -0,66 -0,82 40 | -LI13 -1,90
ban diw (gid tr
trung binh dién
chinht) ——
Kh#e bift 50 vin 0,83 -0,09" 157" -1,30" 207"
gid durgre (pid tri
trung bink didu
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chinht)

Hénh nhiin (%)
dat duge HbA e <
T

15 (9,1)

35 (20,0)

41 (23.0)

FPG (mg/hdl)

N=169

N=178

N=1T79

| 19(43.2)

of (38,4)

| I8 {66,3)

N=183

N=1T9

N =180

Ban diu (gib iri
oo Dl

196,1

2014

205,2

03,9

Thary i 80 v
ban diu (gia i
trung, binh diéu
chinhi)

5.8

7.5

<2713

Khic bigt so voi
it duge (gid try
trung binh didu
chinhg)

-23,3"

SINLE

47,1

197.0

196.7

291

639

519"

35,1

PPG e 2 gitr
{(mg/dl)

N= 136

N =141

N=147

Ban diu (g trj
prumg, bindi§

"'I11n}' déi so voi
ban i (gid 1rj
frung binh didu
chinhi)

2854

2927

2918

2834

N =152

2869

519

534

02,5

-TH.0

| =116.6

Khie higt 5o vin
il duge (gid tri
trung binh ditu
chinht)

-52,2"

-53.7"

Thi trong {Iig)?

N= 167

N=1T5

N=179

-2.8"

783"

116,

N=178

N=178

Ban diiv (g i
trung binh )

0,1

B5,0

88,1

.0

Thay d8i so vii
ban diu (gii 1ri
trung binh didu
chinhf)

-0.9

Khac bigt so v
g duge (gid irj
trung binh didu
chinhi)

09"

09

0.6

LA

882

=l

-1.3

04

0,1*

-0,3*

¥ Tht ca benh nhin & nhom bénh nhin duge didu tr (phin tich theo ¥ dinh dicu tri).

£ Gid trj trung bink binh phwong 16 thiéu duge digu chinh theo tinh trang ligu phip ching

ing dudmg huyt trude d v gid trf ban diln,
I p<0,001 so v gia duge.

r

Tiit ci bénh nhin & nhom duge didu 11§ (APaT), khing bao gm diF liéu sau trf ligu cing
nguy duimg huyét,
p = 0,005 so v gl duge
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i Khing cd ¥ nghia thing ké (p = 0,05) so vdi gid dug.

Nzodi ra, nghién ciu ndy bao ghm nhimg béuh nhin (N = 117) cd mic tang dwomg huydt niing
hem (HbA le = 19% hofic glucose huyét > 280 mg di) di duge didu i biing sitagliptin nhan me
& lidu 50 myg v metformin & licu 1.000 mg, 2 lin/ngdy. O nhdm binh nhin nay, gid i HbAle
ban diu 13 11.15%, FPG 14 314.4 mol/dl vi PPG Iic 2 gidr 1d 441,0 nol/dl, San 24 tudn, mir
gifim 50 visi bun dbu 1 -2 94%, abi voi HbAlc, -126,7 mp/dl ddi véi FPG v -207,9 mg/d] dbi
i PPG e 2 gicy 38 durge guan sal thaty. Trong nhim nhin md ndy, thé trong thng nhe 1,3 kg
d#i duge quan sat thiy e 24 tufin,

Npghién ci dii ehirmg vii hogt chit (Glipizide) khi phéi hyp voi Metformin

Sir duy trl higu qud Biu dai d& duge dénh gia ong mdit thir nghiém 52 pudin, i ddi, dii chimg
viri plipizide trén nhimg bgnh nhin dii thio dwbmg typ 2 o duimg huyét chua dige kigm sodt
thich déng khi dimg dom tri liéu bing metformin lidu = 1500 myg/ngdy, Trong nghidn e niy,
cie binh nhiin dige chon ngdu nhién dé diwng b sung sitagliptin 100 mg/ngiy (N = 588) hoje
glipizide (N = 584) trong 52 tufin. Nhimg bénh nhiin ding glipizide duge cho ding licu khii
ddu 5 mp/nghy v sau dé duge diéu chinh lidu trong 18 twln tidp theo bai nha nghién el dié |
dat FPG mye tigu < 110 npuwi, ma khong bj ha dutmg huyét ddng ké. Lidu 16i da cho pheép di
i wu hoa swr kifm sodt duong huydt I 20 me/nghy, Sau do, lidu glipizide duge duy td khong
dbi. Litu trung binh et glipizide sau thivi gian chinh liéu 14 10,3 mg, C4 hai didu trj déu many
dén sy chi thign c6 § nghia thong ké vé kidm sodt duimg huyét so vii ban diu, Sau 52 win,
mire gidm so voi ban diu vé HbA e 1 -0,67% déi vai sitagliptin 100 mg/ngdy vi -0,67% déi
voi glipizide, xc nhin higu qui twong duong ein hai thude. Mire giam FP'G 1d -10,0 mg/d| doi
v sitagliptin vit -7,5 me/dl ddi véi glipizide. Trong mt phin tich hiu kiém (post-hoe), nhimg
bénh nhin cé HbA le ban déu cao hon (> 9%) & ci hai nhém ed mie gidgm Ién hon so véi ban
dhu vé HbAle (sitagliptin -1,68%; glipizide -1,78%). Trong nghién ciu ndy, t§ I§
proinsulinfinsulin, mot chi diém vé higu qua téng hop va phong thich tiél insulin, di duoc edi
thién v diéu tr bing sitagliptin v suy gidm véi diéu tr bling glipizide. Ty 1§ hy dudmg huyét
¢ nhidm dimg sitlagliptin (4,9%) thip hon ed ¥ nghia so v nhom ding glipizide (32,0%).
Mhiimg bénh nhin diéu tr bing sitagliptin cho thiy mire gidm trung binh ding k so véi ban
diiu vé thé trong so v mire ting ciin déng ké & nhimg bénh nhin ding glipizide (-1,5 kg so
vii +1,1 kg

Metformin hydrochloride

Mghién eiru ngfin nhién theo thai gian (UKPDS) di chimg minh loi ich liu ddi cda vige kidm
sodt tich cye glucose huyét trong bénh dai thio dwomg tp 2. Phitn tich két qué ddi véi nhitng
bénh nhin thim cin dwge didu tr bing metformin sau khi thit boi vi ché dé n kiéng don
thutin d4 cho thay:

- Gim déng ké nguy co tuyit dbi vé bilt ki bién chimg ndo lién quan dén bitnh ddi thio
duirmg & nhim dimg metlformin (29,8 bign ci/1.000 bénh nhin-niim) so voi ché d fin |
kiéng dom thudn (43,3 bién cd/1.000 bénh nhin-ndm), p= 0,0023, vi so vdi cie nhoém
diing két hyp sulphonyluren v insulin dom irj ligu (40,1 bién ¢6 1,000 bnh nhin-niim),
p = 0,0034,

- Gidm dang ké nguy co tuyél dbi vé 1 vong lign quan dén bénh déi thio diimg:
metformin 7,5 bién cd/1,000 bénh nhin-ném, ché 4§ fin kidng don thudin 12,7 bién cd
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/1,000 bénh nhin-ndm, p = 0,017,

- (i dédng ké nguy cor uyl dbi v tir vong tdng thé: metlormin 13,5 bién e /1,000
bénh nhiin-niim, so véi ché db &n kigng don thulin 20,6 bién ¢i/1,000 bénh nhin-nim
(p=0,011), vi s0 véi che nhém ding két hgp sulphonyluren vit insulin dou trj ligu 18,9
biin oo/ 1,000 bénh nhin-nim (p ~ 0,021).

- Gifm ding ké nguy co luy@ Abi vé nhdi miu co tim: metformin 11 bién cd/ 1,000 bénh
nhin-ndim, ché dé fin kiéng dom thuin 18 bién ¢d 1.000 bnh nhin ndm (p = 0,01).

Lign phip bé sung Sitagliptin & nhimg binh nhin khong dwye kidm soit thich ding khi
ditng phii hgp Metformin vi Glimepirvide:

Thng cong cb 441 bénh nhin dii thio dudmg typ 2 tham gin vio mot nghién ciu 24 tudn, ngiv
nhién, mi doi, d6i chimg véi gia duge dupe thidt ki 8 ddnb gia higu qué cia sitagliptin 100
mg, | lin/nghy so vii gia duge khi phéii hop vai glimepinde (dem dje hojc phii hop v
metformin}, Trong nghién cim niy, ¢6 220 bénh nhin sir dung phdi bgp glimepiride (= 4
mg/ngiy) vt metformin (> 1,500 mg/ngiy); k& qu cla cdc tigu chi vé dubmg huyél, bao gom
HbA le va FPG, duge mi th dindi diy.

Sir két hop ena sitagliptin, glimepiride va metformin 4 dem i mire gidm ding kit s0 vori ban
dhiu vé HbA Lc (-0,89%) v FPG {-20,7 mg/dl) so v gif dirge (xem Bang 4). Mire gidm trung
binh so véi ban diu vé HbAlc so véi gid dwge thudmg cao lwm & nhimg bénh nhin ¢o gia in
HbA 1 ban déu cao hen. Mhimg bénh nhin dirge diéu trj bing sitagliptin cé the trong ting vim
phiii so wii nhimg binh nhin ding gid dge,

Bang 4

Cite thimg 56 duwivng huyét vi thé trong & lhn thim khim eudi eing (Nghién edu 24 tuiin
i vii Sitagliptin durdi dang igu phip phii byp bi sung viri Glimepiride vi Metformint

Sitagliptin 100 mg | Gid dwrge
+ Glimepiride + Glimepiride
+Metformin M etformin
HbAle (%) N=115 N=105
Ban diu (it 1 trung bink) 827 8,28
Thay d8i so viri ban diu (gid trj trung binh didu | -0.59 0,30
chinht)
Khac bigt so vai gid ducre (gid tri trung binh didu | -0,89"
chinh})
“Bénh nhin (%) dat duge HbAle < 7% 26 (22.6) 1
FPPG (mg/di) M N=115 N=109
Ban din (gif tr trung binh) 179,3 | 78,9
“Thay d6i so voi ban dau (gid tri trung binh digu | -7.8 129
chinhi)
Klhe bict 50 voi gid duge (gid 1 tung binh did | -20,7"
chinht)
Thi trong (ke)P N N=102 N=74
Ran diu (gid tr trung binh) 86,5 84,6
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Thay doi 50 véi ban di (gi 1r] trung binh didu | 0,4 0,7 o
chinhg)
Kl bidt so v gid duge (gid rf trung binh dicu | 1,1
chinhg)

+'Tht cit bénh nhén & nhom bénh nhin duge didu i (phin tich theo ¥ dinh digu ).

t  Gid tr trung binh binh phuong 16i thidu dige diéu ehinh theo tinh trang Ligu phép chiing
ding dudmgg huyét trde do vi ban diu,

i p<0,001 so v gih duge.

P Tht cd bénh nhiin & nhim bénh nhin dge didu trj (APaT), khing bao ghm dit ligu sau irj
ligu el nguy dintmg huyél.

#  p=0,007 50 v gia dige,

Ligu phip bi sung Sitagliptin & nhimg binh nhiin khing dwye kitm sodt thich ddng khi

dimg phii hgp Metformin vi Insulin:

Téngz cong ci 641 bénh nhiin dii thio dwbng typ 2 44 tham gia vilo m{l nghidn el 24 tufin,

nghu nhitn, mit 461, 4 chimg véi gid dige, duge thiét ké dé danh gin hidu qui cia sitagliptin

100 mg, 1 Hnngiy phoi hop véi mit lidu insulin 6n dinh. Khodng 75% bénh nhiin ciing dang

dimg metformin. Nhimg bénh nhin dang sir dyng insulin trjn siin, insulin the dyng kéo dii

hiode the dyung trung binh (cb hoje khing o metformin) duge chon nglu nhién dé dimg bd sung

100 mg sitagliptin holic gid duge. Cic tidu chi vé duimg huyét do duge bao gim HbAle, FPG

vt PPG loe 2 gidy,

Sy phéi hop coa sitagliptin, metformin vil insulin di dem lgi sy cii thign dang ké vé HbAlc,

FPG vi PPG lie 2 gilr 5o voi gid duge (Bing 5). Sir edi thign vé HbA le so vdi gid dige nhin

chung tong déng & che phin nhém duge xie dinh theo gidi tinh i, ching e, chi sti khii

co thé (BMI) ban diu, thivi ginn k& tir khi chiln doin bénh dii thio dudmg, sy hién difn ctm hii

ehimg chuyén hoa hoje chi sd dé khing insulin tiéy chudn (HOMA-IR) hoge sy tiét insulin

(HOMA-[1), Khiing o6 thay dbi 6 ¥ nghia so vii ban diu vé the rong & cé hai nhom.

Bing 5

Cie thing sb vi duimg buyét vi thé trong & in thim khim cubi cing (Nghidn ciu 24

tuiin) ddi vivi Sitagliptin dudri dang l§u phap phidi hop bi sung véd Metformin vi mdt lidu

Tusulin Gn djnht

Sitagliptin 100 mg | Gia dirge
+Insulin +Insulin
+Metformin +Metformin
HbAlLe (%) N=223 N=229
| Ban diu (gid tr trung binh) 8,73 8,60
Thay doi so voi ban diu (gid tr trung binh diéu | -0,66 013
chinh
Khie hﬁlm viri gid duge (gid trj trung binh didu | -0,53"
chinhi§)
Bénh nhéin (%) dat duge HbAlc < 7% 32(14,3) 12(5.2)
FPG (mg/dl) N=225 N=2129 i
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Hurcmyg eein sir g e
‘Ban dau (gid trj trung bink) 173,5 175,6
[ Thay ddi so vai ban diiu (gid t trung binh didu | -22,2 3,9
chinhi)
Khdc bidt so wai gid duge (gid trj trung bink dign | -183"
chinlii)
PPG e 2 gid (mg/dl) N=182 N=189
Ban diu (gid trj trung bink) 280,7 280,6
Thay ddi so voi ban diu (gih tri trung binh diéu -19.0 1,5
chinhi)
Khac bigt so vér gia dige (gid trf trung binh diéu | -40,4" N
chinhi) :
Thé trgng (kg N=201 N=200
Ban diu (gid trj trang binh) 87.9 88,0
Thay dbi so voi ban diu (gid tf rung binh dida | -0,1 0,0
chinhi)
Khdic bigt 50 viri gid dge (gid tri trung binh digu | -0,1°
chinhi)

t  Tit ch bénh nhin & nhim bénh nhin duge didu tri (phén tich theo ¥ dinh digu trj).

1 Gid trj trung binh binh plirong ti thidu dwoc didu chinh theo sy sir dyng insulin & lan
tham khim thir 1 (insulin trjn sfin so véi khing tdn sfin [the dung trung blnh hofie thc
dyng kéo dai]) vi gid 1 ban dio,

] Didu trj theo womg e phin ﬁng insulin khong ed ¥ nghia (p = 0,10),

N p<0,001 so v gia duge.

P Téi cé bénh nhin & nhém béah nhin duge didu tr (APaT), khng bao gbm dir iy s tri
lidu et nguy dudmg huyét,

#  Khong cb y nghin thing ké (p = 0,05) so véi gia duge.

Trong mét nghién cira 24 wdin khie, nglu nhién, mi di, ddi chimg voi gid duye, duge thiét

kit & ddnh gid hidu quit tiét kigm insulin cia sitagliptin dwéi dang ligu phap phii hop bb sung,

650 bénh nhiin khing duge kidm sodt dudmg huyét thich ding khi ding insulin glargine c6

hojic khéing ¢6 metformin (= 1.500 mg/ngdy) di duge chon nglu nhién & ding b sung 100

mg sitagliptin (N = 330) hodic gia dwge (N = 330}, 1 lis/nygiy trong khi Uing cutmg diéu te

béing insulin. O} nhitng bénh nhén sir dung metformin, HbA e ban diu 14 8,70% v ligu insulin
ban déiu 14 37 [Wngdy. Cie b{nh nhin duge hwimg dfn didu chinh idu insulin glargine dym

Iin gid i glucose loe d6i con mbu My tr ddu ngdn tay. Ciic tidu chi vé dinmg huyét do duge

bao gbm HbA le vi FPG,

Trong s6 nhimg bEnh nhén st dyng metformin, vio tudin thie 24, sy tng ligu insulin hing ngiy

& nhitng bénh nhiin didu 1] bing sitagliptin (19 [Wngdy, N = 285) il hom 21% so véi nhimg

bénh nhin didw trj biing gid duge (24 [Ufngay, N = 283) Sir khae bidt vé ligy insulin (-5

IU/ngiy) ef ¥ nghii thiing ké (p = 0,007). Mire gidm HbA Lc & nhimg bénh nhin difu rj bing

sitagliptin, metformin va insulin 14 -1,35% so véi -0,90% & nhitng bénh nhin didu i biing gif

durore, metformin v insulin, sur khide bidt 14 -0,45% [khodng tin ciy 95%: -0,62, -0,29]. Mic
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Heedmg ddin xir clyng thide

gidm FPG o nliitng bénh nhén diéu trj bing sitagliptin, metformin v insulin 14 -54,8 mgddl so
viri -43,0 mg/dl & nhimg bénh nhin didu trj bing gid duge, metformin va insulin, sy khéc big
ki -11,8 mg/dl [khoding, tin ciy 95%: 18,7, -4.9]. T¥ 1§ hp duing Ilu;,réi It 24,9% & nhimg bénh
nhdn diéu 1 biing sitagliptin, metformin v insulin v 37,8% & nhitng bénh nhén diéu trj bing
gid duge, metformin v insulin, Sy khac bidt v ty 18 hg dudng huyét (-12,9%) ¢6 ¥ nghia thing
ké (p < 0,001).

QUY CACH BONG GOI
Hip 4 vi x 7 vién nén bao phim.

DIEL KIEN BAO QUAN, HAN DUNG, TIEU CHUAN CHAT LUQONG CUA THUOGC
Bio guin: Bao quin & nhiét db khing qui 30°C.

Han dimp: 24 thing ké i ngity sin xudt

Tiiw chuiin chiit hrgng: Tiéu chuin co s

TEN, DIA CHI CUA €O SO SAN XUAT THUOC

Sin xudt tai An D3, bai: INTAS PHARMACEUTICALS LIMITED

Dja chi: Plot No. § 1o 14, Pharmez near village Matoda, Tal — Sanand, City: Matoda, Dist.-
Ahmedabad, Gujarat State, An B
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