https://trungtamthuoc.com/

R Thude niy chi ding theo don thuie.

,
1"-

MAYSIGLU 25§3G .©C " 0]

B FrAN Ii =
MAYSIGLU SONG 150, 00017 /)
Sitagliptin W~

e
B

Dé xa tim fay fré ent.
Doc kit hurdng din sic dyng trode kii ding.

Thinh phiin cong thire thube: M&i vién nén hao phim chir:

[hanh phin dwoc chit:

Maysighy 25mg: 25mg Sitagliptin

Maysiglu 30mg: 50mg Sitagliptin

Thianh _phin_ti dwge: Cellulose, Microerystalling; Caleium  Hydrogen Phosphate;
Croscarmellose Sodium; Sodium Stearyl Fumarate; Magnesium Stearate; Coating mixture
(Polyvinyl aleohol, Macrogol 3350, Titanium Dioxide. E171, Tale); Ferric Oxide Red, E172:
Ferric Oxide Yellow, E172,

Dang bio ché: Vién nén bao phim,

Maysigly 25 mg: Vién nén bao phim miu héng, tron, hai miit hoi 151, ¢b khie ddu K25 teén
mit mit cla vidn,

Maysigly 50 mg: Vién nén bao phim miu cam nhat, hinh todn, hai mit 1, ¢6 vach chia trén
mijt mat cita vidn. Vién duge khiic diu K & mdt bén v sb 30 & phia bén kia cio mat 6 vach
chin. Vach chia ¢ the dimg de chia vién thube thinh 2 phén bing nhau.

Chi dinh:
Bom tri ligu

Sitagliptin duge dimg nhur gy phip hbd tro cho ché ¢ in kidng vi vin ding thé lye dé cai
thign kiém sodt dubmg buyét & binh nhin dii thio ditmg 19p 2.

Kt hap vini metformin

Sitagliptin dwge chi diph & binh nhin dii thio dikmg typ 2 d& cai thién kidm sodt duomg huyér
biing edch két hop i metformin nhu diéu irj khoi diu hoge khi metformin dom tr liu ciing
chi di) dn kidng va viin dong thé lue khdng kiém soft duge duimg huyét thich ding,
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Kt hop vér mit sulfamid ha dirbmg huyét
Sitagliptin duee chi dinh & bénh nhin dii thio dudmg tvp 2 dé cai thién kidm sodr duimg huyés
hing cich két hgp véi sulfamid ha dudmg huyét khi dom tr ligu cong ehé @ &n kidng vi vin
ding thé lye khong kidm sodt duve duimg huyét thich ding.
k Wl i I Vi .ﬂ.R
Sitagliptin dirge chi dinh & binh nhin dai thao dismg tp 2 08 cai thign kidm sodt duimg huyét
bing ehch kit hop vé&i chit dong viin PPARy (nhu nhom thigzolidinediones) nhir didu 11 khir
diu khi dom 15 lidu clng ché d fin kiéng vh vin dong thé lie khing kiém soat duoe dirdrig
huyét thich ding.

vl e in vil md mmi huyet
Sitagliptin dugre chi dinh & binh nhin ddi thio duidng t¥p 2 dé cai thidn kidm sodt dubmg huvér
bng cdch két hgp vl metformin va mt sulfamide hg duimg husét khi hai logi thude rhy

ciing ché d¢ an kiéng va viin ding thé lye khing kiém sodt duge dudmg huyét thich ding.

Két viti metformin vl m it chit viin PPARy

Sitagliptin duge chi dinh & bénh nhin dii théo dwdimg typ 2 dé cii thidn kidm sodt duimg huvét
hing edch két hop véi metformin vi mdt chit ddng viin PPARy (nhr thiseolidinediones) khi
hai logi thube niy eing ché i An kiéng vi vin dong thé lue khing kiém sodt duge durdmg
huyét thich ding.

Kt hop vir Insulin

Sitagliptin dugre chi dinh & bénh nhin déi thio dwimg Wp 2 nhue mét ligu phap hd o cha ché
d fin kiéng va vin dong thé lyc 32 cdi thidn kiém sodt dwdmg huyét khi ding két hop v
insulin (etng hode khing clng metformin).

Cich ditng, lidu ding;

Cach dung:

€6 the uong sitagliptin ciing hode khéng cling v thire dn,

Liéu dizng:

Licu sitagliptin khuvén cdo 4 100mg. ngay | lin khi ding nhu don 1 ligu hoic ké hop voi
metformin, sulfamide hy dudmeg huyét, insulin (ciing hojic khing ciing metformin), chit dong
van PPARy (nhur thigzolidinediones), hode metformin cing sulfamide ha dinimg huyvét hode co
thé ding metformin cing chiit ddng viin PPARY,

Khi dimg sitagliptin két bop voi sulfamide ha duong huyér hodie insulin, cd thé xem xél ding
sulfamide hy duémg huyér hode insulin liéu thip hon nhim gidm nguy co ha duimg huvét do
sulfamide hn dubng huyét (xem myc Canh bao v Thin trong khi ding thuéc).
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Bénh nlicin suy thin

Vi eb sir difu chinh lifu dua vio chite ning thin, khuyén cfo nén danh gid chire ning thin
trudic khi khéi ddu didu trj véi - sitagliptin vt saun 48 kidm tra dink ky,

i vii bénh nhin suy thin nhe (ude tinh 43 loe chu thin [eGFR] > 60mL/phin'1,73m? dén

< 90 ml/phixt/1.73m?, khing cin chinh lidu sitagliptin

B)oi véi bEnh nhin suy thin trung binh (eGFR > 45mL/phiit/1,73m* dén< 60mL/phit/1.73m),
khing cin chinh lidu sitagliptin,

Dai vai bénh nhin suy thin trung bink (GFR 2 30mL/phin/1, 73m? dén < 45mL/pluin/1,73m?),
lién sitagliptin 14 30mg ngay 1 lin.

BMi v bénh nhin suy thin ning (GFR = [SmL/phit/],73m? dén < I0mL/phiit/1,73m’) hojic
cd bénh thin gini dopn cudl (ESRD) (GFR < 15mL/phit/1,73m?), bao gom cde binh nlidn ein
thim tich mau hodic thim phin phic mae, lidu sitagliptin 1d 25myg ngdy 1 lin. C6 thé ding
sitagliptin bit ky loe nao, khong lidn quan dén thii diém thim tdch mdu,

Chiing chi dinh:
Chang chi dinh ding sitagliptin & bénh nhin qua min cim vii hogt chdt hode v hilt ke th
deroe nao con thuée {xem phﬂn Cinh bio vi thin trong & Tac dl_.n'pg khﬁnﬂ mong muﬁn.]l,

Canh hio vii thiin trong khi ding thude:

Tiing quét

Khiing nén ding sitagliptin & bénh nhin dii thio duwbmg tp | hofic 4¢ dicu trj nhidm acld
ceton & b¢nh nhin d&i thio dwime.

Vigm tuy

Pi ob cic bio cio vé viém Ty EII!.]:L bao gﬁm vigm tuy it huyét hode bogi tr gy tir vong vi
khing gy wr vong (xem myc Téc dung khong mong mudn cis thude) & bénh nhin ding
sitagliptin. Nén cho bénh nhiin bidt tridu chimg da¢ trumg cia viém tuy cap la dau byung dir di
vih lidn e, Vidm tay dugpe ghi nhin hoi phyc sau khi ngimg ding sitagliptin, Néu nghi ngér
vigm wy, nén ngumyg ding sitagliptin v cée thude khic cd thé lign quan.

Sir dung & bénh nhin suy thin

Sitagliptin duge dio thii qua thin. D dat néng d sitagliptin trang huyét tiromg twong te nhu
@ bénh nhin ¢6 chire ndng thin binh thutmg, nén gidm liéu thudc & bénh nhin cb eGFR < 45
mL/phtit/1,73m?, ciing nhir & bénh nhin ¢6 hénh thin gisi dogn cudi (ESRD) edn thim phiin
mdu hode thitm phiin phite mae (xem Cach ding, lidu dimg).

Khi xem xét vige sir dyng sitagliptin két hgp voi thude chéng ddi thio duémg khde, cin kiém
tra cave didu kidn sir dung ctia thutic 48§ v&i binh nhin suy thin.
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Trong cie thir nghi¢m lim sing vii sitagliptin theo dom trf 1i¢u vi theo trj ligu két hop vor ede
thude duge biét b khbng giy ha dutmg huyél (nhy metformin hode chit chii vin PPARy
(thiazolidinediones)), 1¥ 1¢ cic bdo cao hy dutmg huyét khi ding sitagliptin tromg 1y nhir &
bénh nhdn ding placebo. Gidng nhur cdc thude tri tang duémg huvét khile, 8 quan st thiy ha
duémg huyét khi diing sitagliptin két hgp vii insulin hofic sulfamide hg didmg hayét, Do do,
dé gidm nguy co hy duimg huyét do sulphonylures v insulin, cd thé xem xét gigm lidu
sulphonyluren hode insulin {xem phin Cich ding, licu ding).

Phiin trg qui miin

DA b cde bao cho hiu mii vé nhimg phin tmg qui min nghigm trong & bénh nhin ding
sitagliptin, Cic phin {mg ndy bao gim phan tmg phin v&, phis mach vi ede bénh 1Y trie da ké
¢ hdi ehimg Sievens-Johnson. Vi cde phin fmg ndy duge bdo edo wyr nguvén tir ditn s0 chua
bidt /3 ed miu, nén thikmg khdng thd wde tinh chie chin thn suft hodc xde Wp mdi quan he
nhin qui vidi viée sir dunpg thude, Cie phin (mg nay biit diu xudt hién ong 3 thing diu sau
khi bt ddu didu ti vai sitagliptin, vii vii bdo edo xay m sou lidu dio tign. Néu nghi ngtr e
pliin img qui miln, phii ngimg ding sitagliptin, dinh gid cic nguy@n nhin tidm thng khic va
bt ddu cde tri ligu thay thé vé binh dai thito duimg,

Bong e Pemphigoid

D ¢d bio cdio hju mii vé cde tnsimg hop bi bong nitde pemphigoid phai nhip vién dicu i doi

vorl thude de ché DPP-4, gdm ca sitagliptin. Trong ehe trutmg hop duge bio cio, bénh nhin
thuémg dirge phye bdi bing ligu phip e che midn dich cue bd hoge hé thing vi ngung ding
thude fre che DPP-4, Khu}'fm cho bénh nhin bde cdo vEé su phiit trifn ciin bdng nuede hode ot
da trong khi dimg sitaghptin. N nghi ngdr bong mrde pemphigoid, nén ngimg ding
sitagliptin va chuyén dén bic 5§ da lidu d duge chin dodn va didu tr thich hop.

Sir dung & tre em

Mijt nghién ciru 54 tuiin, mi dbi d3 duge thye hién dé dinh gid hidu qui vii dd an todn cia
situgliptin & bénh nhin tré em (tir 10-17 wdi bj bénh dil théo dwéng typ 2 khing phai dang
didu 1rj chéng ting diimg huyEt wong it nhit 12 wén hojie dang didu trf vé&i mdt lidu insulin
dn dinh trong it nhit 12 wén. Céc binh nhan dirge chon ngdu nhién va didu tr bing siwgliptin
100 mg (N = 95) hoje gia duge (N = 95) 1 lin‘ngiy trong 20 tudn,

Diéu trf bing sitngliptin 100 mg khong mang lai sir cai thign ding ké vE HbA Le le 20 win,

(J nhitng bénh nhin tré em tir 10-17 tudi bj bénh dyi thio duimg 19p 2, di lidu vé tic dung phu
tuwomg durmg nhu duge quan sat thity & nguin 1om

Sitagliptin chua duge nghién et & bénh nhin tré em dudi 10 i,
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Sir dung & ngurr cuo tadi

Trong cée nghién eiru ldm sang, tinh an toan va hidu lye coa siagliptin & nguin cao Wi (> 65
tudi) twomg i nlur & bénh nhin té wdi hom (< 65 whi). Khing ecain chinh lidu theo dd tudi.
Bénh nhin cao tudi co nhidu kha ning suy thin hon: nhur cdic bénh nhin khic, et thé cin chinh
lidu khi cd suy thin ddng ké (xem Ciich diing, liéu dimg).

Natri

Thude niy chira it hom | mmol natri (23 mg) mdi vién, vé co bin 1a ‘khong b natri',

Sir dyng thudic cho phy nir ¢6 thai v cho con bi:

Thir kv tha

Sitagliptin khing cb kha ning giy quii thai & chudit edng khi ding lidu dén 250 mg/kg hogic &
tho viri lidu dén 125 mg'kg trang gini dogn hinh thinh cic co quan (twomy tng dén 32 lin va
22 lin, Jugng dung nap & ngin dya theo lidu dé nghi hing ngdy & ngwii Iom I 100 mg/ngiy),
O chuit cdng. tv 18 bién dang xuomg swim thai nhi (khéng cd xwong sinim, xuong swdm gilm
sin vit chudi hat sun) ting nbe duge ghi nhin khi chudt me ding lidu 1000 mg/kg/ngiy
{khodng 100 lan Tuomg dung nap & ngwdi dya theo lidu dé nghij hing ngéy & ngueddi Jom 14 100
mg/ngdayv). Khi chud m‘mg mig dimg lidu uong 1000 mgkg'ngay, cin nfng trung binh ¢ua
chufit con ea 2 gidng dirc vt edi tirnde khi thdi bl v sy ting cin cda chudt die con sau khi
théi bii déu giam nhe. Tuy nhidn, nhirng nghién et vé sir sinh san & ddng vl khang phai lie
nik0 ¢litg dir doan dwge dip tmg & nguwi,

Vi khing c6 nhig nghién cin diy di va dbi chimg 1dt & phy nit oo thai, nén chua bidt rd tink
an todn clia shagliptin & phu it 6 thai, Nhur che thude ubng tri thng duimg huvét khic, khing
khuycn edo sir dung sitagliptin trong thai ky.

Thixi k¥ cho con bi

Sitagliptin duoe bii tiét vio sim chudt céng me. Vin chum biét rd sitagliptin eé bai 1ét vio st
nguln hay khing. Do dé. khong nén ding sitagliptin cho phy nit dang cho con bi,

Anh hudmg eia thube Ién kha ning ki xe v vim hanh miy mie:
Chus thye hign ede nighidn el vé tie ddng cim sitagliptin 1én kb ning 14 xe v viin hanh
miy méc. Tuy nhién, ngwii m cho ring siagliptin khing anh huomg dén kha niing 18 xe va

viin himh mdy moce.

Tuwwng tic, twong ky. cua thubc:
Trong ede nghién el tromg téc thude, sitagliptin khitng piy tic ddng cb ¥ nghin lim sing 1én
duge ding hoc ciin che thude sau diy: metformin, rosiglitazone, glvburide, simvasttin,

warfardn vi vién wdng tranh thai. Dya vio cie dir lidu iy, sitagliptin khéng e ché cie
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isozyme CYP ld CYP3A4, 2C8, hode 209. Dya vao dir Lidu in vitro, nguii 1a cho ring
sitagliptin efing khéng ¢6 tic dung irc ¢hé CYP2D6, 1A2, 2C19 hodic 286, hofic cam tmg
CYPIA4L,

Diing metformin lidu 1@p lai ngay 2 lin clng voi sitagliptin khéng lim thay déi cd ¥ nghia
durge dbng hoc coa sitagliptin & bénh nhin dai thao dwdmg typ 2.

Cie phin tich duge ddng hoe theo din sh di duge tidn hanh & bénh nhin dii thio duimg typ 2.
Nhitng thube ding ddng thid khdng gy tie dung ¢d ¥ nghla 1m sang 18n duoe ding hoe cia
sitagliptin. Nhimg thude duge dinh gid 1 thude ding phd bidn & bénh nhin dii thio duimg
1¥p 2, bao pdm cde thude trj ting cholesterol méu (nhar statins, fibrates, ezetimibe), thube
khding tiéu ciu (nhur clopidogrel), thude tri ting huyét dp (nhir thode (e ché men chuyén, chen
thy thé angiotensin, chen beta, e ché kénh calel, hydrochlorothinzide), thude giim dau vi
khding viém khdng steroid (nhu noproxen, diclofense, celecokib), thude trj trim cam (nhir
bupropion, fuoxetine, sertrline), khing histamine (nhir cetirizine), e ché bom proton (nhar
omeprazole, lansoprazole), vi edc thude trf 1] logn cvong duong (nhr sildenafil).

Dién tich dudi dutmg cong va trung binh nong 46 dinh cia digoxin ting nhe (AUC, 11% va
Cmax, 18%) khi dimg cing sitaghptin, mie df ting ndy khong duge xem 1d ¢b nghia 1dm
siing. Nén gitint sit bénh nhin dang ding digoxin cho thich hop. Khong khuyén cao di¢u chinh
lidu digoxin hay sitagliptin,

Khi cho d8i ngmg nay ubng mit lidu don sitagliptin 100my ciing v mit lidu don evelosporin
600mg, von 14 chit tc ché manh p-glycoprotein, AUC va Cmax cia sitngliptin t@ing xdp xi
20% va 68 %6 Nhimg thay dbi ndy trong dige dng hoe cia sitagliptin duge xem khing ¢6 §
nghia lim sang. Khing Hhu;rén cdo ditu chinh lidu sitagliptin khi ding chung voi eyclosporing
hofic edc chat e ché p-glyveoprotein khae (nhu ketoconazole),

Twwng ky chia thude: Do khing co cie nghién et vé tinh tuong ky cia thuie, khing trdn Hn
thude niy voi ede thude khic.

Tiie dung khiing mong mudn e thabe:

Tém Lk vé tinh an toin cia thudbe

Cae tie dung phy nghiém trong bao gs"zm viém tuy va cie phin img qua miin d& duve hio cho.
Ha diimg huyét d3 duoe bio cdo khi dimg két hgp vai sulphonyluren (4,7% - 13.8%) va
insulin (9,6%) (xem muyc Canh bdo v thin rong khi ding thude).

Cée the dung phy duge lift ké dudi diy (Bang 1) theo hé co quan va tin suit. Tan suft duge
xic dinh nhir sau; Rat thudmg gip (21/10); thuimg glip 1100 dén <t/10); it gap (=1/1.000
dén <1/100); hidm gdp (21/10.000 dén <1/1.000); nit hidm pfdp (<1/10.000) vi chun bigt
(khimg thé tién dodn duge tir dir lifu hidgn o).
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Bang 1: Tan suit cic tic dung phy duge xie djnh tir cde nghién ciru lim sing o6 dii
chirng placcho vii sitagliptin dom trj ligu vi kinh nghi¢m hio mii

Tiie dung phy Tin suit the dung phu |
"R logn mau v hi baeh huyét B

Giam ticu ciu Hiém pip

Rdi logn h§ midn dich
| Cac phan img qua man bao gom phan img phan & Chra bitt

Rai logn chuyén héa vi dinh dufmg

Hg dudmg huviét’ Thuémg gip

Rii loan h§ thiin kinh -

Dau dau Thuimggip
Chéng mit It gap

Rii logn il haip, ling ngye vi trung thiit

Biénh phii ke” Chura bidt

Rii logn tidu hia

Eo'bon Thubng gip

Nan' Chura bién

Viém tpy cip™ Chura biét

Vidm tyy xudt huyét v hogi tr gy 1 vong vi khdng gy tirvong | Chim biét

R logn da v m dirdi da

Neim It giip
Phii rach™* Chum bidt
[ Phit ban™ Chura biét
Miy day™ Chim biét —
Viém mao mach™ Chun biét |
Cae bénh Iy giy troc da ké cd hii chimg Stevens-Johnson Chua bidt N
Bong nude pemphigoid’ Clhm biét
R3i loan co xwomg va mb lien et '
B khap | Chua biét
Bau eo” Chi bt
Brau lumg” | Chu bidl R
R6i logn thin vi tiét nidu o
Suy thin cip” Chir biét
Suy gidm chire ning thin® Chira bift ]

" dyng phy duge xdc dinh qua gidm sit hiu mé,
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*Xem muye Cinh bdo v thin trong khi ding thube.

** Xem nghién eln TECOS dinh gid tinh an todn trén tim mpch bén dudi.

M i miit 56 g dung phu chon loe

Neodl ede the dyng phy 1ién quan dén thude dirge md 1O tén, che e dung phy d3 duge bio
cio bit ké méi quan hé nhiin qud véi thube v xay m o it nhit 5% vi nhiéu hon & bénh nhin
dang didu trj véi sitagliptin bao gém nhigm rimg dwdmg hd hitp trén vir viém miii hong. Ci
tie dyng phy bé sung san dily 43 dupe bio cio bat ké mbi quan hé nhin qui véi thube va xiy
ra thudmg xuyén hom & bénh nhin didu 1 voi sitagliptin (dudd 5%, nhumg v 1§ xay m v
sitngliptin cao hom (0,5% so véi phom d6i chimg) bao gdm viém xuong khop va dau & chi.

Mot s0 tie dung phu duge quan sit thiy thuémg xuyén hon & cie nghidn el si dung
sitagliptin véi cde thude didu 11 44l thio dubmg khic hon so v che nghién ciny sir dung
sitagliptin dom trj liu bao gélm ha duimg huyét (n sudt rag thudmg géip khi dang kit hgrp v
sulphonylurea va metforming, com (thwdmg gap khi ding vai insulin (¢ hofe khing od
metforming, budn ndn vi ndn (thidmg gip khi ding voi metferming, didy hoi (thuomg gap khi
ding voi metformin ho§c pioglitazone), tio hon (thuémg pip khi ding kit hop win
sulphonyluren vit metformin), phit ngoai bién (thwéng gip khi ding vai pioglitazone hoge phii
hep véi ploglitazone v metformin), budn ngd va tidu chdy (it gip khi ding voi metfonmin),
vit khd midng (khidng phd bidn véi insulin (¢é hoje khing e6 metformin)),

Tre em

Trong mit nghién cou lim sang voi sitagliptin 100mg ¢ bénh nhin tré em tir 10 dén 17 wii
mic hénh dai thao didmg tugp 2, khing o phén dng bt lgi ndo lién quan dén thude duoc bilo
cdo wrong khofing théd gion didy tri 54 twin & hon | bénh nhin trong nhom ding sitagliptin
(N=05) v phd bién hom s0 voi 0 nhilng bénh nhin trong nhom ding placebo (N=90),

Khdng cd sir khde hidt cb ¥ nghia lim sdng gitm nhém dimg sitagliptin vi nhém ding placebo
cho dén tudn thir 54 d6i v cdc tiéu chi vé an toéin trong xét nghiém, cie ddu hidu sdng, chi sb
vit tinh trang béo phi hofic cic tidu chi vé ting trudmg vi phit trién,

Nighién crru TECOS dicioh gich tindy oo todin trén tim mocl

Nehidn et dinh gid két qué 1rén tim mach ciia sitagliptin (TECOS) tign hanh trén 7.332 bénh
nhin didu tr véd sitagliptin, 100 mg m&i ngay (hoge 50 my 0 ngdy st 1he 4 loe i thin =
30 v = 50 mL/phit/],73m), vl 7.339 bénh nhin diing placebo wong quﬁn the ¢6 ¢ dinh didy
tri. Ca hai t ligu duge thém vao ché d§ chim sie thing thumg nhim kiém sodt mic
HbA 1 theo tidu chudn khu vue va cde yéu 1 nguy oo trén tim mach. Dén sb nehién et bao
gbm 2.004 bénh nhin > 75 wéi (970 bénh nhin didu trj voi sitagliptin vii 1,034 bénh nhin
diing gia duge), Tén sual cic tic dung phu nghidm rong & nhimg bénh nhin didu ui vai
sitagliptin twromg ty nhu bénh nhin dimg placebo. Ddnh gid vé che bién chimg lién guan dén
bhénh dai thio dutmg xic dinh wwde 1 twong duong git cic nhém bao gom nhidm ting
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(18,4% & binh nhin didu trj véi sitagliptin va 17,7% & bénh nhin ding gid duoe), v suy thin
(1.4% & binh nhiin didu tf véi sitgliptin v 1,5% & bénh nhiin ding gia deoe). Cic 1he dyng
phy & bénh nhin = 75 wai nhin chung tweomg e véi todn by din s& nghién cin.
Trong quan thé oo ¥ dinh diéu tr, trong s nhimg bénh nhin dang sir dung insulin vivhodc mit
sulphonylurca, 1 I¢ ha dwimg huvét ning 14 2,7% & bénh nhén didu trf véi sitagliptin v 2,5%
¢ bénh nhin dimg placebo; trong s6 cde binh nhin dang khing sir dung insulin vi/hode mat
sulphonyhires, 17 1¢ ha dwdmg huyit ndng 13 1,0% & bénh nhin didu trj véi sisagliptin va 0,7%
& hénh nhiin ding placebo. Tin suit bién chimg viém tyy di duge xde nhin 16 0,3% & bénh
nhidn didu trj vi sitagliptin va 0,2% & bénh nhin dimg placebo, Tdin sudt bidn chimg khdi u dc
tinh d dugc xdc nhin I 3,.7% & bénh nhin didu 11 vai sitagliptin va 4,0% & bénh nhin dimg
pluceha.

Ceie pheit hign vé xén nghidm

Tihn st cde the dyng blit loi v& két quit %t nghiém & bink nhin ding siagliptin 100me temg
tr & bgnh nhiin ding placebo. Trong cée nghién cim lm sing chéo (across clinical studies),
luemg bach i ting nhe (khac bigt xip xi 200 1€ bao bych cdwmicrol. so vii placebo; lugng
baeh ciu trung nh. Didu niy duoe phat hién @ hiu hét nhirng khong phai & it ed cde neghién
ciru. Sy thay doi cie thing 50 xét nghiém ndy duge xem khong lién quan dén lam sing.
Béo gio cie phan imp ¢d hai nghi ngd

Bio edo cde phan img cd hai nghi ngdr sau khi duge phép lou himh it quan trong, Didu niy
cho phép tidp iye dinh gid cdn bang loi ich vi nguy co coa thube, Yéu clu cie chuyén giny e
bio cdio bat ki phin (mg o6 hei nghi ngér nao vé hi thiing bdo cho quie pia,

Fhing bdo ngay clho bic sf hodc dwye s7 ki gip ode tde dyng kdug mong mudn nir trén
ki s dung thude, hofie bio cdo cic phin sing od hai cia thude w Frang tim Thang iin
thude vic Theo dai phan tkng ed hai cia thude (ADR) Quie Gian.

Quii ligu viy cich xir tri:

Trong nhitg thir nghi¢m Lim sing o6 dbi chimg nginir khoe mgnh, sitagliptin lidu don dén
B00 mg duge dung ngp 10t Trong mit nghin et ding lidu 800 mg sitagliptin,d kboang Q7¢
thng rit it va khdeg lign quan dén ldm siing. Chira e Kinh nghi¢m st dung che ligu can hem
800 mg & ngudi. Trong cde nghién eins giai doan | vé ché dd da lidu tong ngdy, khing tim
thily ede phin dng bit loi trén lam sang lién quan dén lidu khi ding simgliptin dén lidy 600
mig/ngdy trong 10 nghy vt 400 mg/ngiy dén 28 nghy.

Trong trwimg hep qud lidu, nén dp dung cée bign phap hd g thuing dong, nhu logi bo chii
chim kip hip thu khoi dinmg tiéu hoa, theo ddi tén ldm sing (bao ghm lam dién dm d6), va
tr ligu ndng 46, néu cdn.
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Sitagliptin cd thé duge thim tach vim phai. Trang nghién cire lam sing, khoing 13,5% lidu
dimg duge logi bo sau 3-4 gii thim phin mau, Co the xem xét thim phiin maw kéo dai iy
phit hop trén lém sing, Vin chus bidt rd thim phin phic mpe co thé thim tich duoc
sitagliptin hay khing.

Bie tinh duye lpe hoe:

Nhidm duge 1§ Thude didu trj dd4i thdo dubmg. thudc nhim de ché dipeptidy]l peptidase 4
(DPP-4)

Ml ATC: ATOBHOD1,

Co ché e ding

Sitngliptin thude nhom thude udng 1 ing didmg hovél, goi 14 chit (e ché dipeptidyl
peptidase 4 (DPP-4) cd tde dung cai thign duimg huvet & Bénh nhin dai thio dinimg tuyp 2
Wing efch lim ting nong 40 ede hormone ineretin thé hoat dbng. Cie hormone incretin bao
gﬁm peptide | i.r.iﬂn;g gluengon (glucagon-like peptide-1: GLP-1} va polypeptide kich thich tidy

insulin vi phy thude vio glucose (glucose-dependent insulinotropic polypeptide: GIP). dugc
phing thich tir rudt subt ca ngly, v tang ndng 48 dap tmg véi bita n. Cic hormone incretin
ndy 1d thinh phin cia b thong nii sinh tham pia vio Bif ditu how sink I¥ tinh trpng ciin bﬁng
ndi mdi glueose. Khi néng 89 glucose binh thimg hode ting exo, GLP-1 vi GIP lam ting sy
tong hop vi phiong thich insulin tir che té bao beta tuyen wy qua cde dubmy travén tin hidu ndi
béo lign két véi AMP ving, Nawii ta 33 chimg minh vide didu tr véi ede chil de ché GLP-|
hode DPP-4 trén md hink ding vit bj difi thio dudmg wep 2 43 lam chi thién dip dng ol 12
béo beta dii voi glucose v kich thich sinh tdng hop vi phéng thich insulin. Sy hip thu v sir
dung glucose tai md gia ting khi ndng 4§ insulin ceo hom, Ngoai ra, GLP-1 lam giam i
glucagon 1ir t& bio alpha tuyén gy, Nong 83 glucagon gidm cing véi ndng d insulin can hon
din dén Bum san xuiit glucose 1ai gan, gy giam n-f:-ng dé glucose trong miu. Cae the dung nay
cta GLP-1 v GIP phy thude vao glucose, vi vily khi ndng 8§ glucose trong mau thip, sir kich
thich phéng thich insulin v e ché tiét glucagon do GLP-1 khéing xdv ra. D3i voi ¢ hai GLP-
I vik GIP, khi nong d¢ glucose cao hom mie binh thutmg thi s kich thich phong thich insulin
gin tAng. Hom niva, GLP-1 khang lim suy gigm dip img binh thugmg cin glucagon d& vii tink
trgng dudmig huyét thip. Hogt tinh eda GLP=1 vi GIP bj han ché bisl enzym DEP-, engvm nin
thity phin nhank ching cae hormone incretin thinh cie chit khing hoat tnh. Siagliptin ngin
ngira DPP-4 thity phén cic hormone incretin, do do [dm ting nong df cic dang hogt tinh coa
GLP-1 v GIP trong huyét tuong. Bing cich ting ndng d8 incretin hoat tinh, sitagliptin lim
ting phéng thich insulin vit gidm ndng 4§ glucagon theo cich thire phu thude vio glucose, O
bénh nhiin dai thao dwimg wyp 2 0o tinh wmng ing duimg huyét, sy thay 481 ndng 40 insulin
vil glucagon ndy din dén gidm nong 40 hemoglobin Alc (HbAle) vi nong A6 glucose lie doi
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i sau khi dn, Co ché phy thudc vio glucose niy khic bidt véi co ché e dung cia che
sulfamide hy dutmg hoyét; cie sulfamide hg dutmg huyét lim ting (#ét insulin ngav i khi
nang A glucose ﬂiﬁp vit ¢6 thé din dén hy duimg huyeét & bénh nhin ddi thio diimg tuyp 2 vil
{r dbi tugng binh thikmg, Sitagliptin 1 mot chédt dre ché manh, chon loe cao trin enevm DPP-4
vt khdng o ché cac enzym lién guan chiit ch2 la DPP-8 hofle DPP-9 & chc n-ﬁrtg A didu tr.
Trong mét nghién et kéo dai hai ngdy & nhimg ngirdn khde manh, chi riéng sitngliptin da lim
tinig ndng d§ GLP-1 thé hogt ddng. trong khi metformin don & lam ting néng d5 GLP-1 thé
hogt ddng v todn ph.l!hn ¢ mure tuemg . Sir dung déng thivi sitagliptin va metformin co tie
dyng phie &1 véi ning 46 GLP-1 thé hogt ding. Sitagliptin, nlumg khdng phii metformin, lim
ting ning dd GIP thé hogt dimg.

Whin chung, sitagliptin cai thién khi nang kiém soit dutmg huyér khi ding don tr lifu hege
két hop & bénh nhin nggurin Lom mile bénh dii thao dutmg twyp 2 (xem Bing 1),

Hai nghién oo dii dupe thye hign d& dinh gid hidgu qua vi 4 an todn coa simgliptin don 1
lide, Didu 1 b-,ing sitagliptin 100 mg mdt lin mai ngiy dudi donp dom try liéu mang Ini nhims
ciif thién ding k& vé HbAj:, dindmg huydt e doi (FPG) va duimg hoyét sau an 2 gl (PPG 2
gir), dhrpe s sanh voi gia dge trong hai nghién cin, mit trong 18 win vi mét trong 24 tudn,
Cai thién diu hiéu thay thé cia chite ning té bio beta, bao gdm HOMA-S (Danh gid o hink
win bing ndi mdi-f), 1 1§ ticn insulin tén insulin vi do luimg kha ning dap (mg cia & bdo
beta tir thir nghiém dung ngp bim fin dwpe ly miu thuimg xuyén 43 duge quan sat Tv 1€ ha
duwémyg huyét quan sit duoe & bénh nhin diéu tri bing sitagliptin twong tyr nhe nhom eliing gid
dugre. I'mong lugng co thé khing 1ang so véi ban diu khi didu trj bing sitagliptin tong ca hal
nghién et so vai mite giam nhe @ bénh nhdn ndi -t ding gia duee,

Lidu ding sitagliptin 100 mg mdt Hn mdi ngly gidp cdi thidn ding ké ciie thing s6 duomg
huvét so voi gia duge trong hai nghién cirn kéo dii 24 win vé sitagliptin dudi dang bo suny.,
mét nghién ciru két hgp v&i metformin v mdt nghién cin két hop véi pioglitazone. S thay
disi vé trong lugng cor thé so vidi ban dau Ta noong ty & nhitng bénh nhin duoe didu trj bl'!mg
sitagliptin so voi gid duve, Trong nhimg nghién ciru iy, 1 18 ha dudmg ey wong ty durge
bio cdo &bénh nhin diéu wi hing sitagliptin hofic gia duge,

Mit nghién el cb 81 chimg gia duoe kéo dii 24 win duoe thidt k& dé danh gia bidu qua va
di an todn cia sitagliptin (100 mg mt 1o mdi ngéy) dugre thém vio glimepiride don dioc holic
glimepiride két hop véi metformin. Viéc bd sung sitagliptin vie glimepiride deom dic hoje
glimepiride va metformin giop cii thifn ding ké cac thang s duimg huvét. Bénh nhin duoe
diu trj bing sitmgliptin ¢b trong hrong cor thé ting nhe so vin nhimg bénh nhin ding gid duoc
Mt nghién eir eb doi chimg gis duge kéo dii 26 win duoe thid ké 4 danh wid hisy qua vi
A9 an win eta sitagliptin (100 mg mdt lin mdi nghy ) duse thém vao phii hop pioglitzone vi

e e el

ls = |
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metformin. Vide bd sung silagliptin vino proglithzone vii metformin mang lai nhime ¢di thién
ding ké vé cie thing s6 dudmg huyét. Thay dbi so v&i ban diu v& trong legng cor thd 13 wong
t dbi véri nhimg bénh nhin duge didu tri bing sitagliptin so vii gid duge. Tv 1¢ ha diimg
bt cling tuomg ty O nhitng bénh nhiln duoe didu 1 bing sitagliptin hofic gid duge,

Mt nghién et ¢b d8i chimg gid duge kéo dai 26 win duge thidt ké 08 dénh gig higu qui v
di an todn cia sitagliptin (100 mg mdt Mn mdi ngdy) duge thém vio phdi hop ploglitizane va
metformin, Viée b sung sitagliptin vio pioglitazone va metformin mang lgt nhimg cdi thidn
diing ké vé céo thbng s dubmg huyét. Thay ddi so vid ban diiu v& rong Teong co thé 1 twong
tyr 487 voi nhimg bénh nhin duge didu tq bing sitagliptin so v&i gid duge. TY 16 ha dudmge
huyét eling twemng tw & nhimg bénh nhin duoe diéu trj bing sitagliptin hofe gid duce.

Mot nghién el c6 dbi chimg gid duoc kéo did 24 tubn duoe thidt ké dé dinh gia hidu qui va
diy an 1odn cim sitagliptin (100 mg mdt lin mdbi ngdy) dugre thém vivo insulin (0 litu Gn dinh
tringy it nhdt 10 twiin) ¢6 hofic khing c6 metformin (it nhat 1.500 mg). O nhimg binh nhin
ding insulin trdn sin, lidu trung binh hang ngdy 14 70,9 Uingdy, O3 nhitng bénh nhiin ding
insulin khiing trin sfin (tac dung trung gian/tae dyng dai), lida trung binh hing ngy i 44,3
Uingdy. Vige b sung sitagliptin vao insulin gitp cai thién déng ke cic thong s6 duimg huyét,
Khong co thay ddi o6 ¥ nghia so vii ban ddu v trong hromg co the & ca hai nhom,

Trong mdt nehidn cir gind thin co &oF chitme voi gid diroe kéo dii 24 widn vé ligu phap bhan
diu, sitagliptin 50 mg hai ldn mdi ngiy két hop voi metfonmin (500 mg hoge 1.000 my hai lin
mii ngdy) mang 1pi s cdi thidn ding ki cde thong s& distmg huyét so vl dom tr lidu. Trong
lirgmg co thé gidm khi dimg k&t hip sitagliptin v metformin trong tr nhur khi ding rigng
metformin hoje git duge; khdng cd thay ddi so viéi ban dlu dbi voi bk nhiin chi ding
sitngliptin. T¥ 18 hg dwimg huydt wemg i gitra ede nhdm didu i,

Bing 1: Két qud 1bAle trong cde nghién cim dom tri lidy vA tri i phii hop c6 doi chiimg voi

gin duge®
Nghién cim Buimg o sir | Thay doi duimg | Higu chinh gia
H:ﬁrh::;:] co s trung ! durgre thay dii
hinh HbAe | trung binh
| (%) HbA (%)
Nghién cine don tri ligu |
"E'imgf.'pﬂn 100 mg mdt lin méi 8.0 0,3 0.6
Fﬁiymn (-00,8; -0.4)
Eiwgl!iplin 100 mg mot En mdi 8.0 -6 0.8
ngay "
(N=229) (-10:-0.6) |
Nghién ciru trj ligu kit hop |
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—"

Sitagliptin 100 mg mdt ln mdi 8,0 0,7 %
ngiy b sung v ¢u  phap (-0.8; -0.5)
metformin dang ding™

(N=433)

Sitagliptin 100 mg mdt 1an mdi 8.1 -0,9 0.7+
ngay bd sung woi  ligu  phip (-00,9; -0.%)
pioglitazone dang dimg™

(N=163)

Sitagliptin 100 mg mdt lin mdi B4 0,3 0,67
nghy bd sung v  liéu  phdp g
glimepiride dang dang™ (-0.8: -0.3)
(N=102)

' Sitagliptin 100 mg mt lin mdi 8.4 I TR E T
mgay b sung v lidu  phip (1.1 -0.7)
glimepiride + metformin . dang e
diieg™

(N=115)

Siwgliptin 100 mg_mgt lin mbi 87 e 25"
ngay bo sung vin ligu phap insulin (-0.7: -0.4)
| (#/- metfornuin) dang ding™ Lt

| (N=305)

* Tiit e bénh nhin duge diéu tri (mt phin tich ¢ ¥ dinh diéu i),

" Rinh phuong nho ahiit c6 nghia 1h duge didy chinh theo tinh trang diéu tri ha dwimg huyét
trirve dd v gid tr co ban,

" p < 0,001 s0 voi gid duge hoje gid duge + didu tri két hop.

¥ HbA), (%) vilo tudn 18,

" HbA 1 (%) vio tudn 24,

" Binh phwong nhd nhit ¢é nghia 13 duge didu chinh d2 sir dung metformin & lin kham |
{ci/khéing), sir dung insulin & Kn khim 1 {trdn sdn so voi khdng trdn siin (e dung trung binh
hodec tae dung kéo dii)) va gid i co s&. Tuong tic didu 1 theo tng (sit dyung metformin vit
insulin} khing oo ¥ nghia (p > 0,10),

Mat nghién ci o6 dbi chimg voi hogt ehit (metformin) kéo dii 24 wdn duoe thidt ké dé dinh
gid hidu qua va 49 an todn coa sitagliptin 100 mg mdt lin méi ngdy (N=528) so vl metformin
(N=522) ¢ nhimg bénh nhin khong kidm soft dutimg huyét ddy dis bing ché dd dn kigng vi tip
the dye vi binh nhin khong diéu i ting dudmy huyét (ngimg didu o [t nhdt 4 thang). Lidu
trung binh ctia metformin 18 khodng 1.900 mg mdi ngiy, Mic giam HbA so vdi gid i cor
bin trung binh 13 7.2 % 18 -0,43 % d61 v sitagliptin v <0,57 % dbi véi metformin (Phén tich
theo phic dé). Ty 1§ chung cia cic phan tmg bat loi trén duimg iéu héa duge col 1 b lidy
quan dén thude o bénh nhdn didu tri biing shagliptin 18 2,7% so0 vai 12,6% & bénh nhin didu o]
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bang metformin. Ty & ha dwimg huyét khéng khic bidt ding ké gita cic nhém didu i
(sitagliptin, 1,3%; metformin, 1.99). Trong luomg eo thé glim so vii ban i & ea hai nhom
(sitagliptin, -0.6 kg: metformin -1.9 kg).

Trong mit nghién ciru 5o sinh hidu qui va 49 an ton ¢ia vide b sung sitapliptin 100 mg mat
lin méi ngdy holic glipizide {mdt sulphonylirea) & hénh nhin kidm sodt dutmg huyvét khdng
diiy di khi ding dem trj ligu metformin, sitagliptin twong tir nhir glipizide trong vige gitm
HbA . Lidu glipizide trung binh dec sir dung trong nhom so sinh 18 10 mg/nghy voi Khoang
40 % hiénh nhin cin lidu glipizide < 5 mg/ngdy trong sudt nghién ctm. Tuy nhién, nhidu bénh
nhén trong nhom sitagliptin ngimg didu trj do thidu higu gui hom so véi nhém glipizide. Bénh
nhiin didu trj bing sitagliptin cho thiy trong hrong cor thé giam trung bink ding ké so vii ban
&iu o viri thng cdn déng ké & bénh nhin ding glipizide (<13 so v +1,1 ke). Trong nghién
ol iy, 1§ 1@ tidn insulin trén insulin, mét didu higu dinh gid higu qua thng hop vi giai phong
insulin, duge cai thién khi didu trj bing sitmgliptin vi xdu di khi diéu 1ri bng glipizide, Ty 1§
ha disimg huyét i nhém sitagliptin (4,9 %) thiip hon ding ké so v nhom plipizide (32,0 %),
Mét nghién ciru cb @i chimg vai gia duge kéo dai 24 widin trén 660 bénh nhin duge thié ké
dé dinh gid tinh an todn vi higu qud té kidgm insulin cia sitagliptin (100 mg mdt Gin moi
ngay) duoe thém vao insulin glargine o hojic khong c6 metformin (it nhit 1.500 mg) trong
g trinh didu trj bing insulin ting cudmg, HbA: ban ddu 14 B,74 % va lidu insilin ban diu i
37 IWingiy. Bénh nhin duge himg din chudn 43 lidu insulin glargine cta ho dya tridn che gia
tri didmg huyét lie dai trén diu ngon tay, Vo wdn 24, lida insulin hing ngdy tang Ién la |9
IWngay & bénh nhin didu i hing sitagliptin va 24 1Unghy & bénh nhin didu uf bing gia
durgre. Miie gidm HbAy & nhitng bénh nhin dwge diéu tri biang sitagliptin va insulin (e hoje
khéng co metformin) [a -1,31 % so véi -0.87 % & nhimg bénh nhin dwge didu i bing gia
durgre vit insalin {c0 hofic khong ¢d metformin), su khde bid 1 -0.45 % [95 % CL: -0,60,-0,29].
Ty 18 ha duimg huvdt 14 25,2% & bénh nhin diéu 1 biing sitagliptin v insulin eo hoge khiing
cé metforming vi 36,8% & binh nhin duge didu tr bdng gid dige v insulin (¢6 hojic khing
ed metformin). Sy khie biél chi véu la do 1 1¢ bénh nhin trong nhim gis duoe trdi qua 3 dot
ha dheimg huyét trer 1En cao hon (9,4% so vai 19,1%), Khéng o6 sur khic higt vé ty 1é ha duwémg
huvét nghidm trong.

Mt nighién ciu so sanh sitagliptin liéu 25 hode 30 mg mét lin mdi ngay voi glipizide lidu 2.5
den 20 memgdy dirge thyre hign & binh nhin suy thin tir trung binh dén ning. Nphién e nay
bao gﬁuu 423 bénh nhan bj suy thin man tinh (10 4o loe ciu thiin wic tinh < 50 mL/phit). Sau
54 tuiin, mire gidm HbA 1 trung binh so voi ban ddu 14 0,76 % véi sitagliptin va -0.64 % v
glipizide (Phiin tich theo phéc do). Trong nghién ciu ndy, dic tinh hi¢u qua v an oin coa
sitagliptin lidu 25 hofic 50 mg mdt lan mdi ngay nhin chung twemyg twr nhar d3 quan st thiy
wrong cac nghién ciu doem tri lidu khac & bénh ohin cd chirc ning thiin binh thukmg. TV 18 ha
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dutmg huyét & nhom sitagliptin (6.2 %) thip hon ding k& so voi nhom glipizide (17.0 %),
Ciing cd sy khie bidt dang ki gifta ede nhdm vé sy thay &8 so voi ciin niing ban diu
isitagliptin -0,6 kg ghpizide +1.2 kg),

Miit nghién cfru khae so sanh situgliptin lidu 25 mg mit lin mdi ngay voi glipizide lidu 2.5
dén 20 mg/nghy duge tidn hanh wén 129 bénh nhin ESRD dang chay thiin nhin 3o, Sau 54
tuiin, mire gidm HbAj. trung binh so voi ban diu 1a -0,72 % vi sitgliptin v 0,87 % voi
glipizide. Trong nghign ofru niy, dic tinh hidu qud vA an 1odn cia sitagliptin 25 mg mdl lin
moi ngiy nhin chung twomg ty nher 48 quan sat duge trong ede nghién el dom 1 ligu khic &
bénh nhiin ¢d chire ning thin binh thikmg, T 1& ha dutme buyd khng khic bidt dang k& itk
cie nhom didy trj (sitagliptin, 6,3 % gliptade, 10,8%),

Trong mdt nghién et khde bao gbm 91 bénh nhin dii thio dulmg tevp 2 va suy thin min
tinh (dd thanh théi ereatinin < 50 mL/phit), tinh an todn v kha ning dung nap con dicw i
biing sitagliptin 23 hodic 50 mg mdt lén mdi ngdy nhin chung tuomg ty nho gia duge. Ngodi ra,
sau 12 tfin, mire giam HBAy, trung binh (sitgliptin -0,59 %; gid dwpe -0,18 %) vi FPG
{sitagliptin -25,5 meAdL; gid dooc -3,0 mp/dL) nhin chung twomg e nbar mide gigm duge guan
sdl Ihﬁy rrong ciae nghién ci don trj lifu khie binh nhin ndi trd cd chire ning thiin binh
thuimg (xem myc Pac tinh duge dong hoc).

TECOS 14 mdt nghién ot ngliu nhign trén 14.671 bénh nhitn trong quiin thé dir dinh didu tr
¢ HbA . > 6,5 dén 8.0% nyde bénh tim mach di xic dinh duge ding sitagliptin (7.332) 100
mg mdi ngiy (hodie 30 mg mdi nghy néu eGFR ban ddu = 30 vi < 50 mL/phat/1.73m%) hode
gitt duwge (7.339) duge thém vio cde tido ehudn khu vie nhim muce 8y chim soe thimg
thirimg ddi viri che véu 16 ril o HbhAje v CV. Bénh nhin cd eGFR < 30 mL/phit/1.73m?
khing duge ghi danh vio nghitn cin. Din s nghién ciru bao gﬁm 2,004 bénh nhin > 75 ki
v 3.324 bénh nhiin suy thiin (¢cGFR < 60 mL/phit/1,73m?),

Trong sudt qua trinh nghién e, s khic biét trung binh wie tinh tong thé (SD) vé HbA . pilia
nhim sitsgliptin v nhém gia duge 1 0.29 9% (0,01), 95 % C1 (-0,32, <027} p < 0,001,

Tidu chi dinh git chinh v tim mach 14 tong hep cia ln xudt hign diu tién eda 1ir vong do tim
mach, nhoi mau co tim khong tir vong, &5t quy khiing tr veang hode nhiip vidn vi dau thit ngye
khiing on dinh. Ce tidu chi phy v& tim mach bao gbm lin iy tidn xdyv ra tr vong do tim
mypch, nhii midu co tim khdng gly tir vong hofic d9t quy khing giy tir vong: sir xuft hién déu
tién cua cae thinh phin rigng 1é caa hdn hep chinh; moi nguyén nbdn 1 vong: va nhip vién vi
suy tim sung huyél

Suu thii gian theo di trung binh 1d 3 ndm, sitagliptin, khi duoe bé sung vio ché 48 chim soe
théng thirimg, khong lim ting nguy co mée cde bidn o tim mach nghigm rong hoge nguy co
nhidp vidgn vi suy tim so voi vife chiim soc thing thimg ma khong eb sitagliptin & bénh nhin
dai thio duwdmg tuyp 2 (Bang 2).
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Bang 2: Ty 1€ gifim chi sd hdn hop 1am sing tim mach chinh v chi tigu lim sing phy

Sitagliptin 100 mg Giiai duoe Ty 1& rili ro Gid tri- p*
N (%a) TV 1§ mdi N (%) T§ 1& min [95% CI)
mic trén 100 miic trén 100
bénh nhin- bénh nhin-
nim®* mim*

Phin tich trong quin the e6 v dinh dicu tri

Si lwgmg bénh nhin 7332 7339

Chi tiéu chinh 1 B39 (11.4) 4.1 851 (11.6) 42 0.98 (0,89-1,08) | <0,001

(Tir vong do tim mach, nhoi maw co tim khong tir vong, dit quy

khéing 1r vong hodic nhip vién vi duu thit npye khing dn dinh)

Chi tiéu phy k 745 (10.2) 1.6 746 (10.2) 3.6 099 (0,89-1,10) | <0,001

(Tl vong do tim mach, nhoi méu cor tim khdng tir vong hode dit

quy khing tir )

Tiing eie bién cb tim mach

Tir vong do tim mych 380 (5.2) 1.7 366 (5.0) 1.7 1,03 (0,89-1,19) [ 0,711

Tt cat nhéi miu eor tim (1 vong va khong 1ir vong) 300 (4.1) 14 | 363 1.5 0,95 (081-1,11) | 0487
| Tt ca dit quy (v 1l vong vi khong gay tr vong) 178 (2.4 0.8 183 (2.5) R 0,97 (0,79-1,19) 0,760

Nhilp vidn vi dau thit ngyc khomg on dinh 16 (1.6) 0.5 129 (1.8) 0.6 0.90 (0,70-1,16) | 0,419

Tir vong do moi nguyén nhan 47(7.5) | 25 | swad | 23 1,01 (090-1,14) | 0,875 |
Whip vién vi suy tim 278 (3.1) 1.1 29 (3.1} 1,1 1,00 (0,83-1.20) | D983
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"% 1§ mai méc trén 100 bénh nhin-nam dwec tink bing 100 = (1éng 56 bénh hin ¢b = | bién
¢ trong thii gian phot nhifm dis didu kién wén thng s6 bénh nhan-nfim theo dai),

* Dyra trén md hinh Cox dirge phiin tang theo khu vire. D6 v cée didm 1ing hop, ede gid 1 p
trong (mg vl mdt tha nghigm vé tinh khing thua kém nhiim tim edch chi ritng ty 1@ rii ro
nht hon 1.3, D&i voi vt ed ede didm cudl khiie, gid trf p twong img voi phép thir vé sy khie
higt trong ¥ 1€ nii ro,

! Phin tich nhip vién vi suy tim d2 duoc didu chinh theo tién st suy tim e ban dh,

Treem

Mt nghidn el mi d6F, kéo dii 54 wdin &3 dirge thve hign dé ddnh gid hidu qua va dd an toin
cum sitagliptin 100 mg, 1 lin/ngiy wén bénh nhi (10 dén 17 wdi) méc bénh ddi thio dwimg
myp 2 khing didu 1 bing thube ching ting dutmg huyét trong it nhdt 12 nein (vii HbA, tir
6,5% dién 10%) hofic dang dung lidw insulin én djnh trong it nhit 12 wdin (v HbA, tir 7%
dén 10%). Bénh nhin duge chon nghu nhidn dé ding sitagliptin 100 mg mt lin mdi nghy
hofic gid duoc trong 20 tudn.

HbAs: ban diy trung binh la 7,5%. Bidu trj biing sitagliptin 100 mg khong cai thién ding ké
1TbAge sau 20 widn. Mire gidm HbA o & nhitmg bénh nhin duee diéu trj bing sitagliptin {N=95)
I 0,0% s0 vin 0,2% & nhimg bénh ahin duoc dicu irf biing gid dige (N=05), sir khic bidl 1a -
0,2% (95% Cl: 0,7, 0,3}, Xem muc Cach ding, lidu ding.

Biic tinh duge ding hpe:

Hép thu:

Suu khi uong mdt lidu 100 mg & cic dbi twgng khoe mgnh, sitagliptin duge Fap thu nhanh
chéng v dgt ning 49 dinh trong huyét twwmg (T trung binh) sau 1 - 4 giir sau khi udng
thuie, AUC huvét tuong trung binh cin sitagliptin 14 8,52 uM.gid, Com 1 950 nM. Sioh khd
dung wyét dbi coa sitagliptin Ja khodng 87 %. Do uing thude trong bita &n ¢ nhidu chit béo
khding anh huimg dién duge ding hoe cia sitagliptin ding ciing lie nén sitagliptin ed thé dugpe
ding cing hodic khéng cling vai thire fin (Iie byng no hodic bung déi).

AUC huydt wrong cia sitagliptin ting 1 16 thuiin vai lidu dimg, T 1& Kéu Tugng khing dige
thiét 1ip che Coae ¥ Caa (Coa tng nhiu hom thee 17 18 liku v Cou tang it hom theo ty 18 lidu
hrgmg).

Phiin hi:

Ihé tich phin bd trung binh & trang thii bén ving sau khi dimng mét liéu don sitagliptin 100
myg duimg tnh mpeh & ¢&i wong khoe manh khodng 198 lit. T 18 sitagliptin gin kit thudn
nghich véri protein huyét twong thiip (38 %),
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Chuyén hia:

Sitagliptin duge ddo thii chi véu trong mude tidu & dang khdng d8i v mdt phin nho qua
dhrimg chuyén héa. Khodng 79% sitagliptin duyre thisi trong ninbe ticu & dang khing thay di.
Sau mit lidw udng [MC] sitagliptin, khodng 16% chdt e hoat tinh phéng xa dge bdi tiér dudi
dyng cde chat chuyén hoa ciin sitagliptin. Stu chit chuyén hoa duge phit Bidn & mic vét va
khdng duge cho Ja gop phin vao hogt tinh o ché DPP-4 huyét twong cia sitagliptin, Ciic
nghién et in vitrro chi e ring enzym chd yéu chiu trich nhidgm cho sir chuyén hoa han ché
situgliptin li CYP3AA, véi sy gop phiin ctia CYP2CS,

D@ fiéu in vitro cho thily sitagliptin khing phdi 14 chit (e ehé cic isorym cia CYP 13
CYP3A4, 2C8, 209, 2D6, 1A2, 2C19 hode 2B6, vi khong phii 14 ehit ciim img cia CYP3A4
va CYP1A2

T teee:

Sau khi eic doi tugmg khoe mgnh udng 1 lidu sitagliptin [C), khodng 100 % chit ¢é hoat tinh
phong xp duwge thai wir trong phiin (13 %) hodc nude tidu (87 %) trong mdt wdn ding thude.
Nira dévi thili trie cudi cing bidu kidn sau khi udng 1 lidu sitagliptin 100 mg thi xdp xi 12,4 gio,
Sitagliptin chi tich Wy it ft khi ding nhiéu lifu. Do thanh thai gqua thin Ia khodng 350
mil/phiit.

Sitagliptin duoe do thai chi yéu qua thin vii sy bii tidt cha ddng qua dng thin, Siagliptin 1
| chit nén d&i viri chitt chuyén ché anion hifu co 3 & nguin (human organic anion transporier-
3: hOAT-3), vin I chit co thé tham gia vao sy thil i sitagliptin quo thin. Vin chus xic
dinh dige sy 1ién guan im séng cia hOAT-3 trong viin chuyén sitagliptin, Siwgliptin cling 1a
mdt chit nén cln p-glyeoprotein, méa chilt ndy ciing cd thé tham gin vio qud trinh ddo thai
sitagliptin qua thin, Tuy nhién, ciclosporin, mét chit iro ché p-glyeopmtein, khdng lhm grim
syt thanh thii sitagliptin qua thin, Sitagliptin khing phii 1d co et cho chilt vin chuyén OCT2
hode OATI hode PEPT1/2. In vitro, sitagliptin khéng de ché viin chuyén qua trung gian OAT3
(IC50=160 pM) hode p-glycoprotein (Ién dén 250 pM) & cie ning 3§ trong huvét twong phis
hop vé mit didu tri. Trong mdt nghién ciru lim sing, sitagliptin e6 anh huimg nhd dén nong
df digoxin trong huvét twong cho thiy sitagliptin cd thé 14 chiit ére ché nhe p-glveoprotein,

Cac ige tinh & bfnh nhiin:

Duge ddng hoe cia sitagliptin néi chung ddu gibng nhau & d&i trong khoe manh va & bénh
nhén dai thao duimg tuyp 2,

Mijt nghién et liéu don, nhiin mé due tién hinh dé dinh gid duge ding hoe cia vide giam
liéu sitagliptin (lidu 50 mg) & nhimg bénh nhiin suy thin man tinh & cac mirc 48 khic nhau so
v nhim ddi chimg khée mgnh binh thuimg. Nghidn el ndy gdm cie binh nhiin suy thin
mirc d6 nhe, irung binh vi ning, cing nhur cde bénh nhin bj bénh thin gini doan cudi dang
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thiim tach mbu. Ngodi ra, dnh hirdmg cda suy thin irén duge ddng hoe cda sitapliptin & binh
nhiin bj dii thio dudmg tuyp 2 vh suy thin nhe, trung binh hojic ning (bao gﬁm ci bénh thiin
giai doan cudi) di dirgre dnh gid biing cée phin tich divge dong hoe theo dén sb.

S0 virl cde Joi trong khie manh binh thutme. AUC eta sitagliptin trong huyét twomg di thng
khodng 1.2 1in vi 1,6 lin & bEnh nbin suy thin nhe (GFR = 60 ddn < 90 ml/phit) v bénh
nhin suy thiin trung binh (GFR > 45 dén < 60 mlL/phiit), theo thir tr tremg dmg. Do s gin ting
iy khong lién quan dén lim sing, nén khing cén thiét phai didu chinh lidu lugng & nhimg
bé&nh nhin niy,

AUC cun sitagliptin trong huyét wrong 48 tang khodang 2 lin & bénh nhin suy thin trung hinh
(GFR 2 30 dén < 45 mL/phit) vii thng khong 4 lin & bénh nhin suy thiin nfing (GFR < 30
mL/phit), bao ghm béah nhiin o bénh thin gini doan cudi dang duge tham phifn mi
Sitagliptin durge logi béy vim phéi qua thim phin méu (13,5% sau 3 - 4 giér thim phin méu, bl
diu thim phiin sau khi udng thude duge 4 gitd, BE dat duoe ndng A sitagliptin trong huvél
trong twomg e nhee ¢ bénh nhin ndi ted ob chire ndng thin bink thudmg, nén dimg lidu thip
hon & binh nhin cd GFR <435 mL/phit (xem mue Cach dimg, lidu ding),

Bénh nhdn suy pan

Khing ciin dicu chinh lidu sitagliptin & b¢nh nhin suy gan nhe hodc trung binh (didm &
Child-Pugh < 9). Khéng ed kinh nghiém Idm sing & bénh nhin bj suy gan niing (diém &
Child-Pugh > 9). Tuy nhién, vi sitagliptin dwoe thad trir chil véu qua thin nén thea dir dodn suy
gan nfng khdng tic déng 1én duge ding hoe el sitagliptin.

N cap woi

Khing cin diéu chink lidu theo tudi, Tudi the khing gy the ddng cd ¥ nghia lim siog |én
dhugre déng hoe cha sitagliptin dya theo 1 phin tich duge ddng hoe theo din sih 1ir dir lidu pini
dogn T vii gini dogn 11. DA tugng ngui coo twdi (65 - 80 wdi) cé nbng 46 sitagliptin huyét
trerng cao hom 19 % so vidi ddi gng tré tudi hon,

Tréem

Duge ddng hoe cia sitagliptin (ligu don 50 mg, 100 mg hode 200 mg) di dupe nghicn el o
teé em (10 dén 17 twdi) bj dai thio dwimg wyp 2. O quin thé niy, AUC didy chinh theo lidy
clin sitagliptin wong huvét nromg thip hon khoang 18% so véi bénh nhin wrucmg thanh mic
bénh tidu dudmg tuyp 2 khi ding lidu 100mg. By khang duge coi la sy khic bidt o6 ¥ nghia
lim sdng so véi binh nhin nguoi 1om dya teén mbi quan @ PK/PD phing gita lidu $0mg vi
100 mg. Chim co nghién cira ndo vé sitagliptin duoe thye hidn & bénh ahi < 10 wdi.

Ciic dgic didm khic cia bénh nhin

Khing edn digu chinh lidu theo gioi tinh, ching tée hodic chi sb khbi co thé (BMI), Nhimg die
didm ndy ¢d anh huomg ©6 ¥ nghia vé mit lim sing d5i vai duge ding hoe ciia sitagliptin dim
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teén phin tich 1dng hep dit lidu duce ddng hoe Gial dogn 1 v teén phiin tich din 56 v dir lidu
duoe ddng hoe Gini dogan | vi Giai doan 11,

v an todan tien lim

Pac tinh trén thiln vi gan duge quan sit thily & lodi gam nhim & gid i phoi nhidm wdn thin
gitp 58 Y¥in mire phoi nhidm & ngubi, trong khi mise khing anh hrdng duge tim thiy & mirc 19
ln so viri mive pher nhifm & nzuén, Cae bit thudmg vé rfing eira duge quan st thily & chudt &
mise 4 phoi phidm cao gip 67 lin mire d) phoi nhidm lim sing; mire i khing anli hudng
cho phit hidgn niy 14 58 1n dua trién nghién el chudt kéo dai 14 nain, Sy lién quan cia nhimg
phit hidn niy ddi vid con ngodi 13 khing i, Cie diu hidu the chiit thodng qua Hén quan dén
didu tri, mdt s trong db poi ¢ nhidm dde thin kinh, ching han nhir thé bing midng. 1iét mnde
bat, ndn ra bgt tring, mil didu hda, run vy, gidm hoat déng vivhode tu thé khom neuii da
duve quan sit thiy & chd & mire phoi nhidm gip khoang 23 1in so veri mire phoi nhidm lim
sang cap 49, Neodi ra, thodi hda co xiong 1 mit nhe dén nhe ciing duge quan st vé mit md
hoe & cée lidu din dén mire phoi nhiém todn thin xip xi 23 1in mire phoi nhiém & npwis, Mire
khing dnh hwdmg doi vén nhimg phat hién niy duge tim thily & mie phoi nhiém gap 6 lin mi
pheri nhiém ldm sfng.

Sitsgliptin chua duge ching minh la gy dfc pen wong céc nghida civ tién lam sang,
Sitagliptin khéing giy ung thir & chiedt, O chudt, 1 1§ mic u wyvén gan va ung thu béu mé ang
lén & mire phoi nhidm todn thin gap 58 lin mire phai nhidm & ngudi. Vi ohidm dic gan di
dirpe ehimg minh 1 ¢d twomg quan v viée gdy ra tin sinh gan & chudt chng, nén v 1¢ mic
khol u gan ting 1én & chudt edng niy ed thé 1 thir phdt sau nhigm dde gan man tinh & lidu cao
niy. Do giéi hun an tin cao (glp 19 lin & mire khing dnh hiimg niv), nhimg thay d6i khdi u
niy khing duoe coi 1 eb lign quan dén tinh trang & nguéi,

Khong quan sat thay tie dung bit loi ndo d8i véi kha niing sinh san & chudt cong due vi edi
diing sitagliptin truhe va trong sudt qué trinh giao phdl. Trong midt nghién etin v su pht tri¢n
tridrefsau khi sinh duge thye hidn trén chudt cing, sitngliptin khéng cho thdy tie dyng phy
nAo.

Cée nghidn i vé dde tink sinh sdn cho thiy 7 1§ di @t xwong suém cia thai nhi ting ohe
(khdng o, thidy sin vi gon song) Tién quan dén didu 1 & thé hé con cim chudt & min phr
nhidm toan thin cao hon 29 lin so véi mire phei nhigm & ngeei. Poe tinh cho me 38 duge
nlhiln !.I'Li}' o the v miure di pher nhiém cao hon 29 lin so véi con ngwdi. Do bién &6 an wan
cuo, nhimg phit hign ndy khéng goi ¥ ril ro lidn quan dén sinh san cin con ngirrd. Sitapliptin
durge bl tiét mt legng khong ding ké vao sim cia chudt dang cho con bii (v 18 sihuyéy
tuerng 5 4:1 ),
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Quy cich déng gai:
Hp 2 vi x 14 vién nén bao phim.

Pitu kifn bio qudn, hgn ding, titu chuin chit lrgng ciia thube:
Ditu kién bio quin : Bio quin noi khd mit, nhidét 48 dudi 30°C, trinh &nh sfing.

Han ding: 24 théng k& tir ngdy sin xudt.
Tiéu chudn: TCCS,

Co sér sin xuit:
KRKA, D.D., NOVO MESTO
Smarjeska cesta 6,

8501 Novo mesto, SLOVENIA

Co st diing ky thude:
CONG TY CO PHAN DUGC PHAM
TENAMYD
Lo ¥01-02A duimg Tin Thudn, khu cdng
nghiép'khu ché xudt Tén Thufn, phuimg Tan
Thudn Béng, quin 7, thdnh phd H& Chi Minh.
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