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jR SitaAPC 25

Sitagliptin 25 mg

Thude nay chi dtmg theo den thude
Boc ky kudng déin i dyng triege Ihi dimg
Bé xa thw ray tré em
Thong béo ngay cho bic sj hogc diwec sf nhitng tic dung khing mong madn gip phai khi siv dung thudc

1. Thinh ghfm: M&i_vién nén bao phim chira:
Thanh phdn hoar chdt:

Sitagliptin ...
(Dudi dang Sitagliptin phosphat monohydrat)
Thanh phin td dupe:

Microcrystalling celtulose, Calei hydrogenphosphat dihydrat, Natri crosmellose, Natri
stearyl furnarat, Magne51 stearat, Red iron oxyd, Opad.ry I white.

2. Mo.£3 san phm; Vién nén trén, bac phim méu hing nhat, hai mit khum, mot mit co
logo MR dip trén vién, mot miit tron.

3. Duy cach déng gm Vi 10 vién/ vi. Hop 1 vi, 3 vi hode 10 vi.

4. Han diipe cia thufe; 24 fhang k& tir ngay san xudt.

5. Piéu kién bao quan: Bao quan & nhiét d6 dudi 30°C, tranh 4nh sang trigc tidp va noi dm
uct.

6. Titu chuin chit lwong cfia thube: USP.

7. Tinh chat

Duwrog Juc froc

M3 ATC: AJ0BHOI

Cor ché tic dung: . i . . i
Sitagliptin thuge nhém thuGe tri ting du(‘mg huyér dudmg nong, gei ia chit ke che
dipeptidyl peptidase 4 (DPP-4). Thube cb tie dung cii thién dudng huyet & bénh nhan dai
thao dudmg typ 2 bang cach lam tang ndng d6 cic hormon incretin thé hoat déng. Céc
hormon incretin bao gom peptid-1 gidng glugacon (glugacon-like peptide-1, GLP-1) va
polypeptid kich thich tiet insulin phu thuge giucose (ghl(:DbktAﬁCpG]]dLnt nsulinotropic
poly])(:ptidc GIP)} thi duge phong thich tir radt sudt ngay vé nong 4§ ting tuong img véi
che dé an. Cac hormon ineretin rdy 12 thach phin cia hé thong ndi sinh tham gia vao su
didu héa sinb 1y tinh trang cén bang ndi méi glicose. Khi nong 4§ gincose trong mau binh
thudmg hofie ting cao, GLP-1 va GIP lam ting sy tong hop va phéng thich insulin tir cde
t€ bao beta tuyén tuy qua cic dudng truyén tin higu néi bao lién quan dén AMP véng. Viée
didu tri v cAc chat fre ché GLP-1 hojc DPP-4 trén ddng vit bi tidu dmmg typ 2 d& dugc
chimg minh lim cai thién dép dmg cia t4 bao beta ddi voi glucose va kich thich sinh tong
hop v phéng thich insulin. Sy hap thu va sir dung glucese tai md gia ting khi nang dé
insulin cao hon. Ngodi ra, GLP-1 1am gidm tit glucagon tir 1 bao alpha tuyén tuy. Nong
a6 glucagen giam cing véi ngng d6 insulin trong mé&u cac hon dhn dén gidm s&n xuat
glucose tai gan, k&t qud din dén gidm ndng d§ glucose trong méu. Cac tdc dung ndy cha
GLP-1 va GIP phy thude véo glucose, nghia 14 khi nong 46 ghicose trong man thap, sy
kich thich gidi phong insulin v (. ché su bai et glucagon béi GLP-1 thi khong quan sit
&uge. Doi voi GLP-1 va GIP, sy kich thich phéng thich insulin ting khi néng do glucose
ting trén muc binh thudng. Hon nita, GLP-1 khdng lam gidm dap tng binh thudng cia
glucagon vii ha dwomg huyét. Hogt tinh ciia GLP-1 va GIP bi han ché béi enzym DPP-4,
enzym nay thanh chong thity phén cic hormon incretin thanh céc chit khéng hoat tinh.
Sﬁaghp’sm ngiin ngira DPP-4 thily phin céc hormon incretin baug céch 1am tang nong db
cac dang hoeat tinh cia GLP-1 vi GIP trong huyel twong. Béng cach ting nong dé cac
incretin dgng hoat déng, sitagliptin 1dm ting phong thich insulin v gidm noug dad
glucagoen theo co ché phu thuge vio glucose. O bénh nhén déi thie dudng typ 2 cd tinh
trgng ting dwong huyeét, cic thay abi nay cha nong d§ insulin va glucagon nay din den
gidm ndng d¢ hemoglobm A, (HbA Jva ndng 46 glucose kic 66 va sau khi an. Co ché
tac dyng phy thude vao glucose ndy cia sitagliptin khac bigt véi co Che tac dung clia céc
suiphony}urea cac sulphonylurea lam téng tiet insulin ngay cé khi néng dd glucuse thip
va cb thé din dén ha dudmg huyet & bénh nhin dai thidc dudmg typ 2 va & ngudi binh
thu(mg slfaghp’sm a1 chit i chié mank va chon loc cao trén enzym DPP-4 va khdng 1re
ché céc enzym gan gidng nhw DPP-8 hodc DPP-9 & c4c nong a0 didu .

Dirge dong hoe . .
Hep thu: San khi ubng ligu 160 mg & nguot khée manh, sitagliptin nhaoh chong dwgc hip
thu, v&i nong 46 dinh trong huyét trong (T ) dat duge sau 1 - 4 gié sau khi udng thudc,
AUC trung binh ctia 51tag11pt1n trong huye:t tu(mg 1a 8,52 pM - gig, C_ 14 950 nM, Kha
dung sinh hoc uyét di ciia sitagliptin khodng 87%. Uong sitagliptin trung bita in nhidu
chét béo khong anh hudng dén duge ddng hoe cia thude. Vi vy, sitagliptin c6 thé duoc
ding cing bita in hofic khéng.

AUC huyét tuong cha sitagliptin ting ty 1& véi lidu dling. Tinh ti1¢ lidu dimg khéng duge
thinh iép cho C_, v Cyy, (C,, ting cao hon, C - ting it hon @i voi sy thay déi ligu).
Phin bé; Thé tich phiz bd trung binh & trang thas Gn ci‘mh san khi tiém tinh mach heu don
106G mg sitagliptin & ngu¢i khoé manh 13 khodng 198 lit. Ty 18 sitagliptin lién két vei
protein huyét trong thip {38%).

Chuyén hod.: Sitagliptin chil yéu duge thai trir dudi dang khéng déi trong nurde tidu, va
mét phan nho duge chuyén héa. Khoang 79% sitagliptin duoc thai trir dwéi dang khong
ddi frong nwdc tleu

Say khiuong 1 liéu sitagliptin co danh dau [MC]. khodng 16% chét cd tmh phnng xa i cdc
chit chuyen hoa ctia sitaghiptin. Sau chit chuyén hoa duge phit hién & nong dd vét va duge
cho 1a khong c6 hoat tinh ¢ ché DPP-4 huyét tuong cua sitaghiptin. Nhitng nghién cim in
vitro di cho thiy enzym chi yéu chiu trach nhigm cho sy chuyén héa han ché cia
sitagliptin 13 CYP3A4, v&i sy ho tro clia CYP2CS.

Dir liéu in vitro cho thay sitagliptin khéng phii 1 chit dc ché céc 1sozym CYP nhuy
CYP3A4, 2C8, 2C9, 2D6, 1A2, 2C19 holic 2B6 vi khang phai 1 chit cam fing CYP3A4
va CYPIAZ. i . . i
Thdi iz Sau khi cac ddi tugng khoe manh udng 1 lieu -;itagliptiu [C], khoing 100% chat
co tinh phéng xa dugc thii frong phin (13%) holic nude tidu (87%) frong 1 tudn dung
thube. Thai gian bin thai frong 461 sau khi udng i lidu sitagliptin 100 mg khoang 12,4 giés.
Sitagliptin chi tich Hiy khi ding n]uc,u liéu. Sy thanh thai qua than khodng 350 mL/ phat.
Sitagliptin dugc dao thai chi véu qua thin voi sy bai tiét chi déng qua ong thin.

Sitagliptin 13 chit nén elia chit vin chuyen anion hitu co 3 ¢ ngudi (human crganic anien
transporter-3: hOAT-3). hOAT-3 Ia chat cd thé lign quan &én sy thai trir mtagllplm qua
thin. Vin chua xéc dinh duge su lién quan im sang cia hOAT-3 trong su vén chuyen
sitagliptin. Sitagliptin cling 14 chit nén ctia p-glycoprotein. p-glycoprotein cling cd the lién
quan tmng gian dén qud trinh ddo thai sitagliptin qua thin. Tay nhién, cyclosporin, mét
chit e ché p-giycoprotein khong lam glém su thanh thai cda sitagliptin qua thén.
Sitagliptin khong phai 1a chit nén cho cée chét vin Lhuyen OCT2 hodic OATI holic
PEPT1/2. Trong in vitro, sitagliptin khong e ché cac chit frung gian vin chayén OAT3
(ICs0 =160 M) hodc p- glycoprotem (180 dén 250 uM) & nong d5 huyét tuong 11311 quan
dén vigc didu tri. Trong mdt nghién otru 1m sing, sxtaghptm ¢d &nh hténg nhe dén ndng
d digoxin trong huyét twong cho thiy sitagliptin c6 thé 12 chit itc ché nhe p-glycoprotein.
Ciée ddi wrong diic bigt: .
Duge dong hoc cla sitagliptin nhin chimg gidng nhau & nhimg ngudi ikhée manh va &
nhitng bénh nhin tidu dirdmg typ 2.
Bénh nhdn suy thdn:
Mt nghién cim mé nhén, don Tiéu dirpe tifn hanh dé danh gia dwoc dong hoc cia vide
gidm Jidu snaghptm {50 mg) & nhitng bénh nhin suy thin man tinh v4i cdc mire 46 khic
nhau 50 vdi doi twong khoe manh binh thudng. Nghién ot ndy gbm cic bénh nhin suy
thin nhe, vita va ning, ofing chw suy thin gix doan cudi phai thém phan méu (ESRD).
Ngodi ra, 4nh hudng cua suy thin 1én duge ddng hoc cla sitagliptin & bénh nhén dai théo
dudng typ 2 cb suy than nhe, vira va nang (ké ca ESRD) ciing dugc danh gia bing cdch sit
dyng cée phin tich duge ddng hoe din so.
So vdi cac dbi tugng khoe manh binh thudng, AUC huyét tirong clia sitagliptin ting thn
Iuot khodng 1.2 lin va 1 ,6 1én & bénh nhén suy thén nhe (E)o lgc cdu thén (glomerular
filtration rate: GFR) 60 = GFR < 90 mL/ phtt) va suy than vira (45 < GFR < 60 mL/ phat}.
Do sur gia tz“mg nay khoéng c6 ¥ nghia trén l4m sang nén khong can diéu chinh lidu trén cac
bénh nhin ndy.
AUC ciia sitagliptin huyét twong ting gép khodng 2 lin & bénh nhin suy than trung binh,
ting gAp khodng 4 1An & bénh nhan suy thin ning va & bénh nhén suy thin giai doan cudi
dang duge thim phin méw, khi so véi @bi tuong khae manh. Slfaghptm duge thai trr &
mite dd vira phai qua, thim phan méu (13,5% sau mét dot thim phéin mau 3-4 gid, bét diu
thAm phén sau khi udng thube duoc 4 gid). Pé dat nong s sntaglxptm trong huyet fuong
tuong ty nhy & bénh nhan ¢6 chire ndng tha binh thudng, nén ding lidu thip hon & bénh
nhin ¢6 GFR < 45 mL/ phit.

Bénh nhdn suy gan:

Khéng cin didu chinh iidu sntagl iptin & bénh nhin suy gan nhe va trung binh (Child-Pugh

< 9). Chura e6 dit liéu nghién ciri lim séng & bénh nhén bi suy gan ndng (Child-Pugh > 9).

Tuy nhién, vi sitagliptin chi yéu duge dao thai qua thin, nén dy doan suy gan nang khing

tac dong 1én durge déng hoc coa sitagliptin.

Bénh nhan cae tudi:

Khéng can diév chinh lidu theo tudi. Tudi tac khong gay tac dong co ¢ nghla lim gang lén

dugc dong hoc ca sitagliptin dya theo phin tich dirge dgng hoc Pha | va Pha I1. O nhimg

ngwdi cao tudi (65 - 80 tudi), ndng 4o sitagliptin huyét treng cao hon 19% so véi nhimg
ngudi tré ot

Iré em: .

Chnra ¢6 nghién ot ve vie sit dung sitagliptin & tré em.

Cdc ddi nrong khdc:

Khéng cin diéu chinh lidu theo gidi tinh, ching tdc, holic chi s khéi co thé (BMI). Cac

dic tinh nay khong giy tie déng cd ¥ nghia lim sang len duac dong hoc cia sitagliptin dira

theo mot phin tich tdng hap tir cic dit lida duge ddng hoe Pha | va theo mét phén tich dugc

ddng hoe dén sb tr dif iéu 1am sang Pha T v Pha IL

8. Chi dinh

Ngudi lom: P& vl béph nhin déi thao dudng typ 2, SitaAPC 25 duge chi dish &€ cai thién

kifm soat duomg buyét nhr saw:

Bow tri lidu

4] nhu'ng bénh nhan khong thé kidm sodt dudmg huyét thich ding v6i ché d6 &n kiéng va

Tuy8n tip don thuln, v dbi v6i nhimg ngudi khong thich hop ding metformin do chéng

chj dinh hedc khong dung nap.

Rér hop vii mit thudc ding duimg wbng khic

@ K&t hop véi metformin khi ché 46 dn kiéng va luyén tip cting véi ding metformin don
tri ligu ihong thé kiém sodt dudmng huyét thich dang

@ Két hop voi sulpbonylurea khi ché d6 in kigng va luyén tip cling vi ding Lidu dung nap
duwge 161 da ctia sulpbonylurea don #i lifu khéng thé kidm sodt dudng huyét thich ding
v3 khi metformin khang phit hop do chng elii dinh hay khéng dung nap.

@ K&t hgp véi mat chdf chit vin thé gamma duge hoat héa béi yéu th ting trudng
peroxisome (peroxisome Proiifcratoruactivated receptor gamma: PPARy) (nlnr thiazoli-
dmedlon) khi sit dung chit chi vin PPARy 13 thich hep va khi ché d6 an kidng va luyén
tip cling v6i ding chit chis vin PPARy don tri lidu khong kidm sodt duge dudng huydt
thich dang

Két hop voi 2 thudc dimyg duwdng mmg Khde

o Két hop véi metformin vi mot suiphonylurea khi ché 46 an kiéng va hiyén tip cling voi
2 loai thube ndy khong kiém sodt duoc duimg huyét thich déng,

® K&t hop voi chit chil vén PPARy vi metformin khi viée sir dyng chét chil vin PPARylA
thich hop va khi ché 46 an kiéng vi luyén tdp cung v6i 2 loal thude ndy khong kiém sodt
dugc dudmg huyét thich dang.

SitaAPC 25 cling dugc chi dinh dé dimg thém vao véi insulin (cung voi metformin hojic

Ichdng) khi ché d8 an kifng va luyén tip cing vii I8 insulin én dinh khéng kidm sodt

duge dudng huyét thich dang.

9. Litu dung - cich ding
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 Ligu ding;

{ Lidu Khuyén céo 14 100 mg sitagliptin (4 vién SitaAPC 25) 1 lin/ ngdy. Khi sir dung két

bop sitagliptin voi metformin va/ hoje mdt chit chii viin PPARY, lidu ding cla metformin

va/ hodc chit chi vin PPARy nén duge duy i,

Khi sit dung SitaAPC 25 it hop voi suiphuuylurca hoiic véi insulin, lidu thap hon cia

sulphonyiurea hoic insulin ¢ the dugc xem xét dé giam nguy co ha ﬁucmg huyét,

Néu bénh nhin quén dung SitaAPC 25, nén ubng ngay khi bénk nhan nhd ra. Khéng nén

ding ll'(ﬂl ghp dbi trong cling mdt ngay.

Cic doi trgng diic bidt:

Bénh nhdn suy thin

— Khi six dung sitagliptin két hop v6i mét loai thudc tri tidu dudmg khéc nén kiém tra mic
d% suy thin cta bénh nhén d& ca lién ding thich hop.

- Doz v&i bénh nhin suy thin nhe (60 < GFR < 90 mL/ phat), khong can chinh heu

- Dm véi bénh nhan suy than vira c6 45 £ GFR < 60 mL/ phit, khing can chinh lidu,

— Dbi voi bénh nhan suy thin vira 6 30 < GFR <45 mL/ phit, lidu diing lchuyén cho 12 50
mg s;taglaptm (2 vién SitaAPC 25), 1 i/ ngay.

— D61 v6i bénh nhin suy thin ning (15 < GFR < 30 ml/ phit, hofic ESRD bao gom che
bénh nhén phai thim phin mau hedc tham phau phiic mac, lidu dimg khuyen cdo 1425
mg sitagliptin {1 vién SitaAPC 25}, 1 140/ ngdy, C6 thé ding sitagliptin bat k¥ ke nao,
khong lién quan dén thési diém thim phén.

— Vi sz chinh heu dyra vao chific nang than, khuyen c4o nén danh gia chirc ndng than trude
Khi khei diu didu tr véi SitaAPC 25 va kidm tra dinh k¥ sau d0.

Bénh rhdn suy gan
Khéng cfn diéu chinh heu & nhitng bénh nhén suy gan nhe dén trung binh. Sitagliptin
khéng dige nghidn ciu &6i v&i bénh nhén suy gan ning va cin duge chiim séc cén thin,
Tuy nhién, vi sitagliptin chu yeu dwgc thai triv qua than, nén bénh nhin suy gan ning duge
dy dodn khéng dnh hwdmg d&n dwge dfng hoo clia sitagliptin.
Bénh nhdn cao téi
Khéng cn diéu chinh Hiéu.
THé am
Tink an tedn v hign quéd ca sitagliptin &1 v6i tré em v4 thanh thifu nién dudi 18 tudi
chra duge thidt Hp.
Ceich ditng: Sita APC 25 c6 thé udng cimg véi thirc an hodc khong.
10, Qhong chi dinh
Qué min cam sitagliptin hodc bt ¢ir thanh phin nao cia thube.
El. Thino trong
Thin trong chung
SitaAPC 25 khdng dugc st dung voi nhitng bénh nhén tidu dudng typ 1 hoge & didu tri
nhifm toan ceton trong bénh tidu Gudng.
Viém tuy cnp
Sit dung cdc chit (e ché DPP-4 ¢6 lién quan dén nguy co phat meu viém tuy cap Bénh
nhin can duge thing béo vé chc tridu chimg dfc trung cua viém tyy cép: dau bung ning va
dai déng, Tinh trang viém tuy duce gial quyet sau khu ngung du_ng sitagliptin {cé hoic
khing diéu tri hd o) di duoc quan sat, ahung rat it tmcmg hq;: viém tuy hoal tiz hofic xuft
huyét va/hoiic fir vong da dugc bao cao. Néu nghi ngo bi viém tuy, Sltaghphﬂ va cde thube
¢6 kha ndng ugh,z ngU khéc can dugc ngung st dung; néw viém tyy cap duoc xdc dinh, khing
nén didu to lai Vi s]taghptm Chn thin trong & nhitng bénh nhén cé tlen st viém tuy.
Hg dwo ong huzyét khi stk dung kit hop vot cde thude ko diing hayet khiic
Tron_g cic thir nghiém |&m sing cia sitatagliptin khi dung don tr liéu hay ding phbi hop
véi cac thudc chua bidt co giy ha dudng Turyét khong (nhnr metformin va/ hofic mbt chat
chil vin PPARy), 1 1§ ha dudng huyét drgc bao céo khi dimg sitagliptin [ twong tg nhu
¥ 1¢ & béoh nhén ding gla dirge. Ha dudmg huyét d3 dugc quan sat thy khi sitagliptin
duyge sir dung Kbt hop véi insulin hofic sulphonylures. Do €6, d€ gidm nguy co ha dudng
huyét, 6 thé xem xét ding 1idu r.hap hon cho sulphenylurea hofic insutin.
Bénh rhin suy thin
Sltaghptm duge bai tiét qua thin. D# dat duoc ndng 46 sitagliptin frong huyet trong tuong
fr nhur & bénh nhan ¢é clrirc ning thin binh thirémg, nén dimg lidu thip hon & n_hlmg bénh
nhin cb GFR < 45 mL/ phit, ciing nhu ¢ nhimg bénh nhén suy thin giai doan cudi cin
thém phén mau hofic tbam phin phu[: mac.
Khi sir dung sitaghiptin két hop vii mét loai thudic trf tiéu dudng, cAn danh gid mite 4 suy
thén & bénh nhin,
Céc phan itng qua mén
P4 cb cdc bae cde sau khi hu hanh thudc vé nhitng_ phan img qué man nghlem frong &
bénh nhan dung sitagliptin. Cac phan tng niy bao gom phan ing phan Vt?, pht mach va
cic tinh trang troc da ké ca héi chimg Stevens-Johnson. Cac phin img nay thlIcmg khvi
phét trong 3 thang, diiu sau ihi bat diu didu tri. Mt vai truimg hop duge béo cdo xuat hién
sau lidu didu tr du tidn. Ne:u nghi ngd phan ing qua man, SitaAPC 25 nén duge ngung
dung. Cac nguyén nhin tidm niing khac nén duge danh gid va nén bt diu cde i lisu dai
théo duong thay thé.

Bong nurdc dang pemphigoid

Bi cd bao cdo sau khi lru hanh thudc vé bcmg nude dang pemphigoid déi v ﬂhu‘ng bénh

nhéin dang ding céc chit ic ché DPP-4 bac gom sitagliptin. Néu nghi ngdy bong nwée dang

pemphigoid. SitaAPC 25 nén duge ngung sit dung.

12, 5 dung thube cho phu n# ¢6 thai

Khéng co dit ligu Gy dn vé vide i dung sitaghiptin & phu nit ¢6 thai. Cic nghlen cifru trén

ddng vt cho thiy cé dbe tinh sinh sin & lidu cao. Nguy co tiém ning & ngudi chua duoe

biét, Do thidu dit lidu & ngwdi, SitaAPC 25 khéng nén duge ding trong théi ki mang thai.

Kha nang sink san
Nghién ciu trén dong vét khong chi ra anh huo‘ng ctia didu tri bang mtagllptm dén kha
nang sivh sin cla gibng duc va gibng c4l. Khong cé dit liéu nghifn ofm & ngudi.

13. Sir dang thude cho phu afi cho con bi

Vin chua biét rd sitagliptin cé bai tiét vao sita ngudd hay khnng Nghién ciru trén ding vit

cho thiy, sitagliptin duge bii £8 vio siia. Do do, khong nén ding SitsAPC 25 cho phu nit

dang cho con ba.

14, Anh buimg khi ning 14i xe vi vin hanh miy méc

SitaAPC 25 khing cé hodc ¢d anh hudmg khong dang kc dén khi néing l4i xe va vén hanh

méy moc. Tuy nhién, khi 13 xe va vin hanh may méc cin luu ¥ ring chéng mit va budn

ngt 43 duge bao cdo.

Ngodi ra, bénh nhin nén duge cdnh bao vé nguy co ha dwng huyét khi ding SitaAPC 25

két hop véi sulphorgylurea hodc voi insulin.

15, Twong the thudc

Ank Rwting cita thuic khde dén sitaghiptin

Dit ligu 1dm sang cho thay nguy co irong tic cd y nghia lim sang khi ding céc thude dong

thér i sitagliptin thi thap.

Céc nghlen cta i vitro cho thity enzym chtt yéu chiu trich nhigm cho st chuyén hoa bi

han ché chia sitagliptin 1a CYP3A4, v3i sy dong gop ctia CYP2CS. O nhitng béah nhén c6

chirc néng thin binh thuémg, sy chuyen hoa, ké ca qua CYP3A4, chi dong mét vai tro ahd

trong s thanh thai sitagliptin. S chuyén héa oo thé déng mét vai trd quan trong hon trong

vige loai bd sﬂaghptm trong tinh trang suy thin ning hodc bénh thin giai doan cudi

(ESRD}. Vi Iy do nay, cac chat ¢ ché CYP3A4 manh (nhu ketoconazol, itraconazol,

ritonavir, clarithromycin) c6 thé lam thay ddi dwge dong hoc cua sitagliptin d8i véi bénh

nhin suy thén ning heac ESRD. Anh hucvng ¢la cie chat e ché CYP3A4 manh d8i véi

bénh nhin suy thin chira duge dnh gia frong nghlen ctru 14m sdmg.

Nghlen ¢l i vitro cho thily sitagliptin 14 chat nen clia p- giycoprotem va chét vin chuyen

anion hitw co-3 (OAT3}. Sy vin chuyen sitagliptin qua tung gian OAT3 bi e che bai

probenecid mac du nguy co frong tac c6 ¥ nghia 1dm sang 2 thap Viéc sur dung dong thoi

sitagliptin v cdc chit fie ché QAT3 chua dwge nghién et wén in vivo.

Metformin: Ding dong thi 2 1an méi ngay ciia metformin 1.000 mg véi sitagliptin. 50 mg

\chéng lam thay ddi ¢é ¥ nghia duge dong hoc cia sitagliptin & nhing bénh nhan bj tidu

dudmg typ 2

Ciclosporin: Mgt nghién ez duoc sién hanh dé danh gi4 anh budng cia ciclosporin, mét

chit v uc ché manh cia p-glycaprotein, trén duge déng hoe cla sntaglxptm Dimg déng thirt

mot lidu 100 mg sitagliptin va 600 mg lidu ciclosporin }am ting AUC va C__ cla sitagliptin

14 khoang 29% v& 68%, teong Gng. Nhitng thay &b vé duge dong hoc i sngghpnn duge

coi 1a khéng ¢6 ¥ nghia 1dm sing. DG thanh thai cia sitagliptin khong thay d¢i cd y nghia,

Do d6, du doan khéng ¢6 sy tuong tic c6 ¥ nghia gifte sitagliptin v0i cac chét e ché

fim glycopmtem kbéc.

Anh hudng cia s:tagllptm dén cde thubc khie

Digoxin: Sitagliptin ¢¢ dnh huéng nho dén ndng dd dlgoxm trong huyét trong. Sau khi

ding ddog thii 0,25 mg digoxin véi 100 mg sitagliptin m3i ngdy trong 10 ngay, AUC

huyet tuong ciia digoxin ting trung binh 11%, va C_ Tuyét trong frung binh 18%. Khéng

cln didu chinh Kdu digoxin. Tay nhién, nhtmg bénh nhén cb nguy co nhiém déc digexin

nén duge theo dbi khi sitagliptin v digoxin duge ding dbng thod.

Dit lidu in viiro cho thiy sitagliptin khéng ic ché hay cam {mg cic isoenzym CYP450.

Trong cc nghidn clu 18m sang, sitagliptin khéng lim thay ddi co ¥ nghfa dugc dong hoc

clia metformin, glyburid, simvastatin, rumghtazon warfarin, hay thudc tranh thai dudng

ubng. Dyrz vio dif liéu in vive sitagliptin ¢6 e ché thip cic chit nén ciia CYP3A4,

CYP2CE, CYP2ZCY vil cac chét van chuyéa cation hitu co (OCT). Sitagliptin co thé 14 mot

chét irc ché nhe cia - glycoprotem trong in vivo.

16. Tée dyng khéng mong muén . .

Céc phén tmg phy nghi€m trong bao gdm vigém tuy vi phén Gng qué man cam ¢ dwoc bao

c40. Ha dudng huyét duge bao cdo khi két hop voi sulphonylurea (4,7% - 13,8%) va

insulin (9,6%).

Thudng gap (I/Iﬂ\') <ADR < 1/18)

- Chuyén hoa va diph dudng: ha duong huyét.

— H& thin kinh: nhitc du.

Khong thudng gip (1/ 1.000 <ADR < 1/ 100}

— Hé thén kinh: chéng mit.

— He tiéu hdéa: tio bon.

- Dra vd m& dudi da: ngia.

Khéng bret ¥ titn sadt

-Hé mlen dich: phin 9 ing qua mén bao gbm phi thanh quan.

- Hé hod hép, long nguc v frung thit: bénh viém phéi ke,

— Hé tign héa; non &i, viém tuy cdp, viém tuy xudt huydt va hoai T gdy i vong hofc
khong

~ Da va md dudi da: phn mach, ngis, ndi mé day, viém mach mau da, tinh trang bong tréc
da bao ghm hai ching Stevens-Johnson, myn nhet.

— Co xuong va md lién két: dau khép, dau co, dau hmg, bénh khép.

— Thén va tiet nigu: gidm chire ndng thin, suy thin cap.

17. Qud ligu va céch xir tri

Trong nhimg thir nghiém 1am sing c6 déi chimg & ngudi khoe manh, ding liéu don

sztaghptm dén 800 mg. Qo téng rit it v khong lén quan dén 14m sing. Chira €0 dif lign

thire t€ khi sir dung céc ligu cao hon 800 mg & ngum Trong céc nghién ot da lidu Phal,

Ichéng thay c4c phan img bit lgi ¢6 ¢ nghla 1am sang lién quan Héu dimg sitagliptin 600

mg/ ngay trong 10 ngay va 400 mg/ ngay dén 28 ngay.

Trong trzémg hop qué lidu, nén ip dung cdc bign phap diéu tri ho trgy, nher logi bé thube

chira hap thu khéi dudng tidn hoa, thee do trén 1m sing (bao gdm lam dién thm 88), va

didu trf hd trg, neu cin.

Sitagliptin 6 thé &uge thdm tich & mute 46 vira phai. Trong nghién oty 1dm sing, khoang

13,5% heu ding duge logi bo sau 3-4 gitr Eham phén méu. Co thé xem Xt tham phén mau

kéo dai néu pht hop. Vin chua biét & thim phén phic mac cé thé thim tach duec

sitagliptin hay khong.
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