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1. THANH PHAN

M&i vién nén bao phim ZLATKO-25 chija:

Thanh phdn hoat chét

Sitagliptin (dudi dang Sitagliptin phosphat monohydrat).......... 25 mg

Thanh phdn td dugc

Natri lauryl sulfat, mannitol, cellulose vi tinh thé (Avicel 101), croscarmeliose natri, magnesi
stearat, HPMC 615, PEG 6000, titan dioxyd, talc, mau oxyd sdt dd.

Mbi vién nén bao phim ZLATKO-50 chia:

Thanh phén hoat chét

Sitagliptin (duéi dang Sitagliptin phosphat monohydrat)........... 50 mg

Thénh phdn td dugc

Povidon, cellulose vitinh thé (M101), lactose monchydrat, natri starch glycolat, silicon dioxyd,
magnesi stearat, HPMC 615, PEG 6000, titan diaxyd, talc, mau oxyd sdt dd, mau sunset yellow,
mau oxyd sdt vang.

Mdi vién nén bao phim ZLATKO-100 chifa:

Thanh phdn hoat chdt

Sitagliptin (dudi dang Sitagliptin phosphat monohydrat)........... 100 mg

Thanh phdn td du'oc

Povidon, Cellulose vi tinh thé (M101), lactose monohydrat, natri starch glycolat, silicon
dioxyd, magnesi stearat, HPMC 615, PEG 6000, titan dioxyd, talc, mau oxyd sdt d6, mau sunset
yellow, mau oxyd sdt vang.

2. MO TA SAN PHAM

ZLATKO-25: Vién nén tron, bao phim mau héng, mét mat cé dip logo &£F, mat kia c6
dép vach ngang.

ZLATKO-50: Vién nén tron, bao phim méau vang cam, hai mat tron.

ZLATKO-100: Vién nén dai, bao phim mau vang cam, hai mat tron.

3. CHi DINH

Sitagliptin dugc chi dinh don tri liéu dé kiém sodt déi thdo duding typ 2 (khéng phu thuc
insulin) cling v&i ché db &n va luyén tap. Sitagliptin dugc diing phéi hgp véi cic thudc
ubng chéng dai thao duting khac dé kiém sodt dii thdo duding typ 2 trén nhiing ngudi
khang kiém soét dugc glucose huyét khi diing don tri liéu thudc chéng déi thao dudng
dang udng.

Sitagliptin con dugc ding phdi hgp vdi metformin va picgliptazon khi cip phéi hgp nay
khéng kiém soat dugc glucose huyét. Sitagliptin ciing dugc phdi hop véi insulin (kém
theo hodc khdng kém theo metformin) khi insuliln khdng kiém soét dugc glucose huyét.

4. LIEU DUNG - CACH DUNG

Liéu khuyén cdo cla sitagliptin 1a 100 mg x 1 1dn/ ngay. Khi ding k&t hap véi metformin
va/ hodc chat chi van PPARy, liéu clia metformin va/ hadc chit chi van PPARy nén dugc
duy tri va sir dyng sitagliptin kém thea,

Khi dung sitagliptin két hop véi sulphonylure hodc véi insulin, nén can nhic gldm liéu

sulphonylure hodc véi insulin d€ gidm nguy co ha duding huyét.

Liéu diing trén déi tugng ddc biét:

Bénh nhdn suy thin

Khi can nhic sirdung sitagliptin két hgp véi cac thudc diéu tri dai thao duéing khdc, nén

xem xét cic diéu kién sau day:

- Bénh nhan suy than nhe (60 mL/ phiit < GFR < 90 mL/ phit): Khéng cdn chinh liéu.

- Bénh nhan suy thén trung binh (45 mL/ phit < GFR < 60 mL/ phit): Khéng cin chinh liéu.

- Bénh nhan suy than trung binh (30 mL/ phut < GFR < 45 mL/ phut): Liéu cia sitagliptin
la 50 mg x 1 ldn/ ngay.

- Bénh nhén suy thén nang (15 mL/ phit < GFR < 30 mL/ phut) hodc suy than giai doan
cudi (ESRD) cdn thdm phan mau hodc thdm phan phic mac: Liéu cha sitagliptin 1a
25 mg x 1 1an/ ngay. Biéu tri c6 thé duge thuc hign ma khong cin phai quan tam dén
thei diém thidm phan méu.

Do 6 sy chinh liéu dya vao chiic ndng than, nén danh gia chic nang than trudc khi

khdi ddu diéu trj va sau d6 kiém tra dinh ky.

Bénh nhan suy gan:

Khong cdn hiéu chinh liéu déi véi bénh nhan suy gan nhe dén trung binh. Chua c6 céc

nghién ciiu trén bénh nhan suy gan ndng, nén than trong khi sif dung trén déi tugng nay.

Tréem:

Tinh an toan va hiéu qua cla sitagliptin & tré em dudi 18 tudi chua dugc thiét lap.

Nguei cao tudi:

Khong cdn hiéu chinh liéu theo d6 tudi,

Uéng thudc‘ ngay mét 18n, cé thé ciing véi bita 3n hoic khong.
Néu quén thuic, cdn phai ung ciing véi bia 3n ngay khi nhd ra, cing sém cing tét.
Khéng nén udng hai liéu trong cling mét ngay.

5. CHONG CHI BINH
Bénh nhan man cadm véi bt ky thanh phin nao cla thudc.

6. CANH BAO VA THAN TRONG KHI DUNG THUGC

Cdnh bdo chung

Khong nén diing sitagliptin & bénh nhan dai thao dudng typ 1 hoac dé diéu trj nhiém
toan ceton & bénh nhén dai thao duding.

Viém tuy cdp
St dyng céc chat itc ché DPP-4 c6 lién quan dén nguy co phat trién viém tuy cdp.
B&nh nhan cdn dugc thong béo vé cac triéu chimg dic trung cda viém tuy cdp: Dau
bung dir doi va kéo dai. Viém tyy tu khéi khi ngiing sitagliptin (cé hodic khéng cé diéu
tri hé trg), nhung rat hiém truéng hop viém tuy hoal tir hodc viém tuy xust huyét va/
hodc tlf vong da dugc bao cdo. NEu nghi ngdr viém tuy, nén ngimg sitagliptin va cic
thudc khac nghi ngdr c6 kha nang gy viém tuy; Néu viém tuy cip dugc xéc nhan,
khéng nén ding lai sitagliptin. Can than trong & nhifng bénh nhan cé tién si viém tuy.
Ha duréng huyét khi diing liéu phdp két hop véi cdc thudc diéu tri ddi thdo duéng khdc
Trong céc nghién ctu 1dm sang strdung sitagliptin don tri liéu hodic két hop vdi céc thudc
khac (nhu metformin va/ hodc chit chil vin PPARy), t1 12 bi ha duémg huyét tuong tif &
nhém sif dyng sitagliptin va nhém sir dung gid dugc.

Ha duiing huyét da dugc bao cdo khi sit dung sitagliptin két hop vl insulin va
sulphonylure. Do d6, d€ giam nguy co ha duding huyét, nén xem xét gidm liéu insulin
hodc sulphonylure.

Suy thén

Sitagliptin dugc dao thai qua than, BE dat néng dd sitagliptin trong huyét tuong
tuong ty nhu & bénh nhan cé chic ndng than binh thudng, nén gidm liéu thudc &
bénh nhan cé GFR < 45 mL/ pht, cing nhu & bénh nhan c6 bénh than giai doan cudi
(ESRD) cin thdm phan méu hodc thim phan phic mac.

Khi xem xét sit dung sitagliptin két hop vdi cac thudc diéu tri dai thao duding khac,
nén can nhic tinh trang suy than cda bénh nhan.

Phdn iing qud mdn

D4 co cac bao cdo hdu mai vé& nhing phan ing qua man nghiém trong & bénh nhan
diing sitagliptin. Cac phan (ing nay bao gém phén Ung phan vé, phi mach va cic bénh Iy
tréc da ké ca hdi chiing Stevens-lohnson. Vi cic phan ting nay duge béo cio tif nguyén
tir dan sé chua biét ré & mau, nén thuéing khéng thé uéc tinh chic chin tn sudt
hodc xac 13p méi quan hé nhan qua véi viéc sit dung thudc. Cic phén (ing nay bat diu
xudt hién trong 3 thang dau sau khi bt ddu didu tri véi sitagliptin, vai bdo cdo xdy ra sau
liéu ddu tién. Néu nghi ngd ¢é phan ting qua min, phai ngung diing sitagliptin, ddnh gid
cac nguyén nhan tiém ndng khac va bit ddu cic tri liéu thay thé vé bénh déi thio duding.
Pemphigiod bong nuéc

B4 cb cic bao cdo hdu mai vé pemphigoid bong nuéc & bénh nhan dung thubc Uc ché
DPP-4 bao gém sitagliptin. Néu nghi ng&s c6 pemphigoid bong nudc, nén ngung sir
dung thudc.

Cdnh bdo lién quan dén td dugc

ZLATKO-50 va ZLATKO-100 cé chifa lactose monohydrat, bénh nhan bj réi loan di truyén
hiép gép vé dung nap galctose, ching thiéu hut Lapp lactase hodc réi loan hdp thu
glucose-galactose khdng nén sif dung thudc nay.

ZLATKO-50 va ZLATKO-100 c6 chita mau sunset yellow c6 thé gay di tng.

7.5/ DUNG CHO PHU N{¥ CO THAI VA CHO CON BU

Phu it 6 thai

Chua c6 ddy d0 dir lidu vé sir dung sitagliptin & phu nir mang thai. Nghién ciu &
déng vat cho thily ddc tinh sinh sdn & liéu cao. Nguy co dnh huding dén con ngudi
van chua rd. Do d6, khéng khuyén céo sif dung sitagliptin trong thai ky.

Phu nit cho con bi

Sitagliptin dugc phan b vao sifa chudt céng me. Vin chua biét 16 sitagliptin c6 phan bé
vao slfa ngudi hay khéng. Do dé, khong nén diing sitagliptin cho phu nit dang cho con bu.

8. ANH HUONG CUA THUOGC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Sitagliptin khéng anh huéing hodc anh huéng khéng dang ké dén kha ning 141 xe va
van hanh mdy moc. Tuy nhién, khi ldi xe hodc sif dung may méc, cdn luu y rdng chéng
mét va budn ngii 43 dugc bdo céo.

Ngoai ra, bénh nhén nén dugc canh bao vé& nguy co ha dudng huyét khi sit dung
sitagliptin két hogp vdi sulphonylurea hodc véi insulin,

9. TUONG TAC, TUONG KY CUA THUGC

Dit liéu 1am sang duge md ta dudi day cho thdy nguy co cac tuong tac co ¥ nghia
Iam sang khi st dung déng théi véi cac thusic khéc la thap.

Céc nghién ciiu in vitro chi ra réing enzym chinh chiu trach nhiém cho sy chuyén héa
han ché clia sitagliptin 13 CYP3A4, vdi su d6ng gop tit CYP2C8, U nhiing bénh nhén c6
chifc ndng than binh thuding, sy trao ddi chat, bao gém qua CYP3A4, chi déng mat
vai tré nho trong viéc thanh thai sitagliptin. Chuyén héa cé thé déng vai trd quan trong
han trong viéc loal bd sitagliptin trong truding hop suy thin nang hodc bénh than
gial doan cudi (ESRD). V1 ly do nay, nhiing chét ttc ché CYP3A4 manh (vi du: ketoconazol,
itraconazol, ritonavir, clarithromycin) cé thé lam thay 46i duge ddng hoc cla sitagliptin
& bénh nhan suy than ning hodc ESRD. Tac déng cla cic chit dc ché CYP3A4 manh
trong béi canh suy than chua dugc danh gia trong mét nghién ciu 1am sana.

Céc nghién citu van chuyén in vitro cho thdy sitagliptin 12 chit nén cho p-glycoprotein
va chit van chuyén anion hitu co (OAT3). Van chuyén qua trung gian OAT3 clia
sitagliptin bj tic ché in vitro béi probenecid, méc dit nguy co tuong tac cd § nghia lam
sang duge coi |4 thip. Diing d6ng thai cic chit tc ché OAT3 chua dugc danh gid in vivo.
Metformin: St dung déng théi, da liéu véi liéu 2 1&n/ ngay 1.000 mg metformin va 50 mg
sitagliptin khéng lam thay d8i ¢6 y nghia duge déng hoc cia sitagliptin & nhiing bénh
nhan méc bénh dai thio duding typ 2.

Ciclosporin: M6t nghién ciu dugc tién hanh d@é danh gid anh hudng clia ciclosporin,
mét chit tc ché manh p-glycoprotein, trén dugc déng hoc cia sitagliptin. Sir dung
déng thdi liéu don 100 mg sitagliptin va 600 mg ciclosporin lam tang AUC va C,,, clia
sitagliptin khodng 29% va 68%. Nhiing thay déi nay trong dugc déng hoc sitagliptin
khéng dugc coi la ¢d y nghia 1am sang. 8% thanh thai than cla sitagliptin khéng bi
thay ddi mét cach c6 y nghia. Do dé, cic tuang tac véi cic chit (dc ché p-glycoprotein
khac duge duf dodn sé khdng co y nghia.

Digoxin: Sitagliptin cé tac dung nhé d&i véi néng dé digoxin trong huyét tuang. Sau khi
udng 0,25 mg digoxin déng thai vdi 100 mg sitagliptin mdi ngay trong 10 ngay, AUC
trong huyét tuong clia digoxin dugc ting trung binh 11% va C,, ting trung binh 18%.
Khuyén cdo khéng nén diu chinh liu digoxin. Tuy nhién, bénh
nhan cd nguy co déc tinh digoxin nén dugc theo dbi khi sitagliptin
va digoxin dugc dung déng thai.

DiTliu in vitro cho thdy ring sitagliptin khéng Gc ché hodc cam ting
céc isoenzym CYP450. Trong cdc nghién ciiu lam sang, sitagliptin da
khéng thay déi dang ké dugc dong hoc ciia metformin, glyburid,
simvastatin, rosiglitazon, warfarin hodc thudc trdnh thai, cung cip
béing ching in vivo vé xu hudng gy ra tuong tac thap véi chit nén
CYP3A4, CYP2C8, CYP2C9 va protein van chuyén cation hiu co
(OCT). Sitagliptin c6 thé I chit tc ché p-glycoprotein nhe trén in vivo.
Tuong ky ciia thudc: Khong dp dung.

10. TAC DUNG KHONG MONG MUGN CUA THUGC

Téc dung khdng mong mudn nghiém trong bao gém viém tuy va
phédn ing qua man da duge bao cdo, Ha duiing huyét da duoc bdo cdo
khi két hap véi sulphonylure (4,7% - 13,8%) va insulin (9,6%)

https://trungtamthuoc.com/



Tac dung khéng mong mudn dugc trinh bay dudi ddy dugc sap

xEp theo hé co quan va tan suat. Tan sudt dugc xdc dinh nhu saw:

rét thuong gdp (= 1/10); Thudng gp (= 1/100 dén < 1/10); [t gap

(= 1/1.000 dén < 1/100); Hiém gdp (= 1/10.000 dén < 1/1.000);

Rt hiém gip (< 1/10.000) va chua rd tin sudt (khong thé xac dinh

dya vao cac dir liéu hién cd),

Réi logn huyét hoc

Hiém gdp: Giam tiéu cdu.

R6i loan mién dich

Chufa ré tén sust: Phin ting qus man bao gém dép ing phan vé 1

Chuyén héa va dinh duéng .

Thuting gap: Ha duting huyét™

Thén kinh

Thuéing gap: Pau ddu

[t gap: Chong mat

R6i loan hé hdp, ngu'c va trung that

Chua rd thn sudt: Bénh phéi ké*

Réi logn da day-ruét

Chua 5 tén sudt: Téo bon, ndn misa®, viém tuy cdp® T4, viem tuy xust huyét hodc hoai tir

c6 thé din dén tir vong hoic khéng*

Da vé mé dudi da

It gap: Nguia*

Chua 1 tan suat: Phis mach*, phat ban*!, may day*, viém mao mach* 7, tinh trang

troc da bao gém héi chiing Stevens-Johnson®, Pemphigoid bong nudc*.

Coxuong va mé lién két

Chua rd tn suat: Dau khdp®, dau ca®, dau lung®, bénh khdp*.

Thén va tiét niéu

Chua rd tdn sudt: Suy gidm chic ning than®, suy than cdp*.

Ghi cha:

* Tac dung khéng mong muén dudgc xac dinh thong qua khéo st sau khi dua thubc
ra thj trudng.

1 Xem phan canh bao va than trong khi diing thudc

% Xem phan nghién ciiu an toan tim mach TECOS phia dudi.

M# 4 céc téc dung khéng mong mudn chon loc

Ngoai nhiing téc dung khéng mong mudn lién quan dén thudc dugc mé ta & trén,
nhiing téc dung khéng mong mudn dugc bao cdo (bt ké c6 méi quan hé nhan qua
véi thudc) va xay ra it nhat 5% va phé bién hon & nhiing bénh nhéan dugc diéu trj bing
sitagliptin bao gém nhiém triing duéng hé hdp trén va viém mii hong. Céc tic dung
khéng mong muédn khéc dugc bdo cdo (bt ké méi quan hé nhan qua vdi thuéc) xdy ra
thutmg xuyén hon & nhiing bénh nhan dugc didu trj bang sitagliptin (khong datmdc
5%, nhung xay ra véi ty 18 > 0,5% cao han & nhém sitagliptin so véi nhém chiing) bao gém
viém xuong khdp va dau tot d6.

Mét s8 tac dung khdng mong mudn da dugc quan sat thdy thuding xuyén han trong
céc nghién ciu sit dung két hop sitagliptin vdi cic thudc chéng déi thdo duding khac
50 vdi cdc nghién cdu vé don tri liéu sitagliptin, Ching bac gém ha duding huyét (tin sudt
rit phé bién véi sy két hgp clia sulphonylurea va metformin), cim (thuéng gap véi
insulin (cé hodc khéng cé metformin)), budn nén va nén (thuting gap véi metformin),
ddy hoi (thuding gap véi metformin hodc pioglitazon), tdo bon (thudng gap vdi su két hop
clia sulphonylurea va metformin), phis ngoai bién (thuting gap vdi pioglitazon hoac
phéi hap pioglitazon va metformin), budn ngl va tiéu chy (it gdp véi metformin) va
khé miéng (it gdp véi insulin (c6 hodc khéng c¢6 metformin)).

Nghién ciiu an toan tim mach TECOS

Thif nghiém dénh gid tic dong tim mach cla sitagliptin (TECOS) bae gém 7.332 bénh
nhan dugc diéu tri bing sitagliptin, 100 mg mé&i ngay (hodc 50 mg mdi ngay néu eGFR
ban déu |3 = 30 va < 50 mL/ phut/ 1,73 m?), va 7.339 bénh nhan dugc diéu tri bAng
gid dugc. Ca hai phuong phép diéu tri déu dugc bé sung vao viéc cham séc théng thuéing
nhim dat duge muc tidu dua ndng d6 HbA,. va cdc yéu t6 nguy co tim mach vé nguéng
binh thuting. Ty & cla cac tac dung phu nghiém trgng & bénh nhan ding sitagliptin
tugng ty nhu & nhiing bénh nhan ding gia dugc.

0 nhiing ngudi cé y dinh diéu trj, trong 56 nhiing bénh nhan dang st dung insulin va/
hodc sulfonylurea, ty 1& ha dutmg huyét nang 1a 2,7% & nhiing bénh nhin dugc diéu trj
sitagliptin va 2,5% & nhiing bénh nhan dugc diéu tri bing gid dugc; Trong sé nhing
bénh nhan khong s dung insulin va/ hodc sulfonylurea lic ban diu, ty 1& ha duting
huyét nang la 1,0% & nhing bénh nhan diéu tri sitagliptin va 0,7% & nhing bénh nhan
dugc diéu tri bng gid dugc. Ty 18 cac truding hop viém tuy dugc xdc nhdn bing xét
nghiém I3 0,3% & bénh nhan diéu tri sitagliptin va 0,2% & nhimg bénh nhan dugc diéu tri
bang gia dugc,

Thudi c6 thé gdy ra cde tdc dung khéng mong muén khdc, khuyén bénh nhén théng bdo
cdc tde dung khdng mong muén gdp phdi khi ding thudc.

11.QUA LIEU VA CACH XU TRI

Trong nhiing thif nghiém lam sang c6 ddi chiing ngudi khée manh, sitagliptin liéu don
dén 800 mg dugc st dung. Sy tang trong khodng QTc 13 rit it va khéng lién quan dén
lam sang. Chua cé kinh nghiém sif dung céc liéu cao hon 800 mg & ngudi. Trong céc
nghién ciu ldm sang pha | vé ché dé nhiéu liéu trong ngay, ngudi ta khéng tim thdy
cac phan dng bat Igi trén 1dm sang lién quan dén liéu khi dung sitagliptin dén liéu
600 mg/ngay trong 10 ngay va 400 mg/ngay dén 28 ngay.

Trong truéing hap qua liéu, nén 4p dung cdc bién phap hé trg thuding dung, nhu loai
bé chét chua kip hdp thu khai duding tiéu hoa, theo doi trén lam sang (bao gém lam
dién tAm dé), va tri lidu nang dd, néu cin.

Sitagliptin cé thé dugc thim tach kha khiém tdn. Trong nghién cifu lam sang, khodng
13,5% liéu ding duge loal bé sau 3 - 4 gigr thdm phan méau. C6 thé xem xét thdm phan
méu kéo dai néu phi hop trén |am sang. Vin chua biét b thdm phan phiic mac c6 thé
loai bd dugc sitagliptin hay khong.

12. DUGC LUC HOC

Nhém duge ly: Nhom didu tri dai thao duding, chét e ché Dipeptidyl peptidase 4
(DPP-4).

Ma ATC: A10BHO1.

Sitagliptin thudc nhém thude udng tri ting dudng huyét, goi 1a chat dc ché dipeptidyl
peptidase 4 (DPP-4) c6 tic dung cai thién duéng huyét & bénh nhan dai thao dudng
typ 2 biing cach lam ting néng dd céc hormon incretin thé hoat déng.

Céc hormon Incretin bao gém peptid giéng glugacon 1 (glugacon-like peptide-1:
GLD-1) va polypeptid kich thich tiét insulin va phu thudc vao glucose (glucose-dependent
insulinotropic polypeptid: GIP), dugc phéng thich tif rudt sudt ngay va téng néng dé
khi dép tng vdi bira &n. Cac hormon incretin nay la mdt phdn cia hé théng tham gia
vao sy diéu hoa sinh Iy tinh trang can bang glucose ndi méi. Khi néng d6 glucose
trong méu la binh thuding hodc cao, GLP-1 va GIP ting tdng hop va gidi phéng insulin
tif cdc t& bao beta tuyén tyy bang cac duding tin hiéu ndi bao lién quan dén cAMP.
Biéu tri bdng GLP-1 hodc vdi cac chét uc ché DPP-4 trong cédc md hinh déng vat bj
bénh dai thio duéng typ 2 da dugc ching minh la cai thién sy dap Uing cla té bao
beta véi glucose va kich thich sinh téng hap va gidi phéng insulin, Véi néng d6 insulin
cao hon, sy hip thu glucose & mé duge ting cuding. Ngoai ra, GLP-1 lam gidm tiét
glucagon tif té bao alpha tuyén tuy. Gidm ndng dé glucagon, cling vai muc insulin
cao hon, dan dén gidm san xuédt glucose & gan, din dén gidm lugng duding trong mau,

Anh huéng cia GLP-1 va GIP phu thudc vo dudng huyét, bl ABang ageshuoc.com/

trong méu thap, viéc kich thich gidi phéng insulin va Uc ché tiét glucagon cla GLP-1
khéng dugc quan sat thiy. DSi véi cd GLP-1 va GIP, kich thich gidi phdng insulin dugc
ting cuding khi glucose ting |én trén néng dé binh thuding, Hon nita, GLP-1 khéng lam
gidm dép Ung vdi glucagon khi néng dé glucose xuéng thip. Hoat tinh ctia GLP-1 va
GIP bj gi¢i han b&i enzym DPP-4, enzym gitp thiy phan nhanh chéng cic hormon
incretin dé tao ra cic sdn phdm khoéng hoat ddng.

Sitagliptin ngan ngita DPP-4 thiy phan cac hormon incretin, do d6 lam ting ndng do
cdc dang hoat tinh clia GLP-1 va GIP trong huyét tuong. Bing cich ting néng dd
incretin dang hoat déng, sitagliptin lam ting phéng thich insulin va gidm néng 46
glucagon theo cach thilc phu thudc vio glucose. & bénh nhan dai thao duéing typ 2 ¢é
tinh trang tang duding huyét, sy thay ddi ndng dd insulin va glucagon nay dan dén
gidm néng d6 HbA,. va ndng d6 glucose Itic d6i va sau khi &n. Co ché tac déng phu thudc
vao glucose nay cla sitagliptin khic biét vdi co ché tdc dung clia cic sulfamid ha dugng
huyét; Cac sulfamid ha dudng huyét lam tang tiét insulin ngay ca khi néng dé glucose
thap va co thé din dén ha duéng huyét qua midc & bénh nhén dai thao duéing typ 2 va
@ ngudi binh thuting. Sitagliptin la mot chat dc ché manh, chon loc cao trén enzym
DI:M va khéng Uc ché cic enzym lién quan gén |2 DPP-8 hoidc DPP-9 & cic ndng dd
diéu trj,

Trong mét nghién clu kéo dai hai ngay & céc ddi tugng khde manh, sif dung sitagliptin
don trj lam tang ndng dd GLP-1 thé hoat tinh, trong khi metformin don triting néng d6
GLP-1 hoat tinh va GLP-1 toan phan véi cdc mic dd tuong tu. Déng sl dung sitagliptin
va metformin c6 tac dung hiép déng d6i véi ting néng dd GLP-1 thé hoat tinh.
Sitagliptin lam ting néng do GIP hoat tinh nhung metformin thi khéng.

13. DUGC DONG HOC

Hdp thu

Sau khi dung mét liéu 100 mg duging udng & ngudi khde manh, sitagliptin dugc
hdp thu nhanh, théi gian d€ dat néng dd dinh trong huyét tuong (T,..) 1 - 4 gid, AUC
trung binh |2 8,52 pM.hr, C,,, 13 950 nM. Sinh kha dung tuyét déi clia sitagliptin khodng
87%. Do udng thudc trong bira dn cé nhiéu chit béo khéng dnh hudng dén tac dong
lén déng dugc hoc cia sitagliptin, nén c6 thé ding sitagliptin cling hodc khéng cling
wdi thiic an (lGe bung no hodc lic bung dai).

Phin bé

Thé tich phan bé trung binh & trang théi bén viing sau khi diing 1 liéu don sitagliptin
100 mg duding tinh mach & d6i tugng khde manh khoang 198 Iit. Ty 12 sitagliptin gdn
két thudn nghich véi cic protein huyét tuong thap (38%).

Chuyén héa

Sitagliptin dugc dao thdi chl yéu trong nudc tiéu & dang khéng thay déi va mot
phén nhé qua duéng chuyén héa. Gin 79% sitagliptin dugc thai trong nudc tidu &
dang khéng thay ddi.

Thdi trir

Sau khi cac d6i tugng khde manh udng 1 liéu sitagliptin [*C], khodng 1009 chét c6 tinh
phong xa dugc thai trong phan (13%) hodc nudc tiéu (87%) trong 1 tudn ding thudc.
Thi gian ban thai do dugc sau khi udng 1 liéu sitagliptin 100 mg thi xdp xi 12,4 gid va
suf thanh thai qua than khodng 350 mL/ phat.

D4 tutong déc biét

Duge déng hoc cla sitagliptin & nguéi bj dai thao dudng typ 2 giéng nhu ngudi
khoe manh.

Bénh nhdén suy than

Khi so sanh vdi ngudi khde manh, AUC cda sitagliptin trong huyét tuong tang lén tif
1,2 18n & bénh nhan suy than nhe (GFR = 60 dén < 90 mL/ phit) va 1,6 1dn & bénh nhan
suy than trung binh (GFR = 45 dén < 60 mL/ phit). Su ting vé d |on nay khong c6
¥ nghia ldm sang nén khdng cén thiét phai diéu chinh liéu.

AUC clia sitagliptin tdng khodng 2 14n & bénh nhan suy than trung binh (GFR = 30 dén
< 45 mL/ phut) va x4p xi 4 lan & bénh nhan suy thin ning (GFR < 30 mL/ phut), bao gém
bénh nhdn suy than giai doan cudi cin thdm phan méu. Sitagliptin dugc loai bé mdt
cach khiém tén bang cach thdm phan mau (13,5% trong khodng 3 - 4 gid, bat ddu 4 gity
sau khi diing thudc). BE dat dugc néng dd trong huyét tuong cla sitagliptin tuong tuy
nhit & nhitng bénh nhan cé chiic ndng than binh thudng, cdn xem xét gidm liéu &
nhing bénh nhan cd GFR < 45 mL/ phut.

Bénh nhdn suy gan

Khéng cén hiéu chinh liéu d8i vdi bénh nhén suy gan nhe hodc trung binh (diém
Child-Pugh < 9). Khéng 6 kinh nghiém 1am sang & bénh nhan suy gan nang (diém
Child-Pugh > 9). Tuy nhién, sitagliptin bj dao thai chi y&u qua than, suy gan nang c6 thé
khéng dnh hudn dén duge ddng hoc clia sitagliptin.

Ngudi cao tuéi

Khong cdn higu chinh liéu & ngui cao tudi. Tudi tic khong cé anh hudng dang ké dén
dugc déng hoc ctia sitagliptin dua trén cic phan tich dirliéu dugc déng hoc & pha | va
pha II. Ngui cao tudi (65 - 80 tudi) cé néng db sitagliptin cao hon khoang 199 so véi
ngudi tré tudi.

Bénh nhdn tréem

Chua c6 cac nghién cdu vé sitagliptin trén tré em,

Cdic d6i tugng khde

Khéng cin diéu chinh liéu dua trén gidi tinh, chiing toc hodc chi sé khdi co thé (BMI).
Nhing dac diém nay khéng cé &nh hudng cé ¥ nghia ldm sang d6i véi duge dong hoc
clia sitagliptin dya trén phén tich téng hop dir liéu duge ddng hoc pha | va trén phan tich
di liéu duge ddéng hoc pha | va pha Il

14. QUY CACH PONG GOI
ZLATKO-25: Hop 3 vix 10 vién.
ZLATKO-50: Hop 3 vi x 10 vién,
ZLATKO-100: Hop 3 vi x 10 vién,

15. DIEU KIEN BAO QUAN, HAN DUNG VA TIEU CHUAN CHAT LUQNG
Diéu kién bdo quén: Dé thudc noi khé rdo, trénh dnh sing, nhiét dd khong qué 30°C,
véa ngoai tAm vdi clia tré em.

Han diing: 36 thang ké tif ngay san xuat.
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Tiéu chudn chét lugng: Tiéu chudn nha sin xut.
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