R THUGC BAN THEO BON
“NX

TO HUONG DAN SU DUNG THUOC
Vién nén bao phim
ZLLATKO-25
Vién nén bao phim
ZLLATKO-50
Vién nén bao phim

ZLATKO-100

Thudc nay chi ding theo don thudc
bé xa tam tay tré em
Poc k§j hwéng dan sir dung trwoc khi dung

Thdng bao ngay cho bac sy hoac dugc s§ nhirng tac dung khong mong muén khi sir dung thuéc
T thong tin sén phdm nay bao gom hweng dén si dung cho thuac ¢ nhiéu ham Iwong khac nhau

1. THANH PHAN
MJbi vién nén bao phim ZLATKO-25 chua:
Thanh phan hogt chdt
Sitagliptin (duéi dang Sitagliptin phosphat monohydrat)........... 25 mg
Thanh phdén td dwec
Natri lauryl sulfat, mannitol, cellulose vi tinh thé (Avicel 101), croscarmellose natri,
magnesi stearat, HPMC 615, PEG 6000, titan dioxyd, talc, mau oxyd sdt do.
MJi vién nén bao phim ZLATKO-50 chira:
Thanh phan hogt chat
Sitagliptin (dudi dang Sitagliptin phosphat monohydrat)........... 50 mg
Thanh phan td duwec
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 dé, mau
sunset yellow, mau oxyd sdt vang.
MJbi vién nén bao phim ZLATKO-100 chua:
Thanh phan hogt chdt
Sitagliptin (duéi dang Sitagliptin phosphat monohydrat)........... 100 mg
Thanh phan td dwec
Povidon, Cellulose vi tinh thé (M101), lactose monohydrat, natri starch glycolgit, silicon
dioxyd, magnesi stearat, HPMC 615, PEG 6000, titan dioxyd, talc, mau oxyd sat do, mau
sunset yellow, mau oxyd sdt vang.

2. MO TA SAN PHAM
ZLATKO-25: Vién nén tron, bao phim mau hong, mot mit c6 dap logo #7, mat kia c6 dap
vach ngang.
ZLATKO-50: Vién nén tron, bao phim mau vang cam, hai mat tron.
ZLATKO-100: Vién nén dai, bao phim mau vang cam, hai mat tron.

3. CHIDINH
Sltaghptln duoc chi dinh don tri liéu dé kiém soat dai thao duong tuyp 2 (khong phu thuoc
insulin) cung véi ché d¢ an va luyén tap. Sitagliptin dugc dung phdi hop Véi cac thude
udng chdng dai thao duong khac dé kiém soat dai thao dwong tuyp 2 trén nhitng nguoi
khong kiém soat dugc glucose huyét khi dung don tri liéu thudc chdng déi thao duong dang
udng.

1/8 0327.T2



Sitagliptin con dwgc dung phdi hop véi metformin va piogliptazon khi cap phdi hop nay
khong kiém soat duoc glucose huyét. Sitagliptin ciing dwgc phdi hop véi insulin (kem theo
hodc khdng kém theo metformin) khi insuliln khong kiém soat dwoc glucose huyét.

LIEU DUNG - CACH DUNG

Liéu dung:

Liéu khuyén céo cua sitagliptin 12 100 mg x 1 lan/ ngay. Khi dung két hop véi metformin

va/ hoic chat chu van PPARY, liéu cia metformin v&/ hoic chét chi van PPARy nén duoc

duy tri va sir dung sitagliptin kem theo.

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

sulphonylure hodc voi insulin dé giam nguy co ha duong huyét.

Liéu diing trén déi twong dic bigt:

Bénh nhan suy than

Khi can nhic st dung sitagliptin két hop véi cac thude didu tri dai thao dudng khac, nén

xem xét cac diéu kién sau day:

- Bénh nhan suy than nhe (60 mL/ phat £ GFR < 90 mL/ phut): Khong can chinh liéu.

- Bénh nhéan suy thén trung binh (45 mL/ phat = GFR < 60 mL/ phut): Khong can chinh
liéu.

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

- Bénh nhén suy than néng (15 mL/ phut £ GFR < 30 mL/ phat) hodc suy théan giai doan
cubi (ESRD) can tham phan mau hodc thim phan phic mac: Lleu cua sitagliptin la 25
mg x 1 1an/ ngay. Piéu tri ¢6 thé dugc thuc hién ma khong can phai quan tim dén thoi
diém tham phén mau.

Do ¢6 sy chinh liéu dua vao chirc ning than, nén danh gia chirc nang than trude khi khai

dau diéu tri va sau d6 kiém tra dinh ky.

Bénh nhan suy gan:

Khong can hiéu chinh liéu dbi véi bénh nhan suy gan nhe dén trung binh. Chua co cac

nghién ctru trén bénh nhan suy gan nang, nén than trong khi sir dung trén ddi trong nay.

Tré em:

Tinh an toan va hiéu qua cua sitagliptin ¢ tré em dudi 18 tudi chua duoc thiét lap.

Nguoi cao tudi:

Khong can hiéu chinh liéu theo d6 tudi.

Cach dung:

Uong thudce ngay mot lan, co thé cling v&i bita an hoic khdng.

Néu quén thudc, can phal udng clng véi bira an ngay khi nhd ra, cang sém cang tot. Khong

nén uéng hai liéu trong cing mot ngay.

CHONG CHIPINH ‘ ,
Bénh nhan man cam vai bat ky thanh phan nao cua thuoc.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Cdanh bao chung

Khong nén dung sitagliptin & bénh nhan dai thao dwong tuyp 1 hodc dé diéu tri nhiém toan
ceton ¢ bénh nhan dai thao duong.

Viém tuy cap

Str dung cac chat tc ché DPP-4 ¢6 lién quan dén nguy co phat trién viém tuy cip. Bénh
nhan can dugc thdng bdo vé céc triéu chung dic trung cua viém tuy cip: Dau bung dit doi
va keo dai. Viém tuy tu khoi khi ngung S|tagI|pt|n (c6 hoac khong co diéu tri hd tro),
nhung rat hiém truong hop viém tuy hoai tir hoac viém tuy XUt huyet va/ hoac tir vong da
dugc bao cdo. Néu nghi ngo viém tuy, nén ngung S|tagI|pt|n va cac thude khac nghi ngo co
kha ning gy viém tuy; Néu viém tuy Cap dugc xac nhan, khéng nén dung lai sitagliptin.
Can than trong & nhitng bénh nhan c6 tién st viém tuy.
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Ha dwong huyét khi dung ligu phap két hep véi cac thude diéu tri ddi thdo dwong khac
Trong c&c nghién ciru 1am sang sir dung sitagliptin don tri liéu hodc két hop véi cac thude
khac (nhu metformin va/ hodc chat chu van PPARY), ti 1€ bi ha duong huyét tuong ty &
nhom str dung sitagliptin va nhom st dung gia dugc.

Ha duong huyét di duoc béo céo khi sir dung 5|tagI|pt|n két hop véi insulin va
sulphonylure. Do d6, dé giam nguy co ha duong huyét, nén xem xét giam liéu insulin hozc
sulphonylure.

Suy thdn

Sitagliptin dugc dao thai qua than. Dé dat nong do sitagliptin trong huyét twong tuong tu
nhu & bénh nhén c6 chirc nang than binh thuong, nén glam liéu thu0c ¢ bénh nhan c6 GFR
< 45 mL/ phut, ciing nhu & bénh nhan ¢ bénh than giai doan cudi (ESRD) can tham phan
méu hozc tham phan phic mac.

Khi xem xét st dung sitagliptin két hop vai cac thude diéu trj dai thao duong khac, nén can
nhic tinh trang suy than cua bénh nhan.

Phdn #ng qua mdn

Pi ¢ cac bao cao hau mai veé nhfrr]g phan ang qua man nghiém trong & bénh nhén dung
sitagliptin. Cac phan (ing nay bao gom phan g phan v¢, phi mach va cac b¢nh ly troc da
ké ca hoi chung Stevens-Johnson. Vi cac phan mg nay dugc bao cao tu nguyen tir dan 30
chua biét rd ¢& mau, nén thuong khong thé ude tinh chic chan tan suét hoac xac 1ap mbi
quan hé nhan qua véi viéc sir dung thudc. Cac phan tng nay bat dau xuét hién trong 3
thang dau sau khi bat dau diéu tri véi sitagliptin, vai béo céo xay ra sau liéu dau tién. Néu
nghi ngo co phan ang qua man, phai ngung dung sitagliptin, danh gid cac nguyén nhén
tiém ning khac va bat dau cac tri liéu thay thé vé bénh dai thao duong.

Pemphigiod bgong nwdc

D3 c6 cac bao cao hau mai vé pemphigoid bong nuéc ¢ bénh nhan dung thude tc ché DPP-
4 bao gom sitagliptin. Néu nghi ngo c6 pemphigoid bong nuée, nén ngung str dung thudce.
Cdnh bdo lién quan dén td dwoc

ZLATKO-50 va ZLATKO-100 c6 chira lactose monohydrat, bénh nhan bj r6i loan di
truyén hiép gip vé dung nap galactose, chimg thiéu hut Lapp lactase hodc réi loan hap thu
glucose-galactose khong nén st dung thude nay.

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

SU DUNG CHO PHY NU CO THAI VA CHO CON BU

Phu nir co thai

Chua c6 day du dit liéu vé st dung sitagliptin ¢ phu nir mang thai. Nghlen ciru ¢ dong vat
cho thay doc tinh sinh san & liéu cao. Nguy co anh huéng dén con ngudi van chua rd. Do
d6, khong khuyén céo st dung sitagliptin trong thai ky.

Phu nii cho con bu

Sitagliptin duoc phan bd vao sita chudt cong me. Van chua biét rd sitagliptin c6 phan bd
vao sira nguoi hay khong. Do do, khong nén dung sitagliptin cho phu nit dang cho con bu.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC

Sltaghptm khong anh hudng hodac anh hudng khong dang ké den kha nang 14i xe va vén
hanh may moc. Tuy nhién, khi 13i xe hodc sir dung may moc, can luu ¥ rang chong mit va
budn ngu di duogc bao cho.

Ngoai ra, bénh nhan nén dugc canh bao vé nguy co ha duong huyét khi sir dung sitagliptin
két hop v6i sulphonylurea hodc véi insulin.

TUONG TAC, TUONG KY CUA THUOC

Twong tac cia thlic:

Anh huong cia cac thudc khdc dén sitagliptin

Dt liéu 1am sang dugc md ta dudi day cho thay nguy co cac tuong tac cd y nghia 1am sang
khi str dung dong thoi véi cac thude khac 1a thap.
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10.

Cac nghién ctru in vitro chi ra réng enzym chinh chiu trach nhi€ém cho sy chuyén hoa han
ché cua sitagliptin 1a CYP3A4, véi sy dong gop tir CYP2C8. O nhiing bénh nhan c6 chirc
nang than binh thuong, su trao doi chat, bao gom qua CYP3A4, chi déng mot vai trd nho
trong viéc thanh thai sitagliptin. Chuyén hoa co thé dong vai trd quan trong hon trong viéc
loai bo sitagliptin trong trudng hop suy than ndng hodc bénh théan giai doan cudi (ESRD).
Vi Iy do nay, nhitng chit trc ché CYP3A4 manh (vi du: ketoconazol, itraconazol, ritonavir,
clarithromycin) c6 thé lam thay d6i duoc dong hoc cua sitagliptin & bénh nhan suy than
ning hoic ESRD. Tac dong cua cac chat wc ché CYP3A4 manh trong bdi canh suy than
chua dugc danh gia trong mét nghién ciru 1am sang.

Cac nghién ctru van chuyén in vitro cho thay sitagliptin la chat nén cho p-glycoprotein va
chat van chuyén anion hitu co (OAT3). Van chuyén qua trung gian OAT3 cua sitagliptin bi
trc ché in Vitro boi probenecid, mac du nguy co twong tic ¢6 y nghia lam sang dugc coi la
thap. Dung dong thdi cac chit irc ché OAT3 chua dwoc danh gia in vivo.

Metformin: Str dung dong thoi, da lidu véi lidu 2 1an/ ngay 1.000 mg metformin va 50 mg
sitagliptin khong lam thay ddi c6 ¥ nghia duoc dong hoc cua sitagliptin & nhitng bénh nhan
mic bénh dai thao dudng tuyp 2.

Ciclosporin: Mot nghién ctru dugc tién hanh dé danh gia anh hudng cua ciclosporin, mot
chat e ché manh p-glycoprotein, trén dugc dong hoc cua sitagliptin. Str dung dong thoi
liéu don 100 mg sitagliptin va 600 mg ciclosporin 1am ting AUC va Cmax cla sitagliptin
khoang 29% va 68%. Nhitng thay ddi nay trong dugc dong hoc sitagliptin khong dugc coi
14 ¢6 y nghia 1am sang. DY thanh thai than cua sitagliptin khong bi thay d6i mot cach co y
nghia. Do d6, cac twong tac v&i cac chat tc ché p-glycoprotein khac dugc du doan sé
khong co6 y nghia.

Anh hieéng cua sitagliptin dén cdc thuoc khdc

Digoxin: Sitagliptin c6 tac dung nho dbi véi nong do d1g0x1n trong huyét tuong. Sau khi
ubng 0,25 mg digoxin dong thoi véi 100 mg sitagliptin mdi ngay trong 10 ngay, AUC
trong huyét twong cua digoxin duoc ting trung binh 11% va Cmax ting trung binh 18%.
Khuyén céo khong nén diéu chinh lidu digoxin. Tuy nhién, bénh nhan c6 nguy co doc tinh
digoxin nén duoc theo ddi khi sitagliptin va digoxin duoc ding ddng thoi.

Dit liéu in vitro cho thdy rang sitagliptin khong tc ché hodc cam {mg cac isoenzym
CYP450. Trong cac nghién ciru 1am sang, sitagliptin da khong thay do6i dang ké dugc dong
hoc cua metformin, glybur1d simvastatin, rosiglitazon, warfarin hodc thudc tranh thai, cung
cap bang chimg in vivo vé xu hudng gay ra tuong tac thip v6i chét nén CYP3A4, CYP2CB,
CYP2C9 va protein van chuyén cation hitu co (OCT). Sitagliptin c¢6 thé 1a chét tc ché p-
glycoprotein nhe trén in vivo.

Twong ky ciia thudc: Khong ap dung.

TAC DUNG KHONG MONG MUON CUA THUOC

Téc dung khéng mong mudn nghiém trong bao gom viém tuy va phan tng qua man da
duoc béo cao. Ha duong huyét da duoc bao cdo khi két hop véi sulphonylure (4,7% -
13,8%) va insulin (9,6%)

Téc dung khéng mong mudn duoc trinh  bay dudi day dugce sap xép theo hé co quan va tin
suat. Tan suat duoc xac dinh nhu sau: rat thuong gap (= 1/10); Thuong gap (= 1/100 dén <
1/10); it gap (> 1/1.000 den < 1/100); Hiém gap (> 1/10.000 dén < 1/1.000); R4t hiém gip
(< 1/10.000) va chua rd tin suét (khong thé xac dinh dya vao cac dit liéu hién cb).

Réi loan huyét hoc

Hiém gap: Giam tiéu cau.

Roi logn mién dich

Chua rd tan suit: Phan ing qua man bao gém dép tmg phan vé *f

Chuyén héa va dinh dwong

Thuong gip: Ha duong huyétf

Thén kinh

Thuong gép: Dau dau

It gap: Chong mat
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Réi loan hé hdp, ngwe va trung thit

Chua rd tin suat: Bénh phoi k&*

Réi loan da day-rujt

Chua rd tan suat: T4o bon, nén mira”, viém tuy cap* ¥, viém tuy xudt huyét hodc hoai tir ¢6
thé dén dén tir vong hoic khong™

Da va mé dwdi da

it gap: Ngua

Chua 6 tan suat: Phi mach™*, phat ban™f, may day™, viém mao mach™%, tinh trang tréc da
bao gom hoi ching Stevens- Johnson ot Pemph1g01d ang nudc’.

Co xwong va mé lién két

Chua 13 tan suat: Pau khép®, dau co”, dau lung”, bénh khép™.

Thén va tiét ni¢u

Chua 5 tin suat: Suy giam chirc ning than”, suy than cap”.

Ghi cha:

“Tac dung khong mong mudn dugc xac dinh théng qua khao sat sau khi dwa thudc ra thi
truong.

t Xem phan canh bao va than trong khi dung thudc

! Xem phén nghién ctru an toan tim mach TECOS phia duéi.

MG ta cac tac dung khéng mong mudn chon loc

Ngoai nhirng tac dung khong mong mudn lién “quan den thudc duge mé ta & trén, nhing tac
dung khong mong mudn duoc bao cdo (bat ké c6 mdi quan h¢ nhén qua voi thudc) va Xay
ra it nhat 5% va phd bién hon & nhung bénh nhan dugc diéu tri bang sitagliptin bao gdom
nhiém tring duong hod hap trén va viém mili hong. Céc tac dung khéng mong mudn khac
duoc bao cao (bat ké mdi quan hé nhan qua vé6i thude) xay ra thudng xuyén hon & nhiing
bénh nhéan duoc diéu trj bang 51tag11ptm (khong dat mirc 5%, nhung xay ra vai ty 1€ > 0,5%
cao hon ¢ nhom sitagliptin so vi nhom ching) bao gdm viém xuong khop va dau tot do.
Mot s tac dung khong mong mudn di dugc quan sat thay thuong xuyén hon trong cac
nghién ctru st dung két hop sitagliptin véi cac thuée chdng dai thao duong khéc so véi cac
nghién ctru vé don tri liéu sitagliptin. Chung bao gdm ha dudng huyét (tan suét rat phd bién
v6i su két hop ciia sulphonylurea va metformin), cam (thuong gip véi insulin (c6 hodc
khong c6 metformin)), budn non va non (thudng gip voi metformin), day hoi (thuong gip
v6i metformin hodc pioglitazon), tio bon (thudng gap véi su két hop cua sulphonylurea va
metformin), pht ngoai bién (thudng gip voi pioglitazon hodc phdi hop pioglitazon va
metformin), budn ngu va tiéu chay (it gip v6i metformin) va khé miéng (it gap voi insulin
(c6 hodc khong c6 metformin)).

Nghién ciru an toan tim mach TECOS

Thtr nghiém danh gia tic dong tim mach cua sitagliptin (TECOS) bao gém 7.332 bénh
nhan duogc didu tri bang sitagliptin, 100 mg mdi ngay (hodc 50 mg mdi ngay néu eGFR ban
dau 1a > 30 va < 50 mL/ phat/ 1,73 m?), va 7.339 bénh nhan dugc diéu tri bang gia dugc.
Ca hai phuong phap diéu tri déu dugc bo sung vao viéc chim séc thong thudng nham dat
duoc muc tiéu dua ndng d6 HbA1c va cac yéu to nguy co tim mach vé ngudng binh thuong.
Ty 1€ cua cac tac dung phu nghiém trong & bénh nhan dung sitagliptin twong tu nhu &
nhitng bénh nhan dung gia duoc.

O nhitng ngudi ¢6 y dinh diéu tri, trong sé nhitng bénh nhan dang sir dung insulin v&/ hodc
sulfonylurea, ty 16 ha duong huyét ning 1a 2,7% ¢ nhu'ng bénh nhan duoc diéu tri
sitagliptin va 2,5% & nhitng bénh nhan duoc diéu tri bang gia duoc; Trong sO nhiing bénh
nhan khong str dung insulin va/ hodc sulfonylurea lic ban dau, ty 1& ha duong huyet nang la
1,0% & nhitng bénh nhén diéu tri 51tag11pt1n va 0,7% ¢ nhitng bénh nhan dugc diéu tri bing
gia dugc. Ty 1é cac trudong hop viém tuy duoc xac nhan bang xét nghiém 1a 0,3% ¢ bénh
nhan diéu tri sitagliptin va 0,2% & nhitng bénh nhan dugc diéu tri bang gia dugc.

Thubc cé thé gdy ra cdc tdc dung khéng mong muén khdc, khuyén bénh nhan théng bdo
cdc tdc dung khéng mong muén gdp phdi khi ding thudc.
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11.

12.

QUA LIEU VA CACH XU TRi

Trong nhitng thir nghiém 14m sang c6 d6i ching ngudi khoe manh, sitagliptin liéu don dén
800 mg duoc sir dung. Su ting trong khoang QTc la rat it va khong lién quan dén 1am sang.
Chura ¢6 kinh nghi¢m sir dung cac lidu cao hon 800 mg & ngudi. Trong cac nghién ctru lam
sang pha | vé ché do nhiéu liéu trong ngay, nguoi ta khdng tim thay cac phan tng bat loi
trén 1am sang lién quan dén liéu khi dung sitagliptin dén liéu 600 mg/ngay trong 10 ngay va
400 mg/ngay dén 28 ngay

Trong truong hop qua lidu, nén &p dung cac bién phap hd trg thuong dung, nhu loai bo chat
chua kip héap thu khoi duong tiéu hoa, theo ddi trén lam sang (bao gom lam di¢n tam do),
vatri liéu nang dd, néu can.

Sitagliptin c6 thé duoc tham tach kha khiém tén. Trong nghién ctu l1am sang, khoang
13,5% liéu ding duoc loai bo sau 3 - 4 gio tham phan mau. Co thé xem xét tham phan mau
kéo dai néu phu hop trén 1am sang. Van chua biét rd tham phan phic mac c6 thé loai bo
duoc sitagliptin hay khong.

DUQC LUC HQC

Nhém dwoc ly: Nhom diéu tri dai thao duong, chét i ché Dipeptidyl peptidase 4 (DPP-4).
Méa ATC: A10BHO1.

Sitagliptin thudc nhom thudc uéng tri tang dwong huyét, goi 1 chat wc ché dipeptidyl
peptidase 4 (DPP-4) co tac dung cai thién duong huyet & bénh nhan dai thao duong tuyp 2
bang cach lam ting ndng do cac hormon incretin thé hoat dong.

Cac 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 tir ruot sudt ngay va ting nong do khi
dap ¢ng v&i bira an. Cac hormon incretin nay 1a mot phan cua hé théng tham gia vao su
diéu hoa sinh ly tinh trang can bang glucose noi moi. Khi nong do glucose trong mau la
binh thuong hoac cao, GLP-1 va GIP tang tong hop va gidi phong insulin tir cac té bao beta
tuyen tuy bang cac duong tin hi¢u néi bao lién quan dén cAMP. Diéu tri bang GLP-1 hoic
Véi cac chat wc ché DPP-4 trong cic mo hinh dong vat bi bénh ddi thdo duong tuyp 2 da
dugc chl’rng minh 1a cai thién su dap ¢ng cua té bao beta véi glucose va kich thich sinh
tong hop va giai phong insulin. Vi nong do insulin cao hon, sy hap thu glucose ¢ mo duoc
tang cuong. Ngoal ra, GLP-1 lam giam tiét glucagon tu té bao alpha tuyén tuy. Giam nong
dd glucagon, cung véi muc insulin cao hon, dan dén glam san xuat glucose & gan, dan dén
gidm lugng duong trong mau. Anh hudng ctia GLP-1 va GIP phu thugc vao duong huyet
do d6 khi ndéng do glucose trong mau thap, viéc kich thich gidi phong insulin va uc ché tiét
glucagon ciia GLP-1 khéng duoc quan sat thiy. Boi vai ca GLP-1 va GIP, kich thich giai
phong insulin duoc ting cuong khi glucose ting 1én trén ndng d6 binh thuong. Hon nita,
GLP-1 khéng lam giam dap tng véi glucagon khi ndng d6 glucose xuéng thap. Hoat tinh
cua GLP-1 va GIP bi gi6i han boi enzym DPP-4, enzym giup thuy phan nhanh chéng céac
hormon incretin dé tao ra céc san pham khéng hoat dong.

Sitagliptin ngin ngira DPP-4 thity phdn cac hormon incretin, do d6 lam ting ndéng do cac
dang hoat tinh cia GLP-1 va GIP trong huyét tuong. Bang cach tang nong d6 incretin dang
hoat dong, sitagliptin lam tang phong thich insulin va giam ndéng d6 glucagon theo cach
thirc phu thudc vao glucose O bénh nhan dai thao duodng tuyp 2 ¢ tinh trang tang duong
huyét, su thay d6i nong d6 insulin va glucagon nay dan dén giam ndéng d6 HbA1c va ndng
d6 glucose lic d6i va sau khi an. Co ché tac dong phu thudc vao glucose nay cia sitagliptin
khac biét v6i co ché tac dung cia cac sulfamid ha dudong huyét; Cac sulfamid ha duong
huyét 1am tang tiét insulin ngay ca khi néng do glucose thip va co thé dan dén ha duong
huyét qua muc ¢ bénh nhan dai thio duong tuyp 2 va & nguoi binh thuong. Sitagliptin 1a
mot chét e ché manh, chon loc cao trén enzym DPP-4 va khong uc ché cac enzym lién
quan gan 1a DPP-8 hodc DPP-9 ¢ cac nong do diéu tri.

Trong mot nghién ctru kéo dai hai ngay & cac ddi twong khoe manh, sir dung sitagliptin don
tri [am tang n@)ng dd GLP-1 thé hoat tinh, trong khi metformin don tri tang néng do GLP-1
hoat tinh va GLP-1 toan phan véi cic mic do tuwong ty. Pong s dung sitagliptin va
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13.

metformin c6 tac dung hiép ddng ddi véi tang ndng 4o GLP-1 thé hoat tinh. Sitagliptin lam
tang nong do GIP hoat tinh nhung metformin thi khong.

DUQC PONG HQC

Hdp thu ‘ ’ ’

Sau khi dung mot lieu 100 mg dudng udng ¢ nguoi khoe manh, sitagliptin dugc hap thu
nhanh, thoi gian dé dat ndng d6 dinh trong huyét twong (Tmax) 1 - 4 gid, AUC trung binh 1a
8,52 pMLhr, Cmax 12 950 nM. Sinh kha dung tuyét d6i cua sitagliptin khoang 87%. Do udng
thudc trong bira an c6 nhiéu chat béo khong anh huong dén tac dong 1én dong dugc hoc cua
sitagliptin, nén c6 thé dung sitagliptin cing hodc khong cung véi thirc an (luc bung no hoic
luc bung doi).

Phén bo

Thé tich phan bd trung binh & trang thai bén viing sau khi dung 1 lidu don sitagliptin 100
mg duong tinh mach ¢ ddi tuong khoe manh khoéng 198 lit. Ty 1€ sitagliptin gan két thuan
nghich véi cac protein huyét twong thap (38%).

Chuyén héa

Sitagliptin dugc dao thai chu yéu trong nuéc tiéu ¢ dang khong thay d6i va mot phan nho
qua dudng chuyén hoa. Gan 79% sitagliptin dugc thai trong nudc tiéu & dang khong thay
doi.

Thadi trur

Sau khi cac d6i tugng khoe manh udng 1 licu s1tag11pt1n [*C], khoang 100% chat co tinh
phong xa dugc thai trong phén (13%) hodc nude ti€u (87%) trong 1 tuan dung thudc. Thoi
gian ban thai do duogc sau khi udng 1 liéu sitagliptin 100 mg thi xap xi 12,4 gid va sy thanh
thai qua than khoang 350 mL/ phut.

Doi twong dic bigt

Duoc dong hoc cua sitgliptin & ngudi bi dai thdo duong tuyp 2 gidng nhu nguoi khoe
manbh.

Bénh nhdn suy than

Khi so sanh véi nguoi khoe manh, AUC cua sitagliptin trong huyét twong ting 1én tir 1,2
lan & bénh nhan suy than nhe (GFR > 60 dén < 90 mL/ phat) va 1,6 1an & bénh nhan suy
than trung binh (GFR > 45 dén < 60 mL/ ph(t). Sy ting vé d6 I6n nay khong c6 ¥ nghia
lam sang nén khdng can thiét phai diéu chinh liéu.

AUC cua sitagliptin ting khoang 2 1an & bénh nhan suy than trung binh (GFR > 30 dén <
45 mL/ phit) va xap xi 4 1an ¢ bénh nhan suy than niang (GFR < 30 mL/ phdt), bao gom
bénh nhan suy than giai doan cudi can thim phan mau. Sitagliptin dugc loai bo mét cach
khiém ton bang cach tham phan mau (13,5% trong khoang 3 - 4 gio, bét dau 4 gi¢ sau khi
dung thudc). Bé dat duoc nong do trong huyét twong cua sitagliptin twong ty nhu & nhitng
bénh nhan ¢ chirc ning than binh thudng, can xem xét giam liéu & nhitng bénh nhan c6
GFR < 45 mL/ phat.

Bénh nhan suy gan

Khéng can hiéu chinh liéu ddi v&i bénh nhan suy gan nhe hoic trung binh (diém Child-
Pugh < 9). Khong c6 kinh nghiém lam sang & bénh nhan suy gan ning (diém Child-Pugh >
9). Tuy nhién, sitagliptin bi dao thai chu yéu qua than, suy gan niang c6 thé khdng anh huon
dén duge dong hoc cua sitagliptin.

Nguoi cao tuoi

Khong can hiéu chinh liéu ¢ nguoi cao tudi. Tudi tac khdng c6 anh hudng dang ké dén
dugc dong hoc cua sitagliptin dua trén cac phén tich di liéu duoc déng hoc ¢ pha | va pha
I1. Nguoi cao tudi (65 - 80 tudi) co nong do sitagliptin cao hon khoang 19% so véi nguoi
tré tuoi.

Bénh nhan tré em

Chua c6 cac nghién ciru vé sitagliptin trén tré em.

Cdc doi twong khéc

Khéng can diéu chinh liéu dwa trén gigi tinh, chung toc hodc chi sé khéi co thé (BMI).
Nhiing dic diém nay khong ¢ anh huéng c6 ¥ nghia 1am sang d6i véi duge dong hoc cua

718

0327.T2



14.

15.

16.

17.

sitagliptin dya trén phan tich téng hop di liéu dugc dong hoc pha | va trén phan tich di
liéu dugce dong hoc pha I va pha ll.

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

PIEU KIEN BAO QUAN, HAN DUNG VA TIEU CHUAN CHAT LUQNG

Picu kién bao quin: Dé thudc noi khé réo, tranh anh sang, nhiét do khong qua 30°C, va
ngoai tam vai caa tré em.

Han dung: 36 thang ké tir ngay san XUuét. )

Tiéu chuan chat lwgng: Tiéu chuan nha san xuat.

TEN, PIA CHI VA BIEU TUQNG CUA CO SO SAN XUAT
San xudt tai:

DAVIPHARM

CONG TY CO PHAN DUQC PHAM PAT VI PHU

(DAVIPHARM)

L6 M7A, Buong D17, Khu Cong nghiép My Phudc 1, Phuong Théi Hoa, Thi x4 Bén Cat,
Tinh Binh Duong, Viét Nam

bién thoai: 0274.3567.687  Fax: 0274.3567.688

NGAY XEM XET SUA POI, CAP NHAT LAI NOI DUNG HUONG DAN SU DUNG
THUOC: 14/04/2022

7 ZLATKO-25

Tén san pham: ZLATKO-50
ZLATKO-100

M4 sb toa: 0327.T2 (Ma ZLATKO-100)

7 7 - Stra 16i chinh ta “typ” thanh “tuyp”

Kiém soat stra doi: | - Swra “Tel” thanh “Dién thoai” dung véi Cuc duyét
- Sura ngay xem xeét stra doi thanh 14/04/2022

Nhan vién thiét ké:
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